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the systemic therapy as well as surgery will be allocated with equal
probability within blocks of treatments. The treatment assignment will
remained concealed until after the patient has been successfully registered
onto the study. All interim and final reports will include an accounting of
all patients registered, regardless of compliance to the assigned treatment
or eligibility to the study.(08/29/11)

11.2  Measures of Efficacy and safety

11.3

The principle observations for evaluating the therapeutic effects of treatment are:

11.21 Primary efficacy endpoint: Overall survival

11.22 Secondary efficacy endpoint: Progression-free survival (PFS)

11.23 Safety endpoints: frequency and severity of adverse events (Common
Terminology Criteria for Adverse Events (CTCAE) — version 3.0).

Treatment efficacy

Overall type I error: This study includes two primary objectives. The first
objective is to determine whether the addition of bevacizumab increases overall
survival relative to carboplatin and paclitaxel alone. The second objective is to
determine whether surgical cytoreduction increases overall survival. The study
design will allocate 2.5% (one-tail) type I error to each of these two objectives
accounting for interim analyses.

Expected median survival on the standard treatment: Previous studies indicate
that the expected death rate for platinum-sensitive patients treated with a
platinum-taxane regimen who do not undergo debulking surgery is approximately
0.378 year! (median survival time = 22 months).

Accrual target for evaluating the efficacy of systemic therapy

The targeted accrual for this component of the study is 660 patients. It is
anticipated that 240 eligible patients per year can be enrolled from GOG treatment
centers. Therefore, the expected time to accrue the targeted sample size is 2.75
years. An additional 1.5 year post-accrual follow-up period is anticipated.

Statistical power for evaluating the efficacy of biologic therapy: The first
objective of this study is to determine whether bevacizumab (CTB) reduces the
overall death rate when compared to the standard treatment (CT). The null
hypotheses: Hoi: Ao1= Acts / Act> 1will be assessed, where Ais the death rate for
the indicated treatment. The treatment regimens will be compared with a logrank
procedure which includes all of the patients categorized by their randomly
assigned treatment. This comparison will not include those patients who were
enrolled after August 28, 2011 and hence selected their systemic treatment. The
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type I error for this comparison will be limited to 2.5% (one-tail) accounting for
the planned interim analyses. The logrank test will be stratified by the secondary
surgical debulking status (randomized to undergo cytoreduction, vs randomized to
not undergo secondary cytoreduction vs not a candidate or did not consent to
secondary surgical cytoreduction) and the duration of treatment free-interval prior
to enrolling onto this study (6-12 months vs > 12 months).(08/29/11)(12/19/11)

If the bevacizumab-containing regimen reduces the overall death rate 25%
relative to the control regimen, then this is considered clinically significant.
Assuming proportional hazards, this effect size is comparable to increasing the
expected proportion surviving at least 22 months (median) 9.5% (50% vs 59.5%).
In order to provide an 81% chance of detecting this effect size, the study will be
considered sufficiently mature to permit a final analysis of the systemic regimens
when there are at least 214 deaths (214/330=0.65) reported among those patients
assigned to the standard regimen (CT). If the alternative hypothesis is true then
the expected total number of deaths at the time of the final analyses is 394. The
power curve for comparing the biologic-containing regimens to the control
regimen is displayed in figure 1.

Systemic Therapy: Statistical Power for altemative values

of the true increase in expected proportion surviving at least 22 months
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Figure 1.

Statistical Power- evaluating the efficacy of surgical cytoreduction: In order to
assess the hypothesis that cytoreductive surgery does not improve overall survival
(Hoz2: Ao2 = Asurgery / ANo surgery >1), only those patients who were considered
candidates for surgery and consented to have their surgical treatment determined
by randomization will be included in this analysis. In order to evaluate the
efficacy of surgical cytoreduction, patients will be grouped by their randomly
assigned surgical treatment regardless of compliance or the degree of actual tumor
debulking. This hypothesis will be assessed with a logrank test stratified by their
chemotherapeutic/biologic treatment (CT vs CTB vs. CG vs CGB) and the
duration of the treatment-free interval prior to enrolling onto this study (6-12
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months vs > 12 months). The type I error will be limited to 2.5% for a one-tail
test including the error spent due to interim analyses. (08/29/11)(10/01/12)

This study will be considered sufficiently mature for an analysis of the surgical
cytoreduction hypothesis, Hoz, when there are at least 250 deaths reported among
those enrolled (and randomized) onto the surgical component of this study. This
target size provides 80% power, if surgical cytoreduction truly decreases the death
rate 30%. This treatment effect size is comparable to increasing the percent
surviving 22 months or longer 11.5% (50% to 61.5%). The power curve for this
study objective is summarized in Figure 2. The anticipated total accrual for this
component of the study is 360 patients.(08/29/11)

An addendum to the statistical considerations following the amendment to extend
recruitment to the surgical component of the study. (12/19/2011)

As of Nov-1-2011, there were 114 patients enrolled onto the surgical component
of this study and 17 of these patients had died. The planned total number of
patients to be enrolled onto the surgical component of this study is 360 patients.
There were 35 patient enrolled during 2010, and 34 patients are projected to be
enrolled during 2011. Therefore, assuming the future accrual is 35 patients per
year, this study is expected to complete its targeted accrual in 7 years (Nov-2018).
Patients enrolled after Aug-28-2011 will have their cytoreductive surgery
determined by randomization. All of these patients will receive a standard
carboplatin-paclitaxel regimen and permitted to choose whether to have
bevacizumab supplement their treatment.

The data currently available from GOG-0213, indicates that the marginal hazard
of death is approximately 0.021 month™'. Assuming a constant hazard, the
expected number of deaths when the accrual is completed among the 114 patients,
who are already enrolled onto the surgical component of this study is 97.4.
Assuming a similar death rate for all future patients, Simpson’s rule (Schoenfeld,
Biometrics 1983) can be used to estimate the number of patients among those
who will be enrolled over the next 7 years and will have died when the accrual
has been completed (130.1 deaths). Hence the expected total number deaths at
the time when the target accrual is completed is 97.4+130.1 =227.5. Likewise,
the expected number of deaths reported 9 months after the targeted accrual is
complete is 100.2+150.0=250.2, which is approximately the number required for
the final analysis.

Therefore, the targeted date for completing the accrual to the surgical component
of this study is Fall-2018. The required number of deaths required for the final
analysis (250 deaths) is expected to occur nearly 1 year after the targeted accrual
has been completed. In the event that the required number of deaths for the final
analysis is observed before the targeted accrual is completed, then accrual will be
stopped prior to attaining the targeted accrual. The planned analyses and the
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power calculations provided above are unchanged by this revised recruitment
plan.(12/19/2011)

Surgical Hypothesis: Statistical Power for altemative values
of the true increase in expected proportion surviving at least 22 months
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Figure 2.

The number of patients to be enrolled onto the surgical component of this study
depends on the proportion of patients who are candidates for surgery and willing
to have their surgical treatment determined through randomization. In the event
that the targeted accrual for objective 1 (660 patients) is attained and there are too
few patients enrolled who are either not candidates for surgery or do not consent
to surgery (objective 2) then consideration will be given to continuing
randomization to the surgical cytoreduction factor only. That is, accrual will be
continued but randomization to the systemic therapies will be stopped, and only
randomization to the surgical intervention will continue. Adjuvant chemotherapy
will be determined at that time. In the event that the chemotherapy objectives are
known, the choice of regimen will follow that finding the “winning arm”. In the
event that this is unknown, adjuvant therapy will be the control arm, paclitaxel
and carboplatin with or without bevacizumab. It is anticipated that at least 360
patients will need to be enrolled onto the surgical component of this
study.(08/29/11)

Interim Analyses: Interim analyses are planned when there are at least 110 deaths
reported among all those patients randomly allocated (prior to August 29, 2011)
to the CT regimen (approximately 50% of the full information of the systemic
therapy component of this study), The actual time for the interim analyses will
coincide with the nearest scheduled Data Monitoring Committee (DMC) meeting
for which the required number of events has occurred. The semi-annual DMC
meetings coincide with the GOG business meetings which are held in January and

93

— 116 —



GOG-0213

July each year and the precise date of these meetings is set without confidential
knowledge of the study results. (10/01/12)

The interim analyses will include an assessment of treatment efficacy. An alpha-
spending function proposed by Lan and DeMets®?, which mimics the O’Brien and
Fleming®® group sequential boundary, will be used to calculate the critical values
used for the interim analyses. The proportion of the total information available at
the interim analysis will be calculated as the fraction: number of observed deaths
among those randomly allocated to the CT regimen to the planned total number of
deaths required for final analysis. For example, if the interim analysis occurs at
55% of the information time, Hor will be assessed using the previously described
stratified logrank test and the critical p-value set to 0.0082 for the interim analysis
and 0.0475 for final analysis. (08/29/11)

Hoz will also be assessed at this interim analysis with a similar error spending
function, but the critical values for this assessment will be based on the proportion
of the total information calculated as the number of reported deaths among those
enrolled into this component of the study relative to the total number of deaths
required for the final analyses. Finally, a second interim analysis of Hoz will
occur when at least 50% of the planned number of deaths has been reported. The
critical values for this assessment will be based on the error spending function, the
type I error spent on the previously mentioned interim analysis, and the actual
proportion of deaths reported at the time of this interim analysis.

The interim analysis that will occur at approximately the 50% of the total
information time for Ho1 (or Ho2) will also include futility analyses. Since the
purpose of the study is to identify interventions that increase overall survival
duration, consideration will be given to stopping randomization to the
experimental interventions (CTB or cytoreductive surgery) if it exhibits poorer
survival relative to its control treatment (CT or no surgical intervention,
respectively) indicated by an adjusted hazard ratio, Ao1> 1.0 (or Ao2> 1.0) at the
time of the interim analyses. This interim decision rule decreases the statistical
power for each pair-wise comparison by less than 1%. The results of the interim
analyses are reviewed by the GOG Data Monitoring Committee (DMC). The
decision to terminate randomization to any particular regimen includes
consideration of toxicities, treatment compliance, progression-free survival, and
results from external studies.

Final analysis: The study will be considered sufficiently mature to permit a final
assessment of Ho1 when there are at least 214 deaths reported among those
patients assigned to the standard regimen (CT). The study will be considered
sufficiently mature to permit an assessment of Ho2 when there at least 250 deaths
reported among those enrolled (and randomized) onto the surgical component of
this study. The previously described logrank test will be performed and the
corresponding treatment hazard ratio will be estimated. The critical values for
rejecting the null hypotheses will be adjusted for interim analyses, using the
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O’Brien and Fleming-like type I error spending function proposed by Lan and
DeMets (1986).

Supplemental final analyses: A proportional hazards model will be fitted to the
survival data. Apart from the randomized therapy, other factors such as: prior
exposure to bevacizumab, histologic cell type, initial performance status, and age
will be included in the model as potential confounders because there exists
evidence that these factors may have an effect on survival in these patients. Race
and ethnicity will also be assessed, but there is no specific hypothesis concerning
an interaction between these factors and treatment proposed.

Due to the lack of knowledge concerning interactions between treatments and
these confounders, prior to assessing the main effects of the treatment, the
homogeneity of the treatment effects will be assessed by testing the null
hypothesis of no interactions. The likelihood ratio test will be performed by
comparing models with and without interaction terms. Rejecting the null
hypothesis of homogeneity at the 5% significance level will be considered
sufficient evidence to warrant reporting the relative treatment effects within each
factor and a cautious interpretation of the pooled estimates.

Safety Analyses: The GOG Data Safety and Monitoring Board (DSMB) reviews
accumulating summaries of toxicities, serious adverse event (SAE) reports and
deaths in which study treatment may have been a contributing cause. This
committee does not review efficacy results. The DSMB may recommend study
amendments pertaining to patient safety.

Grading and classification of adverse events will follow the CTCAE v. 3.0
toxicity criteria. The primary analysis will consist of comparing the relative odds
of grade 3 or worse toxicities occurring during and following study treatment that
are reported to be at least possibly related to study treatment. Specific attention
will be given to the frequency of neutropenia, anemia, thrombocytopenia,
hypertension, proteinuria, rash and gastrointestinal toxicities, which are
unintended but not infrequent side effects from the study treatments. The safety
analysis will focus on those patients who at least initiated study therapy. A
logistic model will permit an estimate of the relative odds of grade 3 or worse
adverse treatment effects for both randomized factors while adjusting for potential
confounders like age. Deaths considered to be at least partially attributable to
treatment will be reported and summarized. Reasons for stopping study treatment
(e.g. patient refusal, toxicity, progression or death) will be reported.

Quality of Life
There are primarily three quality of life issues of interest:

11.41 Patients undergoing secondary cytoreduction may initially experience a
decrease in QOL after the surgery.
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11.42 Patients undergoing secondary cytoreduction may have better QOL
compared to patients without surgery, after surgical healing.

11.43 Patients receiving carboplatin and paclitaxel only may experience a better
QOL relative to those who receive these agents combined with
bevacizumab.

The primary measures used in this study to assess the quality of life (QOL) are the
self-administered FACT-O TOI for ovarian cancer patients and the Physical
Functioning (PF) subscale of the Rand-SF 36. Each patient will be asked to
complete these questionnaires at the following time points during their
participation in the study:
i. Prior to surgery (only those undergoing surgical cytoreduction),

ii. Prior to cycle 1

iii. Prior to cycle 3 (6 weeks after staring systemic therapy),

iv. Prior to cycle 6 (12 weeks after starting systemic therapy),

v. 6 months after starting systemic therapy,

vi. 12 months after starting systemic therapy.

The times in parentheses indicate the assessment points for those patients who do
not complete the entire study regimen.

Construct and content

The Functional Assessment of Cancer Therapy scale developed for ovarian cancer
(FACT-O TOI) is a tool that provides a general QOL score. It consists of 3
subscales: physical well being (7 items), functional well being (7 items) and the
Ovarian Cancer subscale (12 items) **. The Physical Functioning (PF) subscale of
the Rand-SF 36 is the 10-item subscale of this general quality of life

questionnaire*.

Descriptive analyses of baseline QOL scores

Descriptive statistics from the baseline QOL data will be calculated. These will
include descriptions of the distribution of QOL scores (mean, standard deviation,
median, etc.). For all patients the baseline scores will be calculated using the
questionnaire completed prior to treatment cycle 1, except for those undergoing
cytoreductive surgery. In that case, the baseline score is calculated using the
questionnaire completed prior to surgery. Therefore, comparisons involving the
patients who were allocated to surgery, the effects of time are confounded with
effects of surgery.

Differences in FACT-TOI scores between patients receiving CT and CTB: Data
available from GOG-172 provides some estimates that can be used for planning
the current study. In that study women with advanced ovarian cancer received 6
cycles of a platinum-taxane based treatment. The mean and variance of the
baseline FACT-TOI scores were 67.2 and 15.9, respectively. The correlation
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between the baseline FACT-TOI score and the same score reported 3 to 6 weeks
after the sixth cycle of treatment was 0.36. The target sample size for this study is
based on study objective 1 and is 660 patients (330 patients in each arm). It is
anticipated that 90% of the patients will report FACT-TOI scores prior to
initiating treatment and prior to treatment cycle 6. If bevacizumab truly changes
patients’ FACT-TOI scores 4.0 units after 6 cycles of treatment, the targeted
sample size has about 91% power for an analysis of covariance, when the type I
error is limited to 5% for a two tail test. However, a linear mixed model will be
used for the final analysis of this data since this approach is more efficient,
accommodates missing data, and accounts for correlations due to repeated
measurements from the same individual. The actual power for this analysis,
however, depends on the unknown pattern of missing values.

Difference in Rand SF-36 Physical Functioning (PF) subscale after surgery:
This analysis will include those patients who were candidates for surgery and
consented to have their surgical intervention determined through randomization.
A paired t-test will be used to test the null hypothesis that there is no difference
between baseline PF scores and the PF scores prior to cycle 1 for those patients
randomized to cytoreductive surgery. The paired t-test is generally robust for
moderate sample sizes when the distribution of PF scores is not normal. Data
from GOG-2222 can be used for planning purposes. In that study, patients with
newly diagnosed endometrial cancer completed the SF-36 PF subscale prior to
initiating study treatment. When the scores are rescaled (0-100), the mean and
standard deviation were 75.9 and 27.8, respectively. Assuming that at least 360
patients will be eligible and consent to participate in this component of the study,
this sample size has 87% power for detecting a true difference of 9 units, when
type I error is limited to 5% for a two-tail test.

Differences in FACT-TOI scores between patients undergoing cytoreductive
surgery and patients not undergoing cytoreductive surgery. This analysis will
include those patients who were candidates for surgery and consented to have
their surgical intervention determined through randomization. There will be up to
5 or 6 time points for patients to report their FACT-TOI scores, depending on
whether the patient was randomized to the secondary cytoreductive surgery arm
of the study. There are no specific hypotheses being posited for how the
treatment groups will differ in their mean QOL scores over time. Therefore, a
linear mixed model will be used to model the difference in mean QOL scores over
time. That is, the mean QOL scores will be modeled in order to compare those
patients randomized to secondary cytoreductive surgery vs no surgery, as well as,
the differences in mean QOL scores among the three types of systemic therapy.
The model will assess whether there is evidence of a treatment-time interaction as
well as whether differences in mean QOL scores between treatment groups varies
as a linear or possibly a quadratic function of time.

Translational Research Statistical Considerations
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Overview

The overall goal for the translational research component of this study is to
discover molecular and/or biochemical profiles that may be useful for determining
which patients from this patient population are likely to respond or experience
longer survival. There are no specific up-front hypotheses proposed. The
primary challenges related to this component of the study are the practicality of
finding useful biomarker profiles from among potentially tens of thousands of
biomarkers, as in the case of a gene microarray experiment. This challenge is
further exasperated due to the limited number of available biologic specimens. In
order to address these challenges, this study will utilize a training dataset to
develop a prognostic index from the biomarker measurements and a separate and
distinct validation dataset to assess the predicative value of the index. The steps
to be used in this study for developing a molecular/biochemical profile are:

a) Identifying those individuals to be included in the training data set.

b) Developing an index from the molecular marker data and outcome data
contained in the training set.

c) Assess reliability of the putative prognostic index.

d) Validate the putative prognostic index.

Anticipated sample size for translational objectives

The targeted accrual for the randomized systemic treatment component of this
study is 660 patients. It is anticipated that 30% - 50% (approximately 198-330
patients) of these individuals will be candidates for and consent to secondary
surgical cytoreduction. Only half of these individuals (99-165 patients) will be
randomized to cytoreductive surgery. It is expected that viable tissue collected
during cytoreductive surgery will be available in most of these cases. Also, a
serum sample, which is drawn prior to surgery, will be available. The ratio of the
size of the training dataset to the size of the validation dataset will range from 1:1
to 3:1.

Therefore, assuming that a biologic specimen is available from 130 eligible and
evaluable patients who were treated with a randomized systemic treatment and
undergoing surgery, the size of the training set is expected to range from 65-98
patients and the size of the validation dataset is expected to range from 32-65
patients.

Training and validation set

In order to establish a training dataset for the primary translational research
objectives a sample of sequentially enrolled eligible and evaluable patients will be
established in which at least 50 deaths have been reported. This requirement may
need to be relaxed for follow-up studies since samples will eventually become
depleted. A validation cohort will be derived in a similar fashion as the training
cohort. That is, the training and validation cohorts will consist of sequentially
enrolled eligible and evaluable patients. Individuals will not be permitted to be
members of both the training and the validation cohorts.

98

— 121 —



GOG-0213

Identifying biologic/molecular profiles

Investigators will not be restricted to utilizing a particular technique for building
the classifier. In fact, several classifiers may be identified. However, prior to the
validation phase a single classifier corresponding to the primary study objective
will be selected and deemed the “final’ classifier. Data from the validation dataset
will not be used to select the ‘final’ classifier.

Reliability

The classifier should provide similar results for the same experimental unit. That
is, a biologic specimen with a high prognostic index score should exhibit a high
prognostic index score when it is re-evaluated. An index score which cannot be
replicated lacks test-retest reliability. This occurs when there are other sources of
between-specimen variation that are uncontrolled in the experiment.

In order to assess reliability some specimens will be selected from the training set
for repeat assessment. While randomly selecting specimens from the training set
for replication is preferable, it may be necessary to randomly select from a subset
of the training set due to the availability of adequate biologic material. When
possible, the samples will be identified in such a way that the laboratory
investigator will be unable to identify which specimens are replicates. These
samples will have their biomarkers (i.e. gene expression, serum marker) assessed
twice. Since replication can be expensive, depending of the laboratory procedure,
the number of samples selected for replication will vary from a dozen to a few
dozen, depending on practical considerations like cost and feasibility. The data
from the replicated samples will be used to assess reliability of the putative index
before proceeding to the validation phase. Reproducibility is a prerequisite for a
clinically useful classifier.

Validation

Prior to initiating the validation phase, the ‘final’ classifier will be completely
documented (i.e. computer program or pseudo-code). This documentation will be
reviewed by individuals in the GOG Statistical and Data Center (SDC) who are
not participating in the analyses. The purpose of this review will be to determine
whether the final classifier has been unambiguously defined.

The c-index will be used to measure the classifier’s predictive ability. This index
assesses the strength of the rank correlation between the predicted outcome and
the actual outcome. If the classifier produces a continuous prognostic score and
response is dichotomous, then the c-index is comparable to the Wilcoxon two-
sample rank score. It can be calculated by taking all possible pairs of individuals
in which one individual responded and the other did not respond. In this case, the
c-index is the proportion of these pairs in which the responder has a higher
predicted probability of responding. A c-index value of 0.5 indicates a useless
classifier, and a value of 1.0 indicates perfect prediction. The c-index is Somer’s
rank correlation index when it is rescaled to vary linearly from 0 to 1. The c-
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index can be used when the outcome is partially censored survival time. In this
case it measures the proportion of all pairs of individuals in the data set in which
the individual with the expected lower risk of failure is known to survive longer.

Other descriptive summaries of predictive ability will also be considered
including: Kaplan-Meier curves when the outcome is a time-to-failure or a ROC
curve when the outcome is dichotomous.

The publication which describes the results for the primary objective of this study
will include a description of the accuracy of the final classifier. While other
classifiers may also be described, the final classifier will be clearly distinguished
from the other classifiers. The documentation describing the final classifier will
be available to other investigators from the SDC upon request.

After the study objectives have been completed, the GOG may elect to make
some or all of the validation data set available to other investigators, since the
specimens in the training set may become exhausted. Any classifiers developed
subsequently will not be permitted to claim that they were independently
validated without additional supporting external evidence.

The anticipated distribution of patients’ race and ethnicity for the systemic

therapy

portion of this trial is (all are female):
White (not Hispanic) 584
Black (not Hispanic) 39
Hispanic 14
Asian 17
American Indian or Alaskan Native 3
Native Hawaiian or other Pacific Islander 3
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FIGO STAGE GROUPING FOR PRIMARY CARCINOMA OF THE OVARY

(1985)

These categories are based on findings at clinical examination and/or surgical exploration. The histologic
characteristics are to be considered in the staging, as are results of cytologic testing as far as effusions are
concerned. It is desirable that a biopsy be performed on suspicious areas outside the pelvis.

Stage [ Growth limited to the ovaries.

Stage 1A Growth limited to one ovary; no ascites.

No tumor on the external surface; capsule intact.

Stage 1B Growth limited to both ovaries; no ascites.

No tumor on the external surfaces; capsules intact.

Stage IC* Tumor either Stage IA or IB but with tumor on the surface of one or both ovaries; or with
capsule ruptured; or with ascites present containing malignant cells or with positive peritoneal
washings.

Stage 11 Growth involving one or both ovaries with pelvic extension.

Stage 1A Extension and/or metastases to the uterus and/or tubes.

Stage 11B Extension to other pelvic tissues.

Stage c* Tumor either Stage IIA or IIB but with tumor on the surface of one or both ovaries; or with
capsule(s) ruptured; or with ascites present containing malignant cells or with positive
peritoneal washings.

Stage III Tumor involving one or both ovaries with peritoneal implants outside the pelvis and/or
positive retroperitoneal or inguinal nodes. Superficial liver metastasis equals Stage III.
Tumor is limited to the true pelvis but with histologically verified malignant extensions to
small bowel or omentum.

Stage IIIA Tumor grossly limited to the true pelvis with negative nodes but with histologically
confirmed microscopic seeding of abdominal peritoneal surfaces.

Stage I1IB Tumor of one or both ovaries with histologically confirmed implants of abdominal peritoneal
surfaces, none exceeding 2 cm in diameter. Nodes negative.

Stage I1IC Abdominal implants >2 cm in diameter and/or positive retroperitoneal or inguinal nodes.

Stage IV Growth involving one or both ovaries with distant metastasis. If pleural effusion is present
there must be positive cytologic test results to allot a case to Stage IV. Parenchymal liver
metastasis equals Stage IV.

* In order to evaluate the impact on prognosis of the different criteria for allotting cases to Stage IC or

IIC, it would be of value to know if rupture of the capsule was (1) spontaneous or (2) caused by the surgeon
and if the source of malignant cells detected was (1) peritoneal washings or (2) ascites.
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APPENDIX IT
SECONDARY CYTOREDUCTIVE SURGICAL PROCEDURE
Purpose : Maximum resection of recurrent ovarian cancer.
Timing: Surgical exploration should be undertaken within 4 weeks of study entry.

Content of Procedure:

1.0 The abdominal incision must be adequate to explore the entire abdominal cavity and
allow safe cytoreductive surgery. A vertical incision is recommended but not
required.

2.0 All peritoneal surfaces including the undersurface of both diaphragms and the serosa
and mesentery of the entire gastrointestinal tract will be visualized and palpated for
evidence of metastatic disease.

3.0 Visible metastatic abdominal and pelvic disease should be resected or ablated
completely, if possible.

4.0 Diaphragmatic recurrent disease should be resected. Ablation of disease with
electrocautery (e.g. Argon Beam Coagulator) is acceptable.

5.0 Surgical evaluation of the pelvic and paraortic node bearing areas requires resection if
not performed on initial staging/debulking procedure. If incomplete nodal resection
was previously documented, unresected areas should be excised.

6.0 Solid organ metastases (spleen and liver) should be considered for resection.
Treatment by Radio Frequency Ablation (RFA) is acceptable.

Goal: Surgical goal of cytoreduction is to reduce volume of residual disease to smallest
quantity possible (no visible residual).

Reporting: The size (two dimensions) and location of residual disease will be recorded.
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