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B-Cell Lymphoma:
SWOG Opens Phase II Trial Of CuraGen's
HDAC Inhibitor For B-Cell Lymphoma

Melanoma:
Gene Therapy Alters Immune Cells
For Treatment Of Advanced Melanoma

The Southwest Oncology Group has opened a phase II clinical trial to test 
the effects of a new investigational agent on aggressive B-cell lymphoma. The 
new agent, PXD101, will be evaluated in patients whose previous treatment 
regimen did not work or whose cancer returned after treatment.

The trial, also known as S0520, is sponsored by the National Cancer 
Institute under a Clinical Trials Agreement signed with CuraGen Corp., of 
Branford, Conn.

PXD101 is designed to inhibit histone deacetylase (HDAC). Histones 
are a class of proteins around which DNA is wrapped. The tightness of the 
wrapping controls the activity of the genes on the DNA. HDAC is an enzyme 
that changes the way histones bind to the genes. Laboratory studies suggest 
that drugs such as PXD101 can act on histones to kill cancer cells or prevent 
them from growing.

The purpose of the trial is to evaluate how B-cell lymphoma cells 
respond to the new agent, how patients tolerate the treatment and how long 
patients can live with the treatment without the disease becoming worse. 
Based on published preliminary data, study leaders are particularly interested 
in whether PXD101 will enhance expression of immune-mediating molecules 
on the tumor cells’ surface and thereby increase the immune system’s ability 
to target the lymphoma.

Study leaders seek to enroll up to 40 patients with refractory aggressive 
diffuse large, high-grade Burkett’s or Burkitt’s-like or primary mediastinal B-
cell lymphoma for the trial. So far, 81 SWOG institutions are participating.

A team of researchers at the National Cancer Institute demonstrated 
sustained regression of advanced melanoma in a study of 17 patients by 
genetically engineering patients’ own white blood cells to recognize and 
attack cancer cells.

“These results represent the first time gene therapy has been used 
successfully to treat cancer,” said NIH Director Elias Zerhouni. “Moreover, 
we hope it will be applicable not only to melanoma, but also for a broad range 
of common cancers, such as breast and lung cancer.”

Autologous lymphocytes—a person’s own white blood cells—have 
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previously been used to treat metastatic melanoma. In 
a process called adoptive cell transfer, lymphocytes are 
first removed from patients with advanced melanoma.

Next, the most aggressive tumor-killing cells are 
isolated, multiplied in the lab, and then reintroduced 
to patients who have been depleted of all remaining 
lymphocytes. While reasonably successful, this method 
can only be used for melanoma patients and only for 
those who already have a population of specialized 
lymphocytes that recognize tumors as abnormal cells.

NCI researchers, led by Steven Rosenberg, sought 
an effective way to convert normal lymphocytes in 
the lab into cancer-fighting cells. To do this, they 
drew a small sample of blood that contained normal 
lymphocytes from individual patients and infected the 
cells with a retrovirus in the laboratory. The retrovirus 
acts like a carrier pigeon to deliver genes that encode 
specific proteins, called T cell receptors (TCRs), into 
cells. 

When the genes are turned on, TCRs are made and 
these receptor proteins decorate the outer surface of the 
lymphocytes. The TCRs act as homing devices in that 
they recognize and bind to certain molecules found on 
the surface of tumor cells. The TCRs then activate the 
lymphocytes to destroy the cancer cells.

In this study, newly engineered lymphocytes 
were infused into 17 patients with advanced metastatic 

melanoma. There were three groups of patients in this 
study. The first group consisted of three patients who 
showed no delay in the progression of their disease.

As the study evolved, the researchers improved 
the treatment of lymphocytes in the lab so that the 
cells could be administered in their most active growth 
phase. In the remaining two groups, patients received the 
improved treatments. Two patients experienced cancer 
regression, had sustained high levels of genetically 
altered lymphocytes, and remained disease-free over 
one year. One month after receiving gene therapy, all 
patients in the last two groups still had 9 percent to 56 
percent of their TCR-expressing lymphocytes. There 
were no toxic side effects attributed to the genetically 
modified cells in any patient.

The study was published in the online edition of 
the journal Science on Aug. 31.

Approaches to increase the function of the 
engineered TCRs—including the development of 
TCRs that can bind to tumor cells more tightly—and 
to further optimize delivery methods using retroviruses 
are under investigation. Also, the researchers believe 
it may be beneficial to further modify lymphocytes by 
inserting molecules that assist in directing lymphocytes 
to cancerous tissues. 

Clinical trials are being conducted to enhance 
treatment effectiveness using total body radiation therapy 
to deplete a patient’s supply of non-altered lymphocytes 
before replacing them with purely engineered cells. 
The researchers also have isolated TCRs that recognize 
common cancers other than melanoma.

“We are currently treating advanced melanoma 
patients using adoptive transfer of genetically altered 
lymphocytes, and we have now expressed other 
lymphocyte receptors that recognize breast, lung, and 
other cancers,” said Rosenberg.

Patients enrolled in the trial will receive PXD101 
intravenously in three-week cycles. The primary goal 
of this study is to evaluate the response rate for patients 
receiving treatment with PXD101. Also, correlative 
studies will be performed on some of the patients to 
assess histone acetylation and potential biomarkers.

“HDAC inhibitors are believed to target DNA and 
lead to reactivating genes that suppress tumors,” said 
Steven Bernstein, the study coordinator and associate 
professor of medicine and co-director of the Lymphoma 
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Biology Program at the James P. Wilmot Cancer Center 
at the University of Rochester School of Medicine. 
“Since this may slow the growth and survival of tumor 
cells, we are very interested in investigating PXD101 
to assess its potential benefit for patients with B-Cell 
lymphoma.”

PXD101 is being evaluated in multiple clinical 
trials as a potential treatment for multiple myeloma, T-
cell lymphoma, colorectal and ovarian cancers, either 
alone or in combination with anticancer therapies. 
In August 2004, CuraGen signed a Clinical Trials 
Agreement with the NCI under which the NCI will 
sponsor several clinical trials to investigate PXD101 
for the treatment of various cancers, both as a single 
agent and in combination chemotherapy regimens. In 
May 2005, TopoTarget signed a Cooperative Research 
and Development Agreement with the NCI to conduct 
preclinical and non-clinical studies on PXD101 in 
order to better understand its anti-tumor activity and 
to provide supporting information for clinical trials of 
the therapy.

Non-Hodgkin’s Lymphoma:
Long-Term Remissions Shown
With Chemo Plus Radiation

Patients with a form of lymphatic cancer who 
received a new combination of chemotherapy and 
targeted radiation (radio immunotherapy) lived 
significantly longer than patients treated with standard 
chemotherapy alone on previous trials, according to 
data from a newly published study conducted by the 
Southwest Oncology Group.

Patients in the trial, known as S9911, were 
being treated for advanced follicular non-Hodgkin’s 
lymphoma. The long-term follow-up data from the phase 
II trial shows that five years after the new treatment, 
87 percent of the patients survived and 67 percent of 
the patients survived without their disease progressing. 
In comparison, using historical data, only 64 percent 
were still alive and 44 percent survived without 
disease progression after five years on the standard 
chemotherapy treatment.

The data were published in the Sept. 1 edition of 
the Journal of Clinical Oncology.

The new treatment piggy-backs onto the 
standard treatment by delivering a one-two punch 
to the cancer cells, said Oliver Press, who led the 
study for SWOG. The standard therapy uses a 
combination of four chemotherapy drugs known as 
CHOP—cyclophosphamide, doxorubicin, vincristine 

and prednisone. Patients in the trial received six 
21-day treatment cycles of CHOP. Those who 
tolerated the treatment without progression were given 
the new treatment, tositumomab and Iodine-I 131 
tositumomab. 

Tositumomab is an antibody developed in mice 
which binds to the CD20 antigen, found on the surface of 
normal and malignant B lymphocytes. The radiolabeled 
antibody delivers Iodine-I 131 directly to the cancer cells. 
Tositumomab/Iodine-I 131 tositumomab is marketed 
under the trade name Bexxar by GlaxoSmithKline.

“We feel that the five-year results of the trial 
are tremendously encouraging and some of the best 
ever observed in a SWOG clinical trial for patients 
with advanced follicular non-Hodgkin’s lymphoma,” 
said Press, a member of the Fred Hutchinson Cancer 
Research Center, professor of medicine at the University 
of Washington and chairman of the scientific advisory 
board of the Lymphoma Research Foundation.

“While patients usually respond initially to CHOP 
therapy, most patients eventually recur,” Press said. “We 
feel that this new combination of drugs with antibodies 
such as tositumomab/Iodine-I 131 tositumomab show 
real promise. Not only are patients living longer, they 
seem to be living relatively symptom-free after the 
conclusion of their therapy.”

The Phase II study was conducted at 34 SWOG 
institutions with 90 patients who have advanced-stage 
non-Hodgkin’s lymphoma but had not been previously 
treated for the disease.

The initial success of the phase II trial prompted 
SWOG to open a phase III intergroup trial in 2001 
known as S0016. The new study is still open for 
registration to patients who have never been treated for 
follicular non-Hodgkin’s lymphoma and whose disease 
expresses the CD20 antigen. The Cancer and Leukemia 
Group B and Eastern Cooperative Oncology Group are 
also participating in this study.

The phase III study compares CHOP plus Bexxar 
to CHOP plus a different targeted antibody, Rituximab. 
The study was initially designed to compare three types 
of treatment—CHOP, CHOP plus Rituximab, and 
CHOP plus Tositumomab and Iodine-I 131. However, 
the CHOP-only arm of the study was closed Dec. 15, 
2002, based on results from several completed clinical 
trials that demonstrated significantly improved response 
rates and progression-free survival in the CHOP-plus-
Rituximab arm compared to CHOP alone, making 
CHOP plus Rituximab the new standard therapy.

The 17 patients on S0016 were accrued to the 
CHOP-only arm before the survival data comparing 
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the CHOP-plus-Rituximab arm and the CHOP-only 
arm were known.

“Now the goal is to determine which antibody—
rituximab or the radiolabeled tositumomab antibody—
produces the best results when combined with CHOP,” 
Press said. “This study is currently open to accrual and 
we encourage treating physicians and their patients to 
join us in completing this important clinical trial.”

He noted that another radiolabeled antibody, 
ibritumomab tiuxetan (Zevalin), is being studied by 
other investigators.

For more information and enrollment criteria for 
S0016, contact protocols@swog.org or phone 210-
450-8808.

Breast Cancer:
Raloxifene Protects Women
At High or Low Risk of Disease 

Raloxifene protects postmenopausal women from 
developing invasive breast cancer whether they are at 
high or low risk of developing the disease, according 
to a new study.

The study, published in the Sept. 1 issue of Clinical 
Cancer Research, also revealed that the drug appears 
to reduce risk in women with a family history of breast 
cancer down to a similar level to women without affected 
relatives.

Compared with a placebo drug, the study found 
that use of raloxifene was associated with a 58 percent 
reduction in breast cancer risk in women without a family 
history of the disease, and an 89 percent reduction in risk 
for women with a family history of breast cancer.

But the researchers say they cannot explain 
why protection seems greatest in women who may be 
genetically predisposed to develop the disease.

“We don’t know what to make of this observation,” 
said Marc Lippman, professor in the Department of 
Internal Medicine at the University of Michigan and 
the study’s lead author. “It could be due to chance, or 
there may be other factors at work that we don’t know 
about.”

“But our bottom-line analysis as to why raloxifene 
universally reduces the risk of developing invasive 
cancer in women without a family history is that 
it interferes with the duration and concentration of 
estrogen, which acts as a tumor promoter in the majority 
of breast cancers,” Lippman said.

The research team conducted a new analysis of 
the first large study of raloxifene, which tested the 
ability of the drug to prevent vertebral fractures in 7,705 

postmenopausal women diagnosed with osteoporosis. 
The secondary endpoint of this multi-center, double-
blind trial, known as MORE (Multiple Outcomes of 
Raloxifene Evaluation) was the drug’s effect on breast 
cancer development; results, announced in 1999, 
demonstrated a 72 percent reduction in invasive breast 
cancer incidence after four years of raloxifene treatment, 
compared to use of a placebo.

The MORE trial was then extended four years 
to further evaluate the effect of raloxifene on breast 
cancer incidence in 4,011 of the original participants. 
Results of this trial, known as CORE (Continuing 
Outcomes Relevant to Evista), showed that eight years 
of raloxifene treatment was associated with a 66 percent 
decrease in invasive breast cancer incidence.

The current study was undertaken to assess 
the effect of raloxifene on level of breast cancer risk 
(higher versus lower) using data from both MORE and 
CORE.

Women at higher risk for breast cancer are 
generally older and have a greater lifetime exposure to 
estrogen, and the researchers found that this association 
held true in the reanalysis. But they also found that 
raloxifene reduced breast cancer risk in both women 
at lower and those at higher breast cancer risk, except 
for those women who had measurably low levels of 
estradiol, the major estrogen hormone in humans. 

“In each variable commonly associated with a 
higher risk for developing breast cancer—age older than 
65, age at menopause, a body mass index greater than 25, 
higher estradiol levels, prior use of estrogen replacement 
and a family history of breast cancer—use of raloxifene 
reduced incidence of breast cancer when compared to 
a placebo drug,” Lippman said. “But it also reduced 
incidence in each of those variables that should have 
lowered risk, such as younger age, later menopause, 
etc., compared to use of a placebo drug.”

“We don’t define the lowest limit of risk, the point 
at which toxicity associated with use of raloxifene 
outweighs the benefits,” he said.

Lippman said he cannot comment on how 
raloxifene in this study measures up to tamoxifen use 
in general. Although these findings come on the heels 
of the June publication of the 19,747-participant STAR 
trial, which evaluated tamoxifen against raloxifene in 
reducing breast cancer risk, no comparison can be made 
between the MORE, CORE and STAR clinical trials, 
he said.

“These studies looked at two different groups of 
women,” Lippman said. “Women enrolled in STAR were 
at high risk for developing breast cancer, so presumably, 

mailto:protocols@swog.org
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they had higher levels of estrogen in general. Women 
who participated in MORE and CORE were older and 
had osteoporoses and it is assumed that these women 
generally have lower levels of estrogen, because that is 
a risk factor for development of the disorder.”

Raloxifene, also known by the trade name Evista, 
has not been approved by the federal Food and Drug 
Administration as an agent to prevent breast cancer 
development.

Study Needs 23,000 Women
Whose Sisters Have Cancer

The National Institute of Environmental Health 
Sciences needs 23,000 more women to join the Sister 
Study, the nation’s largest research effort to find the 
causes of breast cancer.

NIEHS hopes to enroll a total of 50,000 women 
whose sisters had breast cancer. The Sister Study must 
meet its enrollment goal in less than one year.

Since it began in October 2004, The Sister Study 
has recruited more than 27,000 participants—women 
whose sisters were diagnosed with breast cancer.

“Many women have heard about the Sister Study, 
but they haven’t signed up yet, and we really need them 
now,” said Dale Sandler, chief of the Epidemiology 
Branch at NIEHS and principal investigator of the study. 
“Doctors know very little about how the environment 
may affect breast cancer, that is why the Sister Study 
is so important. We hope women will make that call 
today.”

Available in English and Spanish, the Sister Study 
requires very little time from its volunteers. The 10-year 
observational study begins with participants answering 
questions about diet, jobs, hobbies, and things they’ve 
been exposed to throughout their lives to determine what 
may influence breast cancer risk. Later, at a convenient 
time and location for the participant, a female health 
technician collects small samples of blood, urine, toenail 
clippings, and house dust, which will also help give 
researchers a better picture of the woman’s environment 
and genes.

Women in the U.S. and Puerto Rico, ages 35 to 74, 
may be eligible to join the Sister Study if their sisters 
(living or deceased) had breast cancer. Women who 
join the Sister Study must never have been diagnosed 
with breast cancer themselves. Breast cancer affects 
women from every walk of life, so the Sister Study is 
seeking women of all backgrounds, occupations, ages, 
and ethnic groups.

The study especially seeks women of color, 
Sandler said.

The Sister Study follows sound, ethical research 
practices, and keeps all personal data safe, private and 
confidential. Women who join are not asked to take any 
medicine, visit a medical center, or make any changes 
to their habits, diet or daily life. 

Organizations that are in partnership with the 
Sister Study include the American Cancer Society, 
NIH’s National Center on Minority Health and Health 
Disparities, Sisters Network Inc., the Susan G. Komen 
Breast Cancer Foundation the Y-ME National Breast 
Cancer Organization, and its newest partner, the 
Intercultural Cancer Council.

To volunteer or learn more about the Sister Study, 
visit the web site www.sisterstudy.org, or for Spanish 
visit www.estudiodehermanas.org.  A toll free number 
is also available 1-877-4SISTER (877-474-7837). 
Deaf/Hard of Hearing call 1-866-TTY-4SIS (866-889-
4747).

Tamoxifen: No Mortality Benefit
For Most “High Risk” Women

Tamoxifen as a breast cancer prevention drug has 
little impact on overall mortality rates for most “high 
risk” women, according to a new study.

For women with the minimum 1.67 percent 5-year 
breast cancer risk who are eligible to take tamoxifen, 
there were no mortality rate benefits to taking tamoxifen, 
according to the study published in the Sept. 1 issue of 
CANCER, a journal of the American Cancer Society.

The study found that life expectancy improved 
when women were at the higher end of breast cancer 
risk, greater than 3 percent. Moreover, the high price of 
tamoxifen in the U.S. resulted in extraordinarily high 
cost per life year saved, further reducing tamoxifen’s 
utility as a cancer prevention drug in the U.S. 

Tamoxifen has been shown to prevent breast cancer 
in high risk women. The landmark chemoprevention 
study for tamoxifen found that among women who meet 
the minimum FDA eligibility criteria for “high risk” 
(a 5-year risk of breast cancer of at least 1.67 percent) 
tamoxifen use resulted in a 49 percent reduction in 
(ER positive) breast cancers. However, its effect on 
survival has not been studied. The drug is associated 
with significant adverse effects, such as cataracts, deep 
vein thromboses, uterine cancer, and strokes. Women 
on tamoxifen who do develop breast cancer will more 
likely develop ER negative breast cancers, which have 
a worse prognosis. 

Joy Melnikow, of the Department of Family and 
Community Medicine at the University of California, 
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Davis, and her colleagues used a modeling strategy to 
investigate whether tamoxifen was an effective drug for 
breast cancer risk reduction.

The researchers found that there was no mortality 
benefit “for women at the lower end of the high risk range 
for breast cancer.” However, life expectancy benefit was 
seen for women who already had a hysterectomy, and 
thereby eliminated the drug’s risk of endometrial cancer. 
When taking into account ER-negative breast cancers, 
an approach that has not been investigated before, 
mortality rates actually increased slightly until 5-year 
risk reached more than 2 percent. 

For women at the threshold 5-year risk of 1.67%, 
and with the drug cost at $1212 per year (Average 
Wholesale Price) in the U.S., the author calculated a cost 
of $1,335,690 per year of life saved, an extraordinarily 
high cost-to-effectiveness ratio. 

In contrast, in the Canadian pharmaceutical 
market, the authors calculated $123,780 per year of life 
saved. Even at Canadian drug prices, tamoxifen both 
improved life expectancy and saved costs only when a 
woman’s 5-year risk was at least 4 percent.

This study finds that it would take a breast cancer 
risk greater than 3 percent, particularly in women who 
have not had a hysterectomy, to see potential benefit 
from tamoxifen.

“The projected benefits of tamoxifen for women 
at or near the threshold risk for breast cancer (1.67 
percent) are very small or non-existent” conclude the 
authors of the study, and would help only a “relatively 
small proportion of women.” Moreover, the drug 
price’s impact on cost-effectiveness, according to 
the investigators, “illustrates the potential effect of 
negotiating pharmaceutical prices at a national level.”

Breast Density As Important
As Age In Determining Risk

Breast density is nearly as important as age in 
determining a woman’s risk of developing breast cancer, 
according to a new model developed by scientists from 
Group Health and seven other health care organizations 
in the Breast Cancer Surveillance Consortium.

Published in the Sept. 6 issue of JNCI, the model 
is based on the largest study of this issue to date in 
terms of population size and the number of risk factors 
examined.

The researchers collected data from more 
than 1 million women at the time of their screening 
mammograms. They then identified 11,638 who were 
diagnosed with breast cancer within the next year. 

Information on women who did and did not get breast 
cancer was analyzed to develop and validate risk-
prediction models.

Breast density is a measure of how well tissue 
can be seen on mammogram. Some tissue, such as the 
milk gland, is dense and appears white on an x-ray. This 
density makes it hard for doctors to see tumors, which 
also appear white. Fatty tissue is less dense and appears 
clear on the x-ray, allowing better tumor detection. 

“Although breast cancer is harder to detect in 
women with dense breasts, our research showed that 
women with dense breasts are more likely to develop 
breast cancer,” said William Barlow, a researcher with 
Group Health and the lead author of the article. 

After adjustment for age, the risk for breast cancer 
was almost four times greater for women with extremely 
dense breasts than for a woman with breasts that are 
almost entirely fat.

The scientists found that several risk factors 
influenced breast cancer diagnosis. In pre-menopausal 
women, risk factors included age, breast density, family 
history of breast cancer, and a prior breast procedure. In 
postmenopausal women, risk factors included ethnicity, 
greater body mass index, natural menopause, use of 
hormone therapy, a prior false-positive mammogram, 
as well as the risk factors found in pre-menopausal 
women.   

In an accompanying article, Jinbo Chen, and 
Mitchell Gail, of the National Cancer Institute, present 
an updated version of the “Gail model,” a breast cancer 
risk assessment tool widely used since the 1980s. The 
updated version now includes breast density as well.

The new models may eventually help doctors 
identify women at high risk for breast cancer who might 
benefit from preventive interventions or more intensive 
screening, the researchers concluded. However, they 
cautioned that more research is needed before doctors 
can predict the development of cancer in individual 
women.

The BCSC was established in 1994 by NCI 
to assess community mammography practice and 
outcomes, collect risk factors prospectively at the 
time of each screening mammogram, and ascertain 
cancer outcomes for all women. The seven BCSC 
mammography registries that participated in this study 
included Group Health’s Breast Cancer Surveillance 
Project, Carolina Mammography Registry, Colorado 
Mammography Project, New Hampshire Mammography 
Network, New Mexico mammography Project, San 
Francisco Mammography Registry, and the Vermont 
Breast Cancer Surveillance System. 
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preventive ovariectomy, the discussion will have more 
of an emphasis on conserving the ovaries for protecting 
the health of the woman.”

Continuing preventive ovariectomies in average-
risk younger women and emphasizing estrogen 
replacement therapy thereafter may not be an adequate 
solution to diminish the risk, however, as compliance is 
poor for taking estrogen replacement therapy, Gostout 
said.

NCI-Approved Clinical Trials
The National Cancer Institute’s Cancer Therapy 

Program approved the following clinical research 
studies last month. For further information about a study, 
contact the principal investigator listed.

Phase I
Phase I Evaluation of Alpha-Type-1 DC-Based and 

cDC-Based Intralymphatic Vaccines in Patients with 
Metastatic Melanoma. University of Pittsburgh, protocol 
7089, Kirkwood, John, phone, 412-623-7707.

Phase I  and Pharmacokinet ic  Study of 
O r a l  3 - A m i n o p y r i d i n e - 2 - C a r b o x a l d e h y d e 
Thiosemicarbazone(3-AP,Triapine) in the Treatment 
of Advanced Solid Tumors. City of Hope National 
Medical Center, protocol 7225, Yen, Yun, phone 626-
256-4673, ext 62867.

Phase I Study of Sunitinib (SU11248), an Oral 
Multi-Targeted Tyrosine Kinase Inhibitor, in Children 
with Refractory Solid Tumors, COG Phase 1 Consortium, 
protocol ADVL0612, Shusterman, Suzanne, phone 617-
632-3971.

Phase I Open Label Study of AT-101 Plus 
Radiotherapy and Temozolomide and of AT-101 Plus 
Adjuvant Temozolomide for Patients with Newly-
Diagnosed Glioblastoma Multiforme. New Approaches 
to Brain Tumor Therapy Consortium, protocol NABTT-

Ovariectomy Without HRT
Increases Death Rate

Death rates rise when women under 45 years 
old undergo bilateral ovariectomy—surgical removal 
of both ovaries—and do not receive proper hormone 
replacement therapy, according to a new Mayo Clinic 
study to be published in the Oct. issue of The Lancet 
Oncology.

Mortality from all causes increased 1.7 times 
for women in this age category, and was particularly 
increased for estrogen-related cancers and diseases 
of the brain and cardiovascular system. The increased 
risk was mainly restricted to those women who were 
not given estrogen after the surgery until at least age 
45 (within five years of the approximate age of normal 
menopause). Also, the increased risk became evident 
only 10 or more years after the ovariectomy.

Walter Rocca, Mayo Clinic neurologist, 
epidemiologist and lead study investigator, made these 
discoveries serendipitously while investigating links 
between ovary removal and brain diseases such as 
Parkinson’s disease and dementia. 

“These findings reopen the debate about preventive 
removal of the ovaries for younger women,” said Bobbie 
Gostout, Mayo Clinic gynecologic surgeon who is not 
a study author but consulted with Rocca.

“We don’t see a dramatic increase in risk for 
early death from any one condition, but Dr. Rocca’s 
study did show some increase in risk of death from 
breast and uterine cancers, and neurologic and 
vascular conditions,” Gostout said. “Collectively, this 
information tells us that a procedure that previously 
looked advantageous in protecting women’s health 
may actually have disadvantages. We need to be very 
thoughtful about ovariectomy, as it may put younger 
women at risk for an earlier death.”

If a woman under 45 has ovarian cancer or a benign 
disease in the ovaries that requires removal, however, 
compelling reason remains to remove the ovaries, Rocca 
said. Removal may also be considered in older women 
and in women with a very high risk of ovarian cancer.

Gostout said these findings will change her surgical 
practice for women under age 45. “Women in whom 
we’ve discovered ovarian cancer or benign disease of the 
ovary will still be counseled to have it treated, including 
ovariectomy,” she said. “We will use the findings to 
guide the discussion on estrogen replacement therapy 
and will encourage most young women to take estrogen 
until age 50. But, for women with average risk for breast 
and ovarian cancer where we might have considered 

FDA Approvals:
The U.S. Food and Drug Administration approved 

Noxafil (posaconazole, Schering Corp.) to prevent 
fungal infections caused by certain molds and yeast-like 
fungus called Aspergillus and Candida.  

FDA approved the drug for use in patients who 
have weakened immune systems following bone marrow 
transplants and for patients with a condition (decreased 
white blood cell counts) that makes it difficult for the 
body to fight infections following chemotherapy for 
cancer.  
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0602, Fiveash, John, phone 205-1432.

Phase I/II
Phase I//II Study of MS-275 in Combination with 

5-Azacytidine in Patients with Recurrent Advanced Non-
Small Cell Lung Cancer. Sidney Kimmel Comprehensive 
Cancer Center at Johns Hopkins Hospital, protocol 7759, 
Rudin, Charles, phone 410-502-6078.

Phase II
Phase II, Pharmacokinetic Pharmacodynamic and 

Biological Correlative Study of the Efficacy and Safety 
of Dual Antiangiogenic Inhibition Using  Bevacizumab 
and Sorafenib in Patients with Advanced Malignant 
Melanoma. Cancer Therapy and Research Center, 
protocol 7200, Beeram, Muralidhar, phone 210-562-
1814.

Phase II Study of Prophylactic Radiation Therapy 
for the Prevention of Hemoptysis in Advanced 
Non Small Cell Lung Cancer in Combination with 
Bevacizumab, Paclitaxel, and Carboplatin in Patients 
at High Risk for Bevacizumab-Associated Hemoptysis. 
City of Hope National Medical Center, protocol 7690, 
Goldberg, Zelanna, phone 916-734-8172.

Phase II Study of Sunitinib Malate in Idiopathic 
Myelofibrosis. M D Anderson Cancer, protocol 7700, 
Verstovsek, Srdan, phone 713-792-7305.

Phase II Trial of Sunitinib (SU11248) in Iodine-
131 Refractory, Unresectable Differentiated Thyroid 
Cancers and Medullary Thyroid Cancers. University 
of Chicago, protocol 7735, Cohen, Ezra, phone 773-
702-4137.

Phase II Study of Sunitinib Malate in Head and 
Neck Squamous Cell Carcinoma. University of Chicago, 
protocol 7738, Cohen, Eddy, phone 773-702-4137.

Phase II Study of Motexafin-Gadolinium and 
Involved Field Radiation Therapy for Intrinsic Pontine 
Glioma of Childhood. Children’s Oncology Group, 
protocol ACNS0222, Mehta, Minesh, phone 608-263-
5009.

P h a s e  I I  Tr i a l  o f  D o x i l ,  R i t u x i m a b , 
Cyclophosphamide, Vincristine, and Prednisone In 
Patients with Newly Diagnosed AIDS-Associated 
B-Cell Non-Hodgkins Lymphoma. AIDS-Associated 
Malignancies Clinical Trials Consortium, protocol 
AMC-047,  Levine, Alexandra, phone 323-865-3913.

Randomized Phase II Study of ECF-C, IC-C, or 
FOLFOX-C in Metastatic Esophagogastric Cancer and 
GE Junction Cancer, Cancer and Leukemia Group B, 
protocol CALGB-80403, Enzinger, Peter, phone 617-
632-6855.

Geisinger Health System has exciting opportunities for
cancer specialists to join the staff at The Henry Cancer
Center in Wilkes-Barre, Pennsylvania.  The Henry Cancer
Center is a partnership between Geisinger and Fox Chase
Cancer Center focused on the development of cancer
prevention strategies, cultivating cancer research, enhancing
diagnostic techniques and providing advanced treatment,
clinical trials and research to the people of North-
eastern and Central Pennsylvania.  A position at this
cutting-edge facility offers the opportunity to work under
the leadership of Mohammed Mohiuddin, MD, FRCR,
FACR, Medical Director of The Henry Cancer Center,
Co-Director of Geisinger Cancer Institute and renowned
cancer specialist.

Due to extraordinary growth and expansion of services, we
are currently seeking physicians in the following specialties:

� Surgical Oncology � Medical Oncology
� Gynecologic Oncology � Thoracic Medicine

� Hematology/Oncology � Mammography

Geisinger offers physicians:
� Comprehensive benefits package including full med/

mal coverage with tail coverage
� Robust clinical and research opportunities

� Opportunities for advancement and leadership
� Interconnectivity with Geisinger’s network of primary care

physicians via EPIC electronic health record

� Our stable population base and our advanced electronic
health records provide an ideal opportunity for the evalu-
ation of medical outcomes and best practices

To discuss these opportunities, contact:
Tina O’Neill, Physician Recruiter
Geisinger Department of Professional Staffing
100 North Academy Avenue, Danville, PA 17822-2428
Tel: 1-800-845-7112, ext. 6  � Fax: 1-800-622-2515
e-mail: toneill@geisinger.edu
Geisinger is a drug-screening employer; EOE/M/F/D/V

w w w . g e i s i n g e r . o r g / h c c

Leading Cancer Care.


