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Abstract

Objectives—To provide a history on nursing science within the Gynecology Oncology Group
(GOGQG); to discuss challenges and facilitators of nursing science in the cooperative group (CG)
using a current nurse-led protocol (GOG-0259) as an exemplar; and to propose recommendations
aimed at advancing nursing science in the CG setting.

Data Source—GOG reports and protocol databases, online databases of indexed citations, and
experiences from the development and implementation of GOG-0259.

Conclusions—Benefits of CG research include opportunities for inter-disciplinary collaboration
and ability to rapidly accrue large national samples. Challenges include limited financial resources
to support non-treatment trials, a cumbersome protocol approval process, and lack of experience
with nursing/quality of life intervention studies. Formal structures within GOG need to be created
to encourage nurse scientists to become active members; promote collaboration between
experienced GOG advanced practice nurses and new nurse scientists to identify nursing research
priorities; and consider innovative funding structures to support pilot intervention studies.

Implications for Nursing Practice—Understanding the CG research process is critical for
nurse scientists. A multi-disciplinary team of CG leaders can help investigators navigate a
complex research environment and can increase awareness of the value of nursing research.

© 2013 Elsevier Inc. All rights reserved.
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The Gynecologic Oncology Group (GOG) was established in 1970 and received initial
funding from the National Cancer Institute in 1971. It is the only NCI-sponsored Cancer
Cooperative Group to focus exclusively on pelvic malignancies. Since its inception, the
GOG has placed an emphasis on multi-disciplinary collaboration across the three major
committees (Committees on Cancers of the Ovary; Cancers of the Cervix and Vulva; and
Cancers of the Uterine Corpus) and specialty committees (Developmental Therapeutics;
Experimental Medicine; Quality of Life/Health Outcomes Research; Cancer Prevention and
Control). In addition, specific modality committees (Gynecologic Oncology, Medical
Oncology, Nursing, Pathology, Radiation Oncology) were designed to ensure quality control
and to discuss discipline-specific concerns across protocols.!

The Role of Nurses in GOG

From the earliest days of the GOG, nurses have been valued for their essential role in the
design and conduct of GOG trials. The Nursing Committee was initiated as an informal
committee in 1977, and was later authorized as a subcommittee of the Quality Control
Committee with in the 1980's. Since 1994, the Nursing Committee has been recognized as a
separate modality committee. The Nursing Committee takes on diverse roles in the GOG,
including review of concepts and protocols in order to “identify, from a nursing perspective,
any errors, omissions or inconsistencies that might affect patient eligibility, patient
registration, safety protocol compliance and completion.” 2(°76) The committee reviews
approximately 70 concepts/protocols per year. Nurses also serve on all major and specialty
committees.

Other important activities of the Nursing Committee include the Nursing Manual and
Educational Programs. The Nursing Manual includes procedural guideline activities
important to GOG protocols, such as management of allergic and anaphylactic guidelines
and intra-peritoneal chemotherapy administration. The focus of the Educational Programs is
to provide continuing education to GOG nurses and to promote awareness and appreciation
for nursing research and research utilization. Examples of educational programs include:
“Development of Nursing Research (1990; Fran Lewis, PhD, RN), “Utilization of Nursing
Research” (1992; Deborah McGuire, RN, PhD), “Quality of Life in Gynecologic Cancer
Survivors” (1999; Lari Wenzel, PhD); “Update on HPV and Cervical Cancer Screening”
(2004; Mary Rubin, RN, PhD), and “Symptom Experiences of Women with Recurrent
Ovarian Cancer” (2011; Heidi Donovan, PhD, RN).

Nursing Science within GOG prior to 2007

The Nursing Committee does not formally sponsor concepts/protocols within the GOG.
However, nurses have contributed to the GOG research enterprise in three significant ways:
1) nurse scientists as the study chair or as principal investigator (PI) of an ancillary or
companion study; 2) nurse scientist as key collaborators taking lead roles in the development
and dissemination of quality of life goals within a GOG-sponsored clinical trial; and 3)
nurses as important members and co-authors on research teams. Table 1 provides examples
of research conducted by or in collaboration with nurse scientists in the cooperative group
and associated publications. These include ancillary and companion studies to phase 111
trials to evaluate the reliability and validity of new measures of chemotherapy-induced
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peripheral neuropathy3 and the measurement of vaginal stenosis?; randomized clinical trials
of nursing interventions for alopecia®; quality of life outcomes for phase 111 trials®; and
prospective studies of quality of life after treatment for germ cell ovarian cancers.”-11 In
addition, GOG research nurses have been involved as co-authors on multiple GOG
publications.12-21

Development of Infra-structure to Support Nursing Science within GOG

Despite a very active nursing committee and the involvement of several nurse scientists in
evaluating quality of life outcomes within GOG clinical trials, prior to 2007 there were no
nurse-scientists (i.e. research as their primary professional role) who were active members
of GOG, nor was there specific infrastructure to support nurse scientists within the GOG.

In 2005 an Oncology Nursing Society (ONS) multi-site research working group proposed a
plan for increasing the capacity of nurses to conduct multi-site research, including research
within the cooperative groups.22: 23, A workshop for nurse investigators new to cooperative
group research was subsequently developed with the goals of fostering nurse-led
interdisciplinary research within cooperative groups and facilitating the development of
research concepts by interdisciplinary teams.

GOG leadership committed to the goals of this initiative, selecting an interdisciplinary team
of experienced cooperative group investigators to not only attend the workshop, but to
continue providing mentorship to a new nurse investigator following the workshop.
Experienced investigators included the Chair of the GOG Nursing Committee, the Chair of
the Quality of Life Committee, a senior statistician, and a physician investigator. The team
attended a three-day workshop in October of 2006 with teams from four other NCI
cooperative groups. The new nurse investigators were trained on the structure and process of
cooperative groups by senior nurses and other interdisciplinary members of the groups and
each interdisciplinary team, led by the new nurse investigator, worked to develop research
concepts for submission to their respective CG.

GOG-0259 Experience

At the time of the workshop, Dr. Donovan had just completed a National Institute of
Nursing Research (NIH/NINR)-sponsored pilot study (NR009275) establishing the
feasibility and acceptability of WRITE Symptoms, a web-based symptom management
intervention for women with recurrent ovarian cancer.2* At the workshop, she presented a
new proposal for a 3-arm randomized clinical trial (RCT) to compare the efficacy of nurse-
delivered WRITE Symptoms to computer-mediated (self-directed) WRITE Symptoms to
care-as-usual. The interdisciplinary team then worked to refine the proposal to be feasible
for a multi-site cooperative group trial and to plan the process of obtaining concept and
protocol approval through the GOG.
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Challenges and Strategies

Proposal Approval

The team faced multiple challenges during the proposal development process. The
complexity of simultaneously shepherding the proposal through the GOG approval process
and obtaining external funding was the primary barrier. Based on the current funding
structure of CGs, the team was required to seek external funding to support the
development, coordination, and oversight of intervention delivery and collection of online
patient-reported outcomes. Figure 1 provides a description of the key steps in the 36-month
path to protocol approval within GOG, successful funding through NIH/NINR, and
subsequent study activation.

Several factors were essential to our success. With the guidance and support of GOG's
leadership, we initially sought concept approval through GOG (Figure 1). A letter of support
documenting concept approval was included on the initial RO1 grant proposal. Following a
competitive, but not fundable, score on the initial R01, the team then sought and obtained
GOG protocol approval “pending external funding.” A stronger letter of support
documenting a commitment on the part of GOG to activate the proposal as a group-wide
study if funding was obtained was included in the NINR resubmission. This proposal was
ultimately funded.

The other essential component to our success in obtaining GOG protocol approval was the
ongoing support of the multi-disciplinary mentoring team who acted as champions of the
proposal as it moved through the necessary committees in the approval process (Quality of
Life; Ovarian; Protocol Development). These champions were able to answer questions
about the proposal and to speak to the importance of the study in the context of the larger
mission of GOG. At the same time, the chair of the nursing committee worked to ensure that
GOG-0259 was recognized and supported as “nursing research”. Although the nursing
committee does not sponsor research protocols, it was important that the nurses within the
GOG feel ownership over the protocol. To promote this, updates on the status of the
protocol were given to the Nursing Committee at each semi-annual meeting and two
continuing education programs related to symptom assessment and management at the
meetings were provided. The nurse scientist was also appointed to the Quality of Life
committee and later to the Ancillary Data Committee in order to better understand and
contribute to the research mission of the GOG.

Study Activation

Challenges to activating the study included: 1) cultural differences between decision-making
processes common to externally-funded research studies conducted in academic settings and
that of the cooperative group research environment; and 2) differences in the infra-structure
necessary to support psycho-educational intervention research compared to treatment trials.

Principal investigators of investigator-initiated trials have a great deal of autonomy in
decision-making regarding how to implement a funded study. This is often not the case in
cooperative group trials, where there is a highly structured set of policies and procedures
that guide the development, activation, implementation, and dissemination of group
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protocols. Even with training and mentorship, a new nurse scientist can be overwhelmed,
confused, and frustrated by this complex process. Although many of the policies are explicit,
there is also an implicit culture within the group that may take a great deal of time to
understand.

In addition, nurse scientists interested in conducting intervention research outside the typical
domain of disease treatment trials face the challenge of integrating study procedures within a
system that is not set up to support this type of trial. Many of the GOG forms that are
typically used to track disease status, adverse events, and other clinical factors were not
consistent with the proposed study variables. This issue posed a significant challenge to the
GOG Statistical and Data Center to modify existing forms and led to some confusion on the
part of site staff on how to accurately report patient status for GOG-0259. A wide-range of
challenges in connecting the two web-based systems necessary to ensure timely, secure
transfer of data at key points in the study (patient consent, baseline questionnaire
completion, and patient registration and randomization) were encountered. This was critical
so that all members of the research team (University of Pittsburgh study staff; GOG site
staff; and GOG data and statistical core staff) had accurate and up-to-date information to
ensure seamless participant coordination.

In each of these cases, open communication and support from the GOG mentors was
essential to navigating the different systems and creating compromise. They were able to
advise the nurse scientist regarding when it was important to adapt to the GOG system and
to assist in brokering for modifications to existing GOG policy when necessary. Additional
experts, including leadership in information technology at GOG and at the University of
Pittsburgh, were also brought in when necessary to ensure success in linking the two
systems.

Post-Activation Study Coordination

Coordinating the study activities necessary to successfully conduct a multi-site RCT of a
web-based psycho-educational intervention to improve symptom management for women
with recurrent ovarian cancer presented a wide range of challenges to the team. The study
teams had to coordinate recruitment, retention, intervention delivery, and collection of
clinical and patient-reported outcomes for approximately 500 women with recurrent ovarian
cancer from 68 GOG sites across the country. From the onset, it was decided that
intervention delivery would be carried out by a team of nurse interventionists at the
University of Pittsburgh to ensure intervention fidelity (accurate and consistent delivery
according to the theory-driven protocol). In addition, all patient-reported outcomes (PRO)
were captured and therefore coordinated through the WRITE Symptoms web-based-system.
See Table 2 for GOG-0259 study design, sample, and division of coordination activities
between UPSN and GOG staff.

Because a majority of study activities were coordinated through the University of Pittsburgh,
multiple activities were implemented to ensure that GOG study staff were knowledgeable
about the study and able to carry out screening, informed consent, orientation to the study
website, and collection of clinical data. These activities included GOG site staff training
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sessions at bi-annual GOG meetings, training webinars for all institutions at the time of site
IRB approval, and a full-time project director at UPSN dedicated to communicating with
and supporting GOG staff.

Although these activities were very helpful, some difficulties remained. It was very
challenging for the nurse scientist to ensure consistent implementation of recruitment
procedures across all of the clinical sites. It was not feasible to meet with GOG site research
staff in person and not all staff at each institution attended a training session or webinar.
Research procedures and staff roles are highly variable across sites and we found that
participants were enrolled in the study with a wide range of understanding about the
expectations for participating in the study. In future studies, nurse investigators might
consider a more limited access study (e.g. 10 highly committed institutions), with more
frequent and explicit collaboration on intervention delivery and collection of PROs between
the GOG recruiting sites and the academic research staff. This would require intensive
training and monitoring of site staff and a formal commitment to study accrual from selected
sites in order to ensure consistent study operations and successful recruitment.

Benefits of Cooperative Group Research

Despite the challenges that may be faced by nurse researchers engaged in Cooperative
Group Research, there is a wide range of potential benefits. First among these is the ability
to rapidly accrue a national sample. The NCI cooperative group mechanism provides
financial resources and a well-established infra-structure to support recruitment, data
collection, data analysis, and dissemination efforts. In GOG-0259 we were able to surpass
our accrual goal of 480 women in 34 months, which would have been impossible without
the support of the Gynecologic Oncology Group leadership and member institutions.
Furthermore, the cooperative group setting is an ideal setting for the nurse scientist to
collaborate and learn from interdisciplinary clinical and research experts from across the
country. The bi-annual meetings provide an excellent forum for keeping up-to-date on the
latest advances in the field, for discussing ideas and collaborations for future research, and
for getting feedback on proposed studies. In addition, the many cooperative group policies
and procedures that can feel burdensome and rigid are there to ensure expert
interdisciplinary input into proposals and to provide a structure for ensuring clear, accurate
protocol development, implementation, and dissemination.

Recommendations

Based on our experiences, the following recommendations are aimed at advancing nursing
science within the CGs. First, more nurse scientists are needed as active members of CGs.
Nurse scientists should pro-actively foster relationships with their CG colleagues at their
local CG member institutions and ask to be placed as a team member on the CG roster.
Nurse scientists should also be encouraged to attend and network at the semi-annual CG
meetings as a way to stay current on the developing science in the field. CG leadership and
member institutions should consider funding new nurse scientists to attend the meetings in
order to promote interdisciplinary collaborations in concept development. Experienced CG
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nurses should also be encouraged to identify, encourage, and support nurse scientists at their
local academic institutions to become familiar with the CG process.

Once nurse scientists are drawn into the cooperative group setting, activities should focus on
mentoring and support to become successful and productive scientists who are fully
integrated within the group. Nurse scientist should actively seek out positions on CG
committees, as this is one of the best ways to learn about CG processes while also providing
service to the group. In addition, CGs with fewer numbers of active nurse scientists should
look to other CGs with more established nursing research programs to identify models for
successfully supporting nursing research.27-34 The Children's Oncology Group has a long
history of success based on a scholar team model in which nurse scientists novel to the CG
were paired with experienced APNSs (see Kelly et al article in this issue). Not only did the
nurse scientists become well-integrated into the group, but several APN team members were
motivated to pursue doctoral education. Perhaps more importantly, the teams came together
to identify nursing research priorities, develop a conceptual model to guide nursing research,
and develop a plan for addressing the priority research areas.27+28:30.31

Finally, nurse scientists and cooperative groups must work to identify novel funding sources
and develop infra-structure to facilitate nursing intervention research in the CGs. Given the
constraints of funding for nursing intervention research within the CGs, many of these
studies will continue to be investigator-initiated trials funded outside of the CG. Existing CG
procedures may need to be modified to recognize the potential for and facilitate coordination
of data collection/management, intervention delivery, and dissemination efforts outside of
the CG. Nurse scientist should also explore novel funding sources for CG research including
partnerships with industry, the Biomarker, Imaging, & Quality of Life Studies Funding
Program (BIQSFP),35-36 and foundation funding. Professional organizations committed to
nursing research, such as the Oncology Nursing Foundation, could consider specific
Requests for Applications for nursing research conducted within CG settings.

Conclusion

There is a lack of familiarity with nursing intervention studies in most CGs and often little
experience about the CG process on the part of nurse scientists. These factors lead to a wide
range of challenges at every stage of protocol development and implementation and
misunderstandings can easily occur. However, the potential benefits of CG research far
outweigh the challenges. With the support of GOG leaders, this team was able to
successfully conduct a large RCT of a web-based nursing intervention within the CG.
Lessons learned from this trial can be used to create models within GOG to attract and
mentor more nurse scientists in CG group and to create procedures to facilitate the complex
process of proposal development, activation, implementation, and dissemination for nursing
intervention research.
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Figure 1. GOG-0259 Protocol Development and Activation Timeline
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Table 1

Gynecologic Oncology Group Studies with Nurse Scientists as Study Chair, Principal Investigator of
Ancillary/Companion Studies, or Key Collaborator/Author on Publications Related to Nurse-Specific Study
Objectives.
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GOG Trial # (Year
Opened)

GOG Study Title

Nurse Scientist or
Collaborator (Role
on Study)

Nurse-Specific Publications or Objectives

GOG0062 (1986)

GOGO111 (1990)

G0G9102 (1993)

GOG0147/122 (1994)

GOG9901 (1999)

GOG8003 (2003)

Data Collection Form For
Extravasation Injury With
Doxorubicin

A Phase 11l Randomized Study
Of Cyclophosphamide and
Cisplatin versus Taxol and
Cisplatin in Patients with
Suboptimal Stage 111 and Stage
1V Epithelial Ovarian
Carcinoma (Study Chair:
William McGuire)

The Effect Of Alopecia On
Cancer Patients' Body Image
And The Role Of Audiovisual
Information On Body Image

A Quality Of Life Companion
Study to GOG #122 -- Whole
Abdominal Radiotherapy versus
Combination Doxorubicin-
Cisplatin Chemotherapy in
Advanced Endometrial
Carcinoma (Marcus Randall,
Study Chair)

Quality of Life in Ovarian Germ
Cell Cancer Survivors (Stephen
Williams, Study Chair)

Vaginal length, elasticity,
lubrication and sexual function

in women with stage 1b2-cervice

carcinoma

Mary Cullen, RN
(Protocol Chair)

Lois Almadrones (PI
on Ancillary Study to
assess neuropathy and
functional status
funded by Oncology
Nursing Society
Foundation)

Susan Nolte, PhD,
CRNP (Study Chair)

Deborah Watkins
Bruner, PhD, RN,
FAAN (Study Chair
for Companion
Study)

Victoria L.
Champion; RN, DNS;
Anna M. Miller, RN;
DNS; and Melinda
Swenson, PhD, RN
(Collaborator and Co-
Authors on
Publications with
Nurse-Specific
Objectives)

Deborah Watkins
Bruner, PhD, RN,
FAAN (Study Chair)

Objective: Record clinical observations and treatment
of doxorubicin (adriamycin) extravasation for the
purpose of future development of standardized protocol
for treatment.

Almadrones, L., McGuire, D.B., Walczak, J.R.,
Florio, C.M., Tian, C. (2004). Psychometric evaluation
of two scales assessing functional status and peripheral
neuropathy associated with chemotherapy for ovarian
cancer: A Gynecologic Oncology Group study.
Oncology Nursing Forum 31, 615-623.

Nolte, S., Donnelly, J., Kelly, S., Conley, P., Cobb, R.
(2006). A randomized clinical trial of a video
intervention for women with chemotherapy-induced
alopecia: a Gynecologic Oncology Group study.
Oncology Nursing Forum, 33, 305-11.

Nursing Objective: To compare changes over time in
specific parameters that impact quality of life (fatigue,
changes in elimination, and neurologic impairments)
Bruner, D.W., Barsevick, A., Tian, C., Randall, M.,
Mannel, R., Cohn, D.E., Sorosky, J., Spirtos, N.M.
(2007). Randomized trial results of quality of life
comparing whole abdominal irradiation and
combination chemotherapy in advanced endometrial
carcinoma: a Gynecologic Oncology Group study.
Quality of Life Research, 16, 89-100.

Swenson, M., MacLeod, J., Williams, S., Miller, A.,
Champion, V. (2003). Quality of living among ovarian
germ cell cancer survivors: a narrative analysis.
Oncology Nursing Forum, 30.

Champion, V., Williams, S.D., Miller, A., Reuille,
K.M., Monahan, P., Zhao, Q. (2007). Predicting quality
of life in long-term ovarian germ cell survivors: A
Gynecologic Oncology Group Study. Gynecologic
Oncology, 105, 687-694.

Gershenson, D.M., Miller, A.M., Champion, V.L.,
Monahan, P.O., Zhao, Q., Cella, D., Williams, S.D.
(2007). Reproductive and sexual function after
platinum-based chemotherapy in long-term ovarian
germ cell tumor survivors: A Gynecologic Oncology
Group study. Journal of Clinical Oncology, 25, 2792-7.
Monahan, P.O., Champion, V.L., Zhao, Q., Miller, A,
Gershenson, D., Williams, S.D., Cella, D. (2008). Case-
control comparison of quality of life in long-term
ovarian germ cell tumor survivors: a Gynecologic
Oncology Group study. Journal of Psychosocial
Oncology, 26, 19-42.

Matei, D., Miller, A.M., Monahan, P., Gershenson, D.,
Zhao, Q., Cella, D., Champion, V.L., Williams, S.D.
(2009). Chronic physical effects and health care
utilization in long-term ovarian germ cell tumor
survivors: A Gynecologic Oncology Group study.
Journal of Clinical Oncology, 27, 4142-9.

Bruner, D.W., Nolte, S., Shahin, M.S., Huang, H.
Sobel, E. Ballup, D. Cella, D. (2006). Measurement of
vaginal stenosis after cancer therapy: development and
reliability of the vaginal sound: A Gynecologic
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GOG Trial # (Year

Nurse Scientist or

o GOG Study Title Collaborator (Role Nurse-Specific Publications or Objectives
pened) on Study)
Oncology Group study. International Journal of
Gynecologic Caner, 16, 1749-55.
GOG0259 (2010) Nurse-delivered WRITE Heidi S. Donovan, Objective: Compare the efficacy of nurse-delivered
Symptoms vs. Self-directed PhD, RN (Study WRITE Symptoms and self-directed WRITE
WRITE Symptoms vs. Care as Chair and NIH/NINR  Symptoms vs. usual care in improving target symptom
Usual for Optimal Symptom PI) severity, symptom-related distress, and symptom
Management for Women with consequences in patients with recurrent or persistent
Recurrent Ovarian, Fallopian ovarian, fallopian tube, or primary peritoneal cancer.
Tube, or Primary Peritoneal
Cancer
GOG0244 (2012) The Lymphedema and Jane Armer, PhD, Objective: To prospectively estimate the incidence of
Gynecologic Cancer (LEG) RN, FAAN lymphedema over time in patients undergoing surgery

Study: Incidence, Risk Factors (Consortium PI)
and Impact in Newly Diagnosed

Patients (Richard Barakat, Study

Chair)

and lymphadenectomy for uterine cancer, cervical
cancer, and vulvar cancer.
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Table 2
GOG-259 (The WRITE Symptoms Study)

Study Design: 3-arm Randomized Clinical Trial

Eligibility:

Nurse-Delivered WRITE Symptoms: Participants interact with a study nurse over private Internet message boards. Nurses lead
participants through theory-guided WRITE Symptoms intervention?4-2 designed to help patients identify individualized goals and
strategies for managing their three most bothersome symptoms. Access to a web-based resource library provides guides and
additional resources for managing 26 different symptoms.

Self-Directed WRITE Symptoms: Participants complete an interactive web-based module that leads them through same theory-
guided WRITE Symptoms intervention to identify goals and tailored strategies for their three most bothersome symptoms.
Participants do not interact with a study nurse. Access to a web-based resource library provides guides and additional resources for
managing 26 different symptoms.

Care as Usual: Participants receive symptom management as usual from their own health care team. They have access to a limited
set of general web-based resources for ovarian cancer.

Participants in all 3 groups complete monthly questionnaires on the WRITE Symptoms website. Monthly symptom severity reports
are sent to participant's local health care team.

Diagnosis of ovarian, fallopian tube, or primary peritoneal cancer that has recurred or persisted following primary therapy
Active disease or current treatment are not required

Must be experiencing = 3 symptoms associated with ovarian cancer or cancer treatment.

GOG performance status 0-2

Able to read and write English

Study Sample: 497 women from 68 clinical sites across 27 states

Coordination of Study Activities:

University of Pittsburgh School of Nursing (UPSN) Gynecologic Oncology Group Clinical Sites and Statistical & Data
Core
. Study coordination & management D Eligibility screening and consent
. Participant coordination and tracking through study . Registration and randomization after baseline measures
activities

. Support UPSN in participant Coordination

Intervention delivery and monitorin
v 9 D Every 3-month reporting of disease and treatment

Coordination and monitoring of monthly patient- information
reported outcome data collection.
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