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Abstract

These NCCN Guidelines Insights focus on the major updates to the 2013 NCCN Guidelines for Ovarian Cancer. Four updates were se-
lected based on recent important updates in the guidelines and on debate among panel members about recent clinical trials. The top-
ics include 1) intraperitoneal chemotherapy, 2) CA-125 monitoring for ovarian cancer recurrence, 3) surveillance recommendations for
less common ovarian histopathologies, and 4) recent changes in therapy for recurrent epithelial ovarian cancer. These NCCN Guidelines
Insights also discuss why some recommendations were not made. (J/NCCN 2013;11:1199-1209)
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Please Note

The NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines®) are a statement of consensus of the
authors regarding their views of currently accepted ap-
proaches to treatment. The NCCN Guidelines® Insights
highlight important changes in the NCCN Guidelines®
recommendations from previous versions. Colored
markings in the algorithm show changes and the discus-
sion aims to further understanding of these changes by
summarizing salient portions of the panel’s discussion,
including the literature reviewed.

The NCCN Guidelines Insights do not represent the
full NCCN Guidelines; further, the National Comprehen-
sive Cancer Network® (NCCN®) makes no representation
or warranties of any kind regarding the content, use, or ap-
plication of the NCCN Guidelines and NCCN Guidelines
Insights and disclaims any responsibility for their applications
Or use in any way.

The full and most current version of these NCCN
Guidelines are available at NCCN.org.

© National Comprehensive Cancer Network, Inc.
2013, All rights reserved. The NCCN Guidelines and the
illustrations herein may not be reproduced in any form
without the express written permission of NCCN.

© JNCCN—]Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013



1200

NCCN Guidelines Insights

Opvarian Cancer, Version 2.2013

NCCN: Continuing Education

Accreditation Statement

This activity has been designated to meet the educational
needs of physicians, nurses, and pharmacists involved in the
management of patients with cancer. There is no fee for this
article. The National Comprehensive Cancer Network (NCCN) is
accredited by the ACCME to provide continuing medical edu-
cation for physicians. NCCN designates this journal-based CE
activity for a maximum of 1.0 AMA PRA Category 1 Credit(s)™.
Physicians should claim only the credit commensurate with the
extent of their participation in the activity.

NCCN is accredited as a provider of continuing nursing educa-
tion by the American Nurses Credentialing Center’s Commis-
sion on Accreditation.

This activity is accredited for 1.0 contact hour. Accreditation as
a provider refers to recognition of educational activities only;
accredited status does not imply endorsement by NCCN or
ANCC of any commercial products discussed/displayed in con-
junction with the educational activity. Kristina M. Gregory, RN,
MSN, OCN, is our nurse planner for this educational activity.

National Comprehensive Cancer Network is accredit-
% ed by the Accreditation Council for Pharmacy Educa-
tion as a provider of continuing pharmacy education.
NCCN designates this continuing education activity for 1.0 con-
tact hour(s) (0.1 CEUs) of continuing education credit in states
that recognize ACPE accredited providers. This is a knowledge-

based activity. UAN: 0836-0000-13-015-H01-P

All clinicians completing this activity will be issued a certificate
of participation. To participate in this journal CE activity: 1) re-
view the learning objectives and author disclosures; 2) study
the education content; 3) take the posttest with a 66% mini-
mum passing score and complete the evaluation at http://edu-
cation.nccn.org/node/30997; and 4) view/print certificate.

Release date: October 25, 2013; Expiration date: October 25,
2014

Learning Objectives:

Upon completion of this activity, participants will be able to:
¢ Integrate into professional practice the updates to NCCN
Guidelines for Ovarian Cancer
¢ Describe the rationale behind the decision-making
process for developing the NCCN Guidelines for Ovarian
Cancer

EDITOR: Kerrin M. Green, MA, Assistant Managing Editor, JNCCN—
Journal of the National Comprehensive Cancer Network, has disclosed
that she has no relevant financial relationships.

CE AUTHORS: Deborah J. Moonan, RN, BSN, Manager, CE Supporter
Outreach, has disclosed the following relationships with commercial in-
terests: AstraZeneca: Stockholder/Former Employee. Kristina M. Gregory,
RN, MSN, OCN, Vice President, Clinical Information Operations, has
disclosed that she has no relevant financial relationships. Mary A. Dwyer,
MS, Guidelines Coordinator, has disclosed no relevant financial relation-
ships. Miranda Hughes, PhD, Oncology Scientist/Senior Medical Writer,
has disclosed no relevant financial relationships.

Disclosure of Affiliations and Significant Relationships: NCCN Ovarian Cancer Panel

The following authors have no relevant financial interests to disclose: Dr. Chen, Dr. Copeland, Dr. Hakam, Dr. Lele, Dr. Martin,

Dr. Remmenga, and Dr. Werner.

The following authors have disclosed the following relevant financial relationships:

Dr. Alvarez: Research funding from Morphotek, Inc. and Pfizer Inc. Advisory board member for Genentech, Inc. and Astellas Pharm US, Inc.
Dr. Armstrong: Pl for Genentech, Inc.; Medlmmune Inc.; Morphotek, Inc.; and Astellas Pharm US, Inc. Advisory board member for

Genentech, Inc and Morphotek, Inc.

Dr. Burger: Pl for Genentech, Inc. Advisory board member for Boehringer Ingelheim GmbH; Genentech, Inc.; GlaxoSmithKline; Chugai
Pharmaceutical Co., Ltd; MEI Pharma (formerly Marshall Edwards); PharmaMar; and TESARO, Inc. Consultant for Champions Biotech-

nology Inc. and Fujirebio Diagnostics, Inc.
Dr. Crispens: Pl for Morphotek, Inc. and Spirogen.

Dr. Gershenson: Pl for AstraZeneca Pharmaceuticals LP; Genentech, Inc.; and National Cancer Institute. Co-Chair, Gynecologic Steering
Committee for National Cancer Institute. Equity in Johnson & Johnson and Proctor and Gamble. Royalties from Elsevier; Informa; and

Up-to-Date.

Dr. Gray: Pl for Abbott Laboratories and Prima BioMed. Advisory board member for Prima BioMed.

Dr. Havrilesky: Pl for and advisory board member for BD TriPath Oncology.

Dr. Johnston: Positions at American Cancer Society and Michigan Cancer Consortium.

Dr. Matulonis: Pl for AstraZeneca Pharmaceuticals LP; Bristol-Myers Squibb Company; Eli Lilly and Company; Genentech, Inc.; and
Merck & Co., Inc. Consultant for Clovis Oncology. Advisory board member for Pathway Therapeutics.

Dr. Morgan: Co-investigator for National Institutes of Health Cancer Therapy Evaluation Program.

Dr. O'Malley: PI for Genentech, Inc.

Dr. Penson: Pl for Amgen Inc.; AstraZeneca Pharmaceuticals LP; Eisai Inc.; Eli Lilly and Company; Genentech, Inc.; ImClone Sys-
tems Incorporated; and Endocyte Inc. Data and Safety Monitoring Board chair for Genentech, Inc. Speakers bureau member for
AstraZeneca Pharmaceuticals LP and Genentech, Inc. Advisory board member for BioMarin Pharmaceutical Inc.; Clovis Oncology; and

Lifecore Biomedical LLC.

Dr. Powell: PI for Bristol-Myers Squibb Company. Protocol Steering Committee Member for Eisai Inc. Advisory board member for

AnorMED Inc.

Dr. Sabbatini: Data and Safety Monitoring Board member for Prima BioMed.
Dr. Santoso: Speakers bureau member for Jannsen Pharmaceutica Products, LP and Vermillion, Inc. Consultant for LabCorp.
Dr. Schink: Consultant for Genentech, Inc. Intern for Precision Therapeutics, Inc.

Dr. Teng: Pl for Gynecologic Oncology Group.
The NCCN Guidelines Staff have no conflicts to disclose.

Supported by educational grants from Eisai, Inc.; Millennium: The Takeda Oncology Company; Teva Pharmaceuticals; Bayer HealthCare Pharmaceuticals
Inc.; Celgene Corporation; Endo Pharmaceuticals and HealthTronics; Genentech; and ARIAD Pharmaceuticals, Inc.

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | Month 2013



Opvarian Cancer, Version 2.2013

NCCN Guidelines Insights

PATHOLOGIC STAGING

Grade1 —— > Observe

PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANT THERAPY]

Observe

or

Stage IA or IB Grade2 ——

for 3-6 cycles

Grade 3 or
clear cell

Stage IC
Grade 1,2,0r 3

« Chemotherapyk

Stage Il stage Ill)
Stage Il > or
Stage IV

(category 1)

Intravenous (IV) taxane/carboplatin®

—— IV taxane/carboplatinh for 3-6 cycles

IV taxane/carboplatinh for 3-6 cycles

> Intraperitoneal (IP) chemotherapyfhin <1 cm optimally
debulked stage Il and stage lll patients (category 1 for

> Intravenous taxane/carboplatin for a total of 6-8 cycles

« Completion surgery as indicated by tumor response and
potential resectability in selected patients9

, See Monitoring/Follow-Up
(OV-5)

See Secondary Adjuvant
Therapy (OV-4)

iPatients receiving primary chemotherapy will be monitored as follows:

fAIl women undergoing surgery for ovarian cancer should be counseled
about the clinical benefit associated with combined IV and IP
chemotherapy administration prior to surgery. NCI Clinical Announcement.

9See Principles of Primary Surgery (OV-A).

hSee Principles of Chemotherapy (OV-B) and Management of Drug
Reactions (OV-C).

1. Pelvic exams at least every 2-3 cycles

2. Interim CBC with platelets as indicated

3. Chemistry profiles if indicated

4. CA-125 levels or other tumor markers as clinically indicated prior to each cycle of
chemotherapy

5. Radiographic imaging if indicated

kSee specific regimens on Primary Chemotherapy/Primary Adjuvant Therapy

Regimens for Stage II-IV (OV-D).

any form without the express written permission of NCCN®.
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ov-3

NCCN Categories of Evidence and Consensus

Category 1: Based upon high-level evidence, there
is uniform NCCN consensus that the intervention is
appropriate.

Category 2A: Based upon lower-level evidence, there
is uniform NCCN consensus that the intervention is
appropriate.

Category 2B: Based upon lower-level evidence, there is
NCCN consensus that the intervention is appropriate.
Category 3: Based upon any level of evidence, there
is major NCCN disagreement that the intervention is
appropriate.

All recommendations are category 2A unless otherwise noted.
Clinical trials: NCCN believes that the best management

for any cancer patient is in a clinical trial. Participation in
clinical trials is especially encouraged.

Ovarian Cancer

These NCCN Guidelines Insights focus on the
major updates to the 2013 NCCN Clinical Prac-
tice Guidelines in Oncology (NCCN Guidelines)
for Ovarian Cancer by describing how and why
the new recommendations were made. Four topics
were selected based on recent important updates
in the NCCN Guidelines and debate among pan-
el members about recent clinical trials. The topics
include 1) intraperitoneal (IP) chemotherapy, 2)
CA-125 monitoring for ovarian cancer recurrence,
3) surveillance recommendations for less common
ovarian histopathologies, and 4) recent changes
in therapy for recurrent epithelial ovarian cancer.
The recently published NCCN Guidelines Insights
on Ovarian Cancer discuss other topics, including
1) screening, 2) diagnostic tests for assessing pelvic
masses, 3) primary treatment using neoadjuvant
chemotherapy, 4) primary adjuvant treatment using
bevacizumab in combination with chemotherapy,

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013
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MONITORING/FOLLOW-UP

no previous

« Visits every 2-4 mo for 2 y,
then 3-6 mo for 3 y,
then annually after 5y

« Physical exam including pelvic
exam

+ CA-125" or other tumor markers
every visit if initially elevated

« Consider family history

or

no previous

Stage I, II, evaluation, if not previously .

I, and IV done (See NCCN Guidelines for Clinical relapse,
complete || Genetic/Familial High-Risk previous
response Assessment and NCCN chemotherapy

Guidelines for Colorectal
Cancer Screening)

« CBC and chemistry profile as
indicated

« Chest/abdominal/pelvic CT, MR,
PET-CT, or PET (category 2B for
PET) as clinically indicated

« Chest x-ray as indicated

chemotherapy
Clinical relapse,

chemotherapy

Serially rising
CA-125, previous
chemotherapy

RECURRENT DISEASE
Rising CA-125,

Imaging studies:
Chest/abdominal/pelvic i
— | CT, MRI, PET-CT, or PET| ——» See Primary

(category 2B for PET) as Treatment (OV-1)
clinically indicated
Imaging studies: See Therapy

Chest/abdominal/pelvic for Persistent
— | CT, MRI, PET-CT, or PET Di or
(category 2B for PET) as Recurrence
clinically indicated (OV-6)

Imaging studies: Delay treatment until
Chest/abdominal/ clinical relapse

pelvic CT, MRI, or

» | PET-CT. or PET _» | Immediate treatment
’ for recurrent disease

(category 2B for

PET) as clinically (category 2B)

indicated or )
Clinical trial

NThere are data regarding the utility of CA-125 for monitoring of ovarian cancer after completion of primary therapy.

See The Society of Gynecologic Oncology (SGO) position statement and Discussion.

Version 2.2013 © National Comprehensive Cancer Network, Inc. 2013, All rights reserved. The NCCN

° and this il

any form without the express written permission of NCCN®.

may not be reproduced in

OV-5

5) therapy for recurrent disease (mainly epithelial
ovarian cancer), and 6) management of drug/hyper-
sensitivity reactions.!

In 2013, an estimated 22,200 new diagnoses of
and 14,000 deaths from ovarian cancer will occur in
the United States.? The NCCN Guidelines for Ovar-
ian Cancer discuss management of epithelial ovarian
cancer, which is the most common type of ovarian
cancer (to view the most recent version of these
guidelines, visit NCCN.org). The 4 main histologic
subtypes of epithelial ovarian cancer are serous, en-
dometrioid, mucinous, and clear cell; however, most
patients (=70%) have serous histology.>" Although
some histologic subtypes respond differently, recom-
mended primary treatment for these histologic sub-
types does not currently differ; all are treated using
the recommendations for epithelial ovarian cancer.

The NCCN Guidelines also discuss less com-
mon cancers, such as Fallopian tube cancer and
primary peritoneal cancer, which are managed in

a similar manner to epithelial ovarian cancer. Less
common ovarian histopathologies are also described,
including malignant germ cell neoplasms, carcino-
sarcomas (malignant mixed Miillerian tumors of the
ovary [MMMT]), and sex cord-stromal tumors. An-
other less common ovarian neoplasia is borderline
epithelial ovarian tumor, which is less sensitive to
chemotherapy than epithelial ovarian cancer and, in
general, is managed surgically like malignant ovarian
cancer except in specific circumstances.

These NCCN Guidelines Insights also discuss
why some recommendations are category 2B and
not category 2A or even category 1. For category
2A and 2B recommendations, the level of evidence
to support the intervention is the same (eg, phase
II randomized trial, phase III trial that has not been
published yet). However, category 2A recommenda-
tions have greater consensus among panel members.
A category 2B recommendation means that most
panel members agree the intervention is appropri-

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013
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PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANT THERAPY REGIMENS FOR STAGE II-IV1

1. Paclitaxel 135 mg/m2 IV continuous infusion over 3 or 24 h2 Day 1; cisplatin 75-100 mg/mZ2IP, Day 2 after IV
paclitaxel; paclitaxel 60 mg/mZ2 IP Day 8 {max-BSA-2:6-m?). Repeat every 3 weeks x 6 cycles. (category 1)

2. Paclitaxel 175 mg/m2 IV over 3 hours followed by carboplatin3 AUC 5- 7.5 IV over 1 hour Day 1.

Repeat every 3 weeks x 6 cycles. (category 1)

3. Docetaxel 60-75 mg/mZ2 IV over 1 hour followed by carboplatin3AUC 5 - 6 IV over 1 hour Day

1. Repeat every 3 weeks x 6 cycles. (category 1)

4. Dose-dense paclitaxel 80 mg/m21V over 1 hour Days 1, 8, and 15 and carboplatin3
AUC 6 IV over 1 hour Day 1. Repeat every 3 weeks x 6 cycles. (category 1)

5. Bevacizumab-containing regimens per ICON-7 and GOG-218:
Paclitaxel 175 mglm2 IV over 3 hours, carboplatin3AUC 6 IV over 1 hour, and
bevacizumab 7.5 mg/kg IV over 30-90 minutes Day 1. Repeat every 3 weeks x 5-6 cycles.
Continue bevacizumab for up to 12 additional cycles. (category 3)

or

Paclitaxel 175 mg/m21V over 3 hours and carboplatin3 AUC 6 IV over 1 hour Day 1.
Repeat every 3 weeks x 6 cycles. Starting Day 1 of cycle 2, give bevacizumab 15 mg/kg IV
over 30-90 minutes every 3 weeks for up to 22 cycles. (category 3)

1See Discussion for references.
2The published randomized trial regimen used IV continuous infusion paclitaxel over 24 h.

See Management (OV-3)

3Due to changes in creatinine methodology, changes regarding carboplatin dosing can be considered. See FDA carboplatin dosing statement.

any form without the express written permission of NCCN®.
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Oov-D

ate; however, some panel members would use other
listed interventions (or may use other interventions
in a different order), but do not feel that the listed
intervention is inappropriate.

IP Chemotherapy

Surgical cytoreduction (debulking) is recommended as
initial treatment for many women with ovarian cancer,
even those with metastatic disease.®" After surgical
debulking, adjuvant systemic therapy (eg, taxane/plati-
num) is recommended for many patients (see OV-3,
page 1201);" several different systemic regimens are rec-
ommended (see OV-D, page 1203)."° Primary adjuvant
therapy regimens include intravenous with (or without)
IP options.*!¢1? All of the regimens may be used for epi-
thelial ovarian, primary peritoneal, and Fallopian tube
cancers.

IP chemotherapy is recommended (category 1)
for selected stage 11l patients with optimally debulked

(<1 cm residual) disease (ie, low-volume residual dis-
ease) based on randomized controlled trials (see OV-
3, page 1201).1620-24 Patients with optimally debulked
stage II disease may also receive IP chemotherapy, al-
though no randomized evidence has been published;
therefore, this is a category 2A recommendation.”°
However, IP chemotherapy is not recommended for
patients with stage I and IV disease in the NCCN
Guidelines. In women with stage III cancer who had
residual disease measuring less than 1 cm after debulk-
ing, survival was increased by 16 months after IP ther-
apy using cisplatin/paclitaxel when compared with
standard intravenous therapy (65.6 vs 49.7 months;
P=.03)."” Recent long-term follow-up data have con-
firmed this extraordinary survival advantage.’® Over-
all survival was 110 months in patients with stage
[II ovarian cancer and no residual disease was found
in those who received the IP regimen.’! Although
whether to use IP chemotherapy (vs intravenous che-
motherapy alone) may be difficult to decide, the ex-

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013
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ACCEPTABLE RECURRENCE THERAPIES (1 of 2)T®

Agents Cytotoxic Therapy Hormonal Therapy | Targeted Therapy | Radiation Therapy
Preferred Combination if platinum sensitive 1 Bevacizumab
Agents Carboplatin/paclitaxel (category 1)1

Carboplatin/weekly paclitaxel?

Carboplatin/docetaxel34

Carboplatin/gemcitabine5

Carboplatin/gemcitabine/bevacizumab* (category 2B)®

Carboplatin/liposomal doxorubicin?

Cisplatin/gemcitabine

Single-agent if platinum sensitive

Carboplatin®

Cisplatin®

Single-agent non-platinum-based if

platinum resistant

Docetaxel®

Etoposide, oral 10

Gemcitabine 11:12

Liposomal doxorubicin11:12

Paclitaxel, weekly 13

Topotecan14.15
Other Single agents1®
Potentially | Altretamine Paclitaxel Anastrozole Palliative localized
Active Capecitabine Paclitaxel, albumin bound Letrozole radiation therapy
Agents Cyclophosphamide (nab-paclitaxel) Leuprolide acetate

Ifosfamide Pemetrexed Megestrol acetate

Irinotecan Vinorelbine Tamoxifen

Melphalan

Oxaliplatin

tpatients who progress on two consecutive therapy regimens without evidence
of clinical benefits have diminished likelihood of benefitting from additional
therapy. (Griffiths RW, et al. Outcomes after multiple lines of chemotherapy for
platinum-resistant epithelial cancers of the ovary, peritoneum, and fallopian
tube. Int J Gyn Ca 2011;21:58-65.) Decisions to offer clinical trials, supportive

care, or additional therapy should be made on a highly individual basis.

tin general, the Panel would recommend combination regimens based on
randomized trial data, especially in first relapses.

*In patients who have not previously received bevacizumab.

TPlatinum-based combination therapy should be considered for platinum-sensitive
recurrences.

See References

Version 2.2013 © National Comprehensive Cancer Network, Inc. 2013, All rights reserved. The NCCN
any form without the express written permission of NCCN®.

® and this ill (OV-E 2 of 2)

OV-E
10f2

may not be reproduced in

[0}

All references appearing on OV-E (1 of 2) can be accessed online, in these guidelines, at NCCN.org.

cellent survival rates for I[P chemotherapy make this
a valid option for selected patients.’’>” Women with
primary peritoneal cancer, Fallopian tube cancer, or
MMMT can also be considered for IP chemotherapy,
although MMMT has not been included in IP chemo-
therapy trials.!*® However, MMMT /carcinosarcoma
is basically papillary serous carcinoma (ie, a poorly
differentiated carcinoma); therefore, IP may be used
for MMMT.

Potential toxicities associated with the IP pacli-
taxel/cisplatin regimen include leukopenia, infec-
tion, fatigue, renal toxicity, abdominal discomfort,
neurotoxicity, and catheter complications.?*>?3%41
Patients with poor performance status, comorbidi-
ties, or advanced age may not tolerate the IP regi-
men. Patients with stage IV disease have generally
not been included in randomized trials of IP therapy;
thus, its benefits have not been demonstrated in this
group. Strategies to decrease toxicity and improve
compliance with the IP chemotherapy regimen in-

clude using carefully selected patients, modifying
dose and/or schedule, decreasing catheter complica-
tions, and using expert nursing care (see “Principles
of Chemotherapy” and the discussion in the full ver-
sion of these guidelines, available at NCCN.org).!*%
The recommended IP chemotherapy regimen is
paclitaxel, 135 mg/m? continuous intravenous infu-
sion over 3 or 24 hours on day 1; cisplatin, 75 to 100
mg/m? IP on day 2 after intravenous paclitaxel; and
paclitaxel, 60 mg/m? IP on day 8; repeated every 3
weeks for 6 cycles (category 1).!1° Note that this I[P
chemotherapy regimen includes intravenous pacli-
taxel, so that systemic disease can also be treated.
The published randomized trial for this [P chemo-
therapy regimen used intravenous continuous infu-
sion of paclitaxel over 24 hours.'®

For the 2013 update of these NCCN Guidelines,
the dosing for the IP chemotherapy regimen was revised
to include a 3-hour infusion of paclitaxel, because it has
been reported to be more convenient, easier to toler-

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013
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SURVEILLANCE FOR GERM CELL AND SEX CORD-STROMAL TUMORS

Years
<1 1-2 2-3 3-5 >5
Physical exam
Germ cell
tumors Every 2-4 mo Every 2-4 mo Yearly Yearly Yearly
Sex cord- Every 2-4 mo Every 2-4 mo Every 6 mo Every 6 mo Every 6 mo
stromal tumors
Serum tumor
markers**
Germ cell Not Not Not
tumors Every 2-4 mo Every 2-4 mo indicated indicated indicated
Sex cord- Every 2-4 mo Every 2-4 mo Every 6 mo Every 6 mo Every 6 mo
stromal tumors
Radiographic
imaging Not indicated Not indicated
Germ cell unless markers unless markers Not Not Not
tumors normal at initial normal at initial indicated indicated indicated
presentation presentation
Insufficient data Insufficient data Insufficient data Insufficient data Insufficient data
Sex cord-
to support to support to support to support to support
stromal tumors . . . ) )
routine use routine use routine use routine use routine use
R CT scan and CT scan and CT scan and CT scan and CT scan and
ecurrence
suspected tumor tumor tumor tumor tumor
suspected markers** markers** markers** markers** markers**

*Chest x-ray, CT, MRI **See LCOH-1 for markers.

TWith permission, Salani R, Backes FJ, Fung MF, et al. Posttreatment surveillance and diagnosis of recurrence in women with
gynecologic malignancies: Society of Gynecologic Oncologists recommendations. Am J Obstet Gynecol 2011;204:466-478.

any form without the express written permission of NCCN®.
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LCOH-B

ate, and less toxic than a 24-hour infusion (see OV-D,
page 1203).* However, a randomized trial comparing a
3-hour versus a 24-hour infusion of paclitaxel has not
been performed to determine whether they are equiva-
lent. Using a lower IP cisplatin dose of 75 mg/m? (GOG
252) or splitting the dose may also help to decrease
toxicity.?%4# Previously, capping doses at a maximum
body surface area of 2.0 m* was recommended to reduce
toxicity; however, this restriction was deleted in the
2013 update. If obese women receive doses based on
their actual body weight, data suggest that they do not
experience more toxicity; therefore, dose capping does
not seem to be necessary and may result in suboptimal
treatment.”* Women should receive intravenous
therapy if they are unable to complete IP therapy. Cur-
rently, the number of cycles of IP chemotherapy neces-
sary to maintain a survival advantage is unclear,?® al-
though recent data suggest that survival correlates with
the number of IP cycles received.* After 5 years, more
women who received 5 or 6 cycles of IP chemotherapy

were alive (59%) than those who only received 3 or 4
cycles (33%) or even 1 to 2 cycles (18%).°

CA-125 Monitoring for Ovarian
Cancer Recurrence

Patients who have been treated for ovarian cancer
and have experienced a complete response are care-
fully followed (monitored) to determine whether the
disease has recurred. Monitoring includes measuring
blood CA-125 levels if they were initially increased,
physical and pelvic examinations, and other tests if
indicated, such as imaging (see OV-5, page 1202).°"-
% For asymptomatic patients with only biochemical
evidence of relapse (ie, with increased CA-125 lev-
els but without radiographic and/or clinical evidence
of relapse), treatment options include delaying treat-
ment until clinical evidence of relapse (category 2A)
or providing immediate treatment (category 2B).

The NCCN Guidelines recommend (category 2A)

© JNCCN—Journal of the National Comprehensive Cancer Network | Volume 11 Number 10 | October 2013
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that treatment should be delayed until clinical evi-
dence of relapse (eg, ascites, abdominal/pelvic/back
pain, weight loss, bloating, obstruction) based on a
recent European trial (see OV-5, page 1202).%¢

A recent multi-institutional European trial as-
sessed the use of CA-125 monitoring for ovarian
cancer recurrence after primary therapy.’®”’ Data
suggest that treating recurrences early (based on
detectable CA-125 levels in otherwise asymptom-
atic patients) is not associated with an increase in
survival, and is associated with a decrease in quality
of life.® The NCCN Ovarian Cancer Panel recom-
mends that patients discuss the pros and cons of
CA-125 monitoring with their physicians. Howev-
er, patients often prefer to have CA-125 monitor-
ing.”” Several articles discuss CA-125 monitoring
in greater detail %%

Surveillance Recommendations for Less
Common Ovarian Histopathologies

Malignant germ cell tumors and sex cord-stromal
tumors are rare. For the 2013 update, panel mem-
bers added surveillance recommendations for germ
cell neoplasms and sex cord-stromal tumors based
on recent recommendations from the Society for
Gynecology Oncology (see LCOH-B, page 1205).%
The recommendations are different for the 2 types of
tumors, because sex cord-stromal tumors can recur
many years after initial diagnosis and treatment.

Therapy for Recurrent Disease

Although most patients with ovarian cancer experience
a response to initial treatment, 75% to 80% will expe-
rience a relapse of their disease. Patients with ovarian
cancer will often receive multiple types of recurrence
therapy, because their disease frequently responds to se-
quential therapies. Recurrence therapy for patients with
epithelial ovarian cancer, Fallopian tube cancer, and
primary peritoneal cancer was discussed in detail in a
recent NCCN Guidelines Insights.! The recommended
options for recurrence therapy are shown in the NCCN
Guidelines for Ovarian Cancer, including the preferred
agents (available at NCCN.org). For the 2013 update,
panel members added a new preferred regimen—carbo-
platin/gemcitabine/bevacizumab (category 2B)—based
on the recent OCEANS trial (see OV-E, page 1204).

This phase III randomized trial assessed carboplatin/

gemcitabine with and without bevacizumab in patients
with platinum-sensitive recurrent ovarian cancer who
had not previously received bevacizumab. In patients
receiving the chemotherapy/bevacizumab arm, progres-
sion-free survival was increased when compared with
chemotherapy alone (12.4 vs 8.4 months; P<.0001).%
However, overall survival was not increased in the che-
motherapy/bevacizumab arms. Combination therapy
with bevacizumab is a category 2B recommendation,
because there is less consensus that this intervention
would be routinely used by the panel members. Many
of the panel members feel that other combination regi-
mens may be more beneficial and effective than those
with bevacizumab. In addition, the carboplatin/gem-
citabine/bevacizumab regimen is only recommended in
patients who have not previously received bevacizum-
ab. Based on 2 phase II trials, panel members feel that
bevacizumab alone is potentially active in patients who
have recurrent disease (especially those with ascites),
which is reflected in the category 2A recommendation
for single-agent bevacizumab.®-63

Summary of the Major Updates

Four update topics are discussed in these NCCN
Guidelines Insights. The 4 update topics include
1) IP chemotherapy, 2) CA-125 monitoring for ovar-
ian cancer recurrence, 3) surveillance recommenda-
tions for less common ovarian histopathologies, and
4) recent changes in therapy for recurrent disease
(mainly epithelial ovarian cancer).

After initial surgery, IP chemotherapy is recom-
mended (category 1) for selected stage III patients
with low-volume residual disease.!®**** For the 2013
update, the dosing for the IP chemotherapy regimen
was revised to include a 3-hour infusion of paclitaxel,
because it has been reported to be more convenient,
easier to tolerate, and less toxic (see OV-D, page
1203).# However, a 3-hour infusion of paclitaxel has
not been proven to be equivalent to a 24-hour in-
fusion in a randomized controlled trial. Previously,
capping doses at a maximum body surface area of
2.0 m? was recommended to reduce toxicity; how-
ever, for the 2013 update, this restriction was deleted
in the NCCN Guidelines. If obese women receive
doses based on their actual body weight, data suggest
that they do not have increased toxicity; therefore,
dose capping does not seem to be necessary and may
result in suboptimal treatment. ¥4
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For the 2013 update, the panel added surveil-
lance recommendations for germ cell neoplasms and
sex cords-tromal tumors based on recent recommen-
dations from the Society for Gynecology Oncology
(see LCOH-B, page 1205).

Patients who have been treated for ovarian can-
cer and have had a complete response are carefully
monitored to determine whether the disease has re-
curred. The NCCN Guidelines recommend (catego-
ry 2A) that treatment for ovarian cancer should be
delayed until radiographic and/or clinical evidence
of relapse (eg, ascites, abdominal/pelvic/back pain,
weight loss, bloating, and obstruction; see OV-5,
page 1202).°° A recent trial suggests that treating re-
currences early (based only on detectable CA-125
levels in otherwise asymptomatic patients) is not as-
sociated with an increase in survival but is associated
with a decrease in quality of life.’*® Therefore, early
immediate treatment is only a category 2B recom-
mendation in the NCCN Guidelines.

For the 2013 update, panel members have added
a new preferred recurrence therapy regimen of car-
boplatin/gemcitabine/bevacizumab (category 2B)
based on the recent OCEANS trial (see OV-E, page
1204).% However, combination therapy with beva-
cizumab is a category 2B recommendation, because
less consensus exists among the panel that this inter-
vention would be routinely used. Many of the panel
members feel that other combination regimens are
potentially more beneficial and effective than those
with bevacizumab. Recurrence therapy for patients
with epithelial ovarian cancer, Fallopian tube can-
cer, and primary peritoneal cancer was discussed in
detail in a recent NCCN Guidelines Insights.! The
recommended options for recurrence therapy are
shown in the NCCN Guidelines for Ovarian Can-
cer, including the preferred agents (see OV-E, page
1204).
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Instructions for Completion

To participate in this journal CE activity: 1) review the learning
objectives and author disclosures; 2) study the education con-
tent; 3) take the posttest with a 66% minimum passing score
and complete the evaluation at http://education.nccn.org/
node/30997; and 4) view/print certificate. After reading the
article, you should be able to answer the following multiple-
choice questions. Credit cannot be obtained for tests complet-
ed on paper. You must be a registered user on NCCN.org. If

you are not registered on NCCN.org, click
on “New Member? Sign up here” link on
the left hand side of the Web site to reg-
ister. Only one answer is correct for each
question. Once you successfully answer
all posttest questions you will be able to
view and/or print your certificate. Soft-
ware requirements: Internet.

Posttest Questions

1. Which of the following is FALSE about IP chemotherapy us-
ing cisplatin/paclitaxel for select women with ovarian cancer?

a. Capping doses at a maximum body surface area of 2.0 m?
is recommended to reduce toxicity.

b. Dose capping at a maximum body surface area of
2.0 m? does not seem to be necessary and is no longer
recommended.

¢. A 3-hour infusion of paclitaxel has not been shown to be
equivalent to a 24-hour infusion in a randomized trial.

d. A 3-hour infusion of paclitaxel appears to be more con-
venient, easier to tolerate, and less toxic than a 24-hour
infusion.

e. Reported survival averages about 66 months in select
women with stage Ill ovarian cancer who complete an IP
chemotherapy regimen.

2. Which of the following is TRUE about epithelial ovarian
cancer?

a. Most patients have serous histology.

b. It is the most common type of ovarian cancer.

¢. Initial treatment includes surgical cytoreduction (debulk-

ing), even in those with metastatic disease.
d. All of the above
e. None of the above
3. In patients with complete response after primary treatment
for ovarian cancer, which of the following is FALSE about
surveillance and treatment for recurrent disease?

a. Surveillance includes measuring CA-125 levels if they
were initially increased.

b. For asymptomatic patients who only have increased CA-
125 levels, treatment should be delayed until clinical evi-
dence of relapse, such as ascites, abdominal/pelvic/back
pain, weight loss, bloating, and obstruction.

c. For asymptomatic patients who only have increased CA-
125 levels but no clinical evidence of relapse, immediate
treatment is recommended.

d. All of the above

e. None of the above
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