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>> FROM OUR DESK TO YOURS:
Keeping Ovarian Cancer in Remission

Modern aggressive therapy leads to
remission in most women with ovarian
cancer. Unfortunately, the majority of cancers
that disappear with treatment will recur.
Therefore, although very treatable, cancer of
the ovary remains difficult to cure. This has
stimulated much interest in developing new
and more effective methods to control
ovarian cancer.

Traditional ovarian cancer treatment involves
radical debulking surgery to remove as much
cancer as possible followed by approximately
six cycles of chemotherapy. After completing
standard treatment, the standard of care is to
monitor patients for any signs of cancer
recurrence rather than to continue therapy.
One of the innovative therapeutic strategies
under investigation to enhance the period of
remission is to use maintenance therapy.

In ovarian cancer, maintenance therapy is the
continuation of low-dose chemotherapy for
patients who are clinically free of disease after
initial surgery and adjuvant chemotherapy.

An approach that has been employed with
success for some hematologic malignancies,
maintenance therapy is a newer consideration
for ovarian cancer management and has been
studied to a limited degree. The goal of main-
tenance therapy is to exploit the sensitivity of
ovarian cancers to therapeutic agents (70 to
80% respond to chemotherapy) to prolong
disease-free and overall survival.

Consolidation (similar to maintenance, but
usually given at high doses with the intent of
eliminating any remaining cancer cells after
initial treatment) and maintenance therapies
for ovarian cancer have included intraperi-
toneal application of 32P radiocolloid, use of
antibodies tagged with radioisotopes, high-
dose chemotherapy with stem cell support,
and abdominopelvic radiation. None of these
approaches has yielded better survival for
ovarian cancer patients as compared to

routine follow-up
with resumed
treatment at time of
recurrence.
Furthermore, some of
these modalities can
cause significant side
effects.

Tactics utilized to
provide maintenance
therapy to ovarian
cancer patients in
clinical disease remission have included
prolongation of chemotherapy with one or
more agents given systemically or in the
peritoneal cavity, immunologically-based
therapy (interferon, vaccines, antibody-
radioisotope conjugates), and use of hor-
mones. Generally, no maintenance therapy
has provided a survival benefit over standard
treatment. However, ovarian cancer
researchers are intrigued by recent findings
suggesting an improvement of
progression-free survival when utilizing
maintenance chemotherapy. Currently, the
Gynecologic Oncology Division of the UW
Paul P. Carbone Comprehensive Cancer
Center is participating in a national clinical
trial, GOG 212, which is designed to answer
this important question.

by A.C. Evans, MD, PhD
Gynecologic Oncologist
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>> OUR FEATURED PROTOCOL

GOG 212: A Randomized Phase Ill Trial of Maintenance Chemotherapy Comparing 12 Monthly

Cycles of Single Agent Paclitaxel or XyotaxTM (CT-2103) Versus No Treatment Until Documented
Relapse in Women with Advanced Ovarian or Primary Peritoneal Cancer Who Achieve a Complete
Clinical Response to Primary Platinum/Taxane Chemotherapy

An estimated 22,430 women will be
diagnosed with ovarian cancer, and an esti-
mated 15,280 will die from this disease in
the United States in 2007. Despite its
relative chemosensitivity, ovarian cancer
remains the deadliest gynecologic
malignancy in part due to the late onset of
symptoms and lack of effective screening
mechanisms. In fact, 75-80% of all ovarian
cancers are stage III and IV at the time of
diagnosis. The standard treatment of
advanced ovarian cancer includes the
administration of a platinum agent and
taxane. Recent data suggests that a
combination of intravenous and
intraperitoneal chemotherapy improves not
only the progression-free survival, but also
the overall survival in patients with
optimally debulked stage III ovarian cancer.
However, even with this improvement,
over 80% of these women will suffer a
recurrence of their cancer. While many
therapies for recurrence exist, virtually all
women with recurrent ovarian cancer
eventually succumb to this disease.

Promising results of a phase III randomized
trial looking at use of three versus

twelve cycles of monthly maintenance
chemotherapy with single agent paclitaxel
have created an interest in the use of
maintenance therapy in ovarian cancer. This
trial showed a seven month improvement in
progression-free survival (28 vs 21 months)
among those who received 12 months of
maintenance therapy. Unfortunately, the
early closure of the trial due of this
apparent benefit led to the inability to
assess whether maintenance chemotherapy
provides any benefit to overall survival.

To date, no randomized trial has shown a
conclusive survival benefit for ovarian
cancer patients who receive maintenance
chemotherapy. With the provocative results
suggesting a clinically and statistically
significant benefit in progression-free
survival when utilizing maintenance thera-
py, the foundation has been laid for a larger
and more comprehensive assessment of this
treatment strategy.

The University of Wisconsin Paul P. Carbone
Comprehensive Cancer Center is a member
of the multi-institution Gynecologic
Oncology Group (GOG), which is
conducting a randomized, phase III trial of
maintenance chemotherapy comparing 12
monthly cycles of single agent paclitaxel or
Xyotax™ (CT-2103) versus no treatment
until documented relapse in women with
advanced ovarian or primary peritoneal
cancer who achieve a complete clinical
response to primary platinum/taxane
chemotherapy. This trial seeks to answer
the question of whether or not maintenance
chemotherapy offers an overall survival
advantage to women, as well as assessing
the toxicity profile of continuing
chemotherapy. Neurotoxicity is of primary
concern with the addition of continued
taxane, especially in light of the more
prevalent use of intraperitoneal
chemotherapy, which has an increased
incidence of peripheral neuropathy.

This study includes the use of a novel,
polyglutamated taxol molecule called
Xyotax™ (CT-2103). Xyotax™ is soluble in
aqueous solution and does not require cre-
mophor, which is the agent responsible for
hypersensitivity reactions with

taxol infusion. Xyotax™ requires less
pre-medication, shorter infusion time,
decreases hypersensitivity reactions and in
preliminary studies shows less neurotoxicity
and alopecia compared to taxol. It has been
shown in phase I and II clinical trials to be
active in both platinum-resistant and plat-
inum-sensitive patients.

Approximately 1550 women will enroll on
GOG 212 at participating institutions
nationwide. Eligible patients are
randomized equally to one of three regi-
mens (paclitaxel, Xyotax™ or observation).
All patients are required to have physical
examinations and CA-125 lab tests per-
formed monthly. In addition, Quality of Life
assessments are collected periodically
throughout the duration of the study.

Photomicrograph of paclitaxel
by Michael W. Davidson at Molecular Expressions

>> PROTOCOL ELIGIBILITY"

e Stage Il or IV ovarian or
primary peritoneal cancer

® Must have completed
treatment within the past 12
weeks with five to eight cycles
of a platinum and taxane
combination

® Patients must have no
symptoms of recurrent ovarian
cancer, a normal CA 125, and
a normal CT scan of the
abdomen and pelvis

® Peripheral neuropathy
following primary
chemotherapy less than or
equal to grade 1

® GOG Performance Status 0-2

*Select eligibility requirements



>> OUR CU RRE NT P ROT O C O L S A complete listing of all clinical trials at the UW Carbone Cancer Center

is also available on our website, www.cancer.wisc.edu.

Ovarian

GOG 170-1 A Phase Il Evaluation of CCI-779 (Temsirolimus) in the Treatment of Persistent or Recurrent Ovarian
or Primary Peritoneal Carcinoma

GOG 198 A Randomized Study of Tamoxifen versus Thalidomide in Patients with Biochemical-Recurrence-Only Ovarian,
Fallopian Tube or Primary Peritoneal Cancer

GOG 212 A Randomized Phase Il Trial of Maintenance Chemotherapy Comparing Single Agent Paclitaxel or Xyotax Versus
No Treatment Until Relapse in Women with Advanced Ovarian or Primary Peritoneal Cancer

GOG 218  Phase Il Trial of Carboplatin and Paclitaxel Plus Placebo Versus Carboplatin and Paclitaxel Plus Concurrent Bevacizumab
In Women with Newly Diagnosed, Suboptimal, Advanced Stage Epithelial Ovarian and Peritoneal Cancer

Uterine

CC 06701  Sentinel Lymph Node Mapping in Early-Stage Endometrial Cancer: Sonohysterographic Injection and
Cytologic Analysis of Distention Media

GOG 130-E Phase Il Evaluation of Gemcitabine and Docetaxel in the Treatment of Recurrent or Persistent Carcinomsarcoma
of the Uterus

GOG 209 Randomized Phase Ill Trial of Doxorubicin/Cisplatin/Paclitaxel and G-CSF versus Carboplatin/Paclitaxel in Patients
with Stage Ill & IV or Recurrent Endometrial Cancer

GOG 230-B Phase Il Evaluation of Thalidomide in the Treatment of Recurrent or Persistent Carcinosarcoma of the Uterus

GOG 231-C Phase Il Evaluation of Sunitinib Malate in the Treatment of Recurrent of Persistent Leiomyosarcoma of the Uterus

GOG 232-B Phase Il Evaluation of Paclitaxel and Carboplatin in the Treatment of Advanced, Persistent or
Recurrent Uterine Carcinosarcoma

Cervical

C0 02702 Preservation of Ovarian Function via Laproscopic Ovarian Transposition in Patients with Locally Advanced
Squamous Cell Carcinoma of the Cervix

GOG 127-V Phase Il Evaluation of ABI-007 in the Treatment of Persistent or Recurrent Carcinoma of the Cervix

GOG 206 Lymphatic Mapping and Sentinel Node Identification in Patients with Stage IB1 Cerical Carcinoma

GOG 9918 Phase I Trial of Tailored Radiation Therapy with Concomitant Cetuximab and Cisplatin in the Treatment
of Patients with Cervical Cancer

Vulvar

GOG 173 Intraoperative Lymphatic Mapping and Sentinel Node Identification in Patients with
Squamous Cell Carcinoma of the Vulva

Multiple Sites

RTOG 0418 A Phase I Study of Intensity Modulated Radiation Therapy (IMRT) to the Pelvis +/- Chemotherapy for
Post-operative Patients with either Endometrial or Cervical Carcinoma

>>FOR MORE INFORMATION about these clinical trials
at the UW Carbone Cancer Center, contact Cancer Connect,
(800) 622-8922 or (608) 262-5223 in the Madison area.

>>UW GYNECOLOGIC ONCOLOGY
RESEARCH STAFF:
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o Sarah L. Stewart, Research Program Manager
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together to improve the diagnostic potential Madison, Wi 53792-6164 adison,
of CA-125.

e The UW Gynecologic Oncology Program is
now using the Da Vinci robot to perform
select hysterectomies. Developed by
Surgical Inc., the robot allows
surgeons to execute complex surgeries
laparoscopically, offering greater precision and
less recovery time for patients.

e Maintenance chemotherapy, which has shown
considerable success in hematologic
malignancies, is now being studied in
ovarian cancer.

Please help us update our mailing list.
If you do not wish to receive this publication
in the future, please return this form to:

Craig Robida

UW Carbone Cancer Center
600 Highland Ave., K4/658
Madison, WI 53792-6164

O Please remove me from the mailing list.

0 1 am receiving more than one copy and
I’'m returning these labels to be removed
from the mailing list.
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