National Comprehensive

NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Ovarian Cancer
Including Fallopian Tube Cancer

and Primary Peritoneal Cancer

Version 3.2024 — July 15, 2024
NCCN.org

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.
Trials should be designed to maximize inclusiveness and broad representative enroliment.

NCCN Guidelines for Patients® available at www.nccn.org/patients

Version 3.2024, 07/15/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

JHU 2265
Merck Sharp v. Johns Hopkins
1 IPR2024-00622



Printed by Anne Koch Baland on 12/6/2024 11:49:49 AM. For personal use only. Not approved for distribution. Copyright © 2024 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National

comprehensive NCCN Guidelines Version 3.2024

W(e{eh\l Cancer
Network®

Ovarian Cancer

NCCN Guidelines Index
Table of Contents
Discussion

*Deborah K. Armstrong, MD/Chair Q 1
The Sidney Kimmel Comprehensive
Cancer Center at Johns Hopkins

*Ronald D. Alvarez, MD, MBA/Vice Chair Q
Vanderbilt-Ingram Cancer Center

*Floor J. Backes, MD Q

The Ohio State University Comprehensive
Cancer Center - James Cancer Hospital
and Solove Research Institute

Lisa Barroilhet, MD Q
University of Wisconsin
Carbone Cancer Center
Kian Behbakht, MD Q
University of Colorado Cancer Center
Andrew Berchuck, MD O
Duke Cancer Institute
*Lee-may Chen, MD Q
UCSF Helen Diller Family
Comprehensive Cancer Center

Joshua Cohen, MD Q
City of Hope National Medical Center

Marie DeRosa, RN ¥

*Eric L. Eisenhauer, MD Q
Mass General Cancer Center

*David M. Gershenson, MD Q
The University of Texas
MD Anderson Cancer Center

*Heidi J. Gray, MD Q
Fred Hutchinson Cancer Center

Rachel Grisham, MD Q
Memorial Sloan Kettering Cancer Center

NCCN Guidelines Panel Disclosures

Ardeshir Hakam, MD #
Moffitt Cancer Center
Angela Jain, MD t
Fox Chase Cancer Center
Gottfried E. Konecny, MD Q
UCLA Jonsson Comprehensive Cancer Center
*Charles A. Leath Ill, MD, MSPH Q
O'Neal Comprehensive
Cancer Center at UAB
Gary Leiserowitz, MD Q
UC Davis Comprehensive Cancer Center
Babak Litkouhi, MD Q
Stanford Cancer Institute
*Joyce Liu, MD, MPH t
Dana-Farber/Brigham and
Women’s Cancer Center
Lainie Martin, MD
Abramson Cancer Center at the
University of Pennsylvania
*Daniela Matei, MD t
Robert H. Lurie Comprehensive
Cancer Center of Northwestern University

Michael McHale, MD Q
UC San Diego Moores Cancer Center

*David S. Miller, MD O
UT Southwestern Simmons
Comprehensive Cancer Center

John Moroney, MD Q
The UChicago Medicine
Comprehensive Cancer Center

Sanja Percac-Lima, MD, PhD b
Mass General Cancer Center

Elena Ratner, MD, MBA Q2
Yale Cancer Center/Smilow Cancer Hospital
Sharon Robertson, MD, MPH Q
Indiana University Melvin and Bren Simon
Comprehensive Cancer Center
Kerry Rodabaugh, MD Q
Fred & Pamela Buffett Cancer Center
John Schorge, MD O
St. Jude Children's Research Hospital/The
University of Tennessee Health Science Center
*Premal H. Thaker, MD Q
Siteman Cancer Center at Barnes-Jewish Hospital
and Washington University School of Medicine
Shitanshu Uppal, MBBS, MBA Q
University of Michigan Rogel Cancer Center
Roberto Vargas, MD Q
Case Comprehensive Cancer Center/
University Hospitals Seidman Cancer
Center and Cleveland Clinic Taussig
Cancer Institute
*Andrea Wahner Hendrickson, MD
Mayo Clinic Comprehensive Cancer Center
*Theresa L. Werner, MD 1 ¢
Huntsman Cancer Institute
at the University of Utah
*Emese Zsiros, MD, PhD
Roswell Park Comprehensive Cancer Center

NCCN

Frankie Jones

Emily Kovach

Swathi Ramakrishnan, PhD

Q Gynecology oncology # Nursing

F Hematology/ # Pathology

Hematology oncology
b Internal medicine
1 Medical oncology

¥ Patient advocacy
* Discussion writing
committee member

Version 3.2024, 07/15/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



Printed by Anne Koch Baland on 12/6/2024 11:49:49 AM. For personal use only. Not approved for distribution. Copyright © 2024 National Comprehensive Cancer Network, Inc.,

National . . .
comprehensive NCCN Guidelines Version 3.2024
NCCN il Ovarian Cancer
etwork

All Rights Reserved.

NCCN Guidelines Index
Table of Contents
Discussion

NCCN Ovarian Cancer Panel Members
Summary of the Guidelines Updates

Epithelial Ovarian Cancer/Fallopian Tube Cancer/Primary Peritoneal Cancer:

Clinical Presentation, Workup, Clinical Stage, Primary Treatment (OV-1)
Poor Surgical Candidate or Low Likelihood of Optimal Cytoreduction (OV-2)
Diagnosis by Previous Surgery: Findings and Primary Treatment (OV-3
Pathologic Staging. Primary Chemotherapy/Primary Adjuvant Thera oVv-4
Post Primary Treatment: Maintenance Therapy (OV-5)

Monitoring/Follow-Up, Recurrent Disease (OV-6)

Disease Status, Therapy for Persistent Disease or Recurrence (OV-7

Less Common Ovarian Cancers:

Diagnosis (LCOC-1)

Carcinosarcoma (Malignant Mixed Miillerian Tumors) of the Ovary (LCOC-2
Clear Cell Carcinoma of the Ovary (LCOC-3

Mucinous Neoplasms of the Ovary (LCOC-4)

Grade 1 Endometrioid Carcinoma (LCOC-5)
Low-Grade Serous Carcinoma (LCOC-6)

Ovarian Serous Borderline Epithelial Tumors (Low Malignant Potential) (LCOC-8

Malignant Sex Cord-Stromal Tumors (LCOC-11)
Malignant Germ Cell Tumors (LCOC-12)

Systemic Therapy Regimens - Malignant Germ Cell/Sex Cord-Stromal Tumors (LCOC-A

Surveillance - Malignant Germ Cell/Sex Cord-Stromal Tumors (LCOC-B)

Principles of Surgery (OV-A)

Principles of Pathology (OV-B)
Principles of Systemic Thera QV-C
Management of Drug Reactions (OV-D)
WHO Histologic Classification (OV-E)
Staging (ST-1

Abbreviations (ABBR-1)

Find an NCCN Member Institution:
https://www.nccn.org/home/member-
institutions.

NCCN Categories of Evidence and

Consensus: All recommendations are
category 2A unless otherwise indicated.

See NCCN Categories of Evidence
and Consensus.

NCCN Categories of Preference:
All recommendations are considered
appropriate.

See NCCN Categories of Preference.

The NCCN Guidelines® are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to
treatment. Any clinician seeking to apply or consult the NCCN Guidelines is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network® (NCCN®) makes no representations
or warranties of any kind regarding their content, use or application and disclaims any responsibility for their application or use in any way. The NCCN
Guidelines are copyrighted by National Comprehensive Cancer Network®. All rights reserved. The NCCN Guidelines and the illustrations herein may not
be reproduced in any form without the express written permission of NCCN. ©2024.
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Terminologies in all NCCN Guidelines are being actively modified to advance the goals of equity, inclusion, and representation.
Updates in Version 3.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2024 include:
MS-27 and MS-39
* The following corrections were made to the discussion section text on September 24, 2024
» MS-27, Table 5, AGO-OVAR-3 row, cisplatin dosing modified: Paclitaxel 185 mg/M? D1 + cisplatin 475 mg/m? D1.
» MS-39, sentence updated: Interim analyses of data from GOG 0218 showed that bevacizumab improved OS in patients with stage IV disease
and in patients with ascites, another high-risk group (more likely to have poor performance score, high-grade serous histology, higher median pre-
treatment CA-125 level, and suboptimal surgical cytoreduction); however the final analyses did not show correlation between OS and ascites in the
bevacizumab containing arms.

OV-C (8 of 12)

« Useful in Certain Circumstances, Targeted Therapy, agent added: Entrectinib or larotrectinib or repotrectinib (for NTRK gene fusion-positive tumors).

OV-C (9 of 12)

« Useful in Certain Circumstances, Targeted Therapy, agent added: Entrectinib or larotrectinib or repotrectinib (for NTRK gene fusion-positive tumors).

OV-C (11 of 12)

* Reference added: Solomon BJ, Drilon A, Lin JJ, et al. Repotrectinib in patients with NTRK fusion-positive advanced solid tumors, including non-small
cell lung cancer: update from the phase 1/2 TRIDENT-1 trial. Ann Oncol. 2023;34:5787-S788

Updates in Version 2.2024 of the NCCN Guidelines for Ovarian Cancer from Version 1.2024 include:
OV-C (9 of 12)

* Preferred Regimens, Targeted Therapy (single agents) modified: Mirvetuximab soravtansine-gynx (for FRa-expressing tumors [275% positive tumor
cells])(category 1)

Updates in Version 1.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2023 include:
General
« 'Clinical trial' recommendations listed in the algorithm and footnotes have been removed due to the clinical trial recommendation noted at the bottom of
each page
* Mucinous Carcinoma of the Ovary has been changed to Mucinous Neoplasms of the Ovary
* Ovarian Borderline Epithelial Tumors has been changed to Ovarian Serous Borderline Epithelial Tumors
OV-1
» Workup
» Footnote modified: tmaging CT is performed with oral and IV contrast (unless contraindicated) and rectal contrast as needed. (Also for OV-3, OV-5,
OV-6, LCOC-7, LCOC-10, LCOC-13)
» Footnote modified: Other tumor markers may include inhibin, beta-human chorionic gonadotropin (B-hCG), alpha-fetoprotein, lactate dehydrogenase
(LDH), carcinoembryonic antigen (CEA), ang CA 19-9, and HE4. (Also for OV-3)

Continued
UPDATES
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Updates in Version 1.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2023 include:

OV-5
* Maintenance Therapy
» Footnote g removed from niraparib and added to Maintenance Therapy header: In the absence of a BRCA1/2 mutation, HRD status may provide
information on the magnitude of benefit of PARPI therapy (OV-B).
» No bevacizumab used during primary therapy; Germline or somatic BRCA1/2 mutation; CR/PR
¢ Recommendation revised: eeﬁadeeebeeﬁfatlefi—feﬁ-tage%sease-eﬁty Observe for select stage Il disease with CR
» Bevacizumab used as part of primary therapy
¢ Bevacizumab + niraparib (if unable to tolerate olaparib) added as a category 2A recommendation
OV-6
* Recurrent Disease
» Footnote modified: ...Tumor molecular analysis is recommended to include, at a minimum, tests to identify potential benefit from targeted therapeutics
that have tumor-specific or tumor-agnostic benefit including, but not limited to, HER2 status (by IHC), BRCA1/2, HRD status, microsatellite instability
(MSI), mismatch repair (MMR), tumor mutational burden (TMB), BRAF, FRa (FOLRT),... (Also for OV-7, OV-8, LCOC-7, OV-C 8 of 12, OV-C 9A of 12)
oVv-7
* Footnote ee revised: Definitions of platinum-sensitive and platinum-resistant disease are-imprecise represent a spectrum of disease; clinical judgment
and flexibility should be utilized in determlnlng treatment optlons (Also for OV-8)
* Footnote modified: P y - Localized radiation therapy (RT) can be considered to palliate
symptoms and/or for ol/gometastat/c d/sease (Also for OV-8, LCOC 11 LCOC 13, LCOC-14)
OV-8
* Footnote kk revised: PARPI options include niraparib, olaparlb or rucaparlb m pat/ents W/th BRCA-mutated p/at/num sensmve dlsease Who have
comp/eted two or more l/nes of p/at/num-based therapy v v t

I|m|ted to those with a deleterlous or suspected deleterlous germllne BRCA mutation. Based on FDA indications, olaparib and rucaparlb is are limited
to those with a deleterious or suspected deleterious BRCA mutation (germline or somatic). Caution should be used when using maintenance PARPI
for longer than 24 months. There are limited data on the use of a maintenance PARPI in patients who previously received a PARPi er-afterreetrrence-
therapy-with-bevacizumab: Combination bevacizumab/PARPI is not recommended atthis-time for maintenance after recurrence therapy.
LCOC-4
* Mucinous Neoplasms of the Ovary
» 'Carcinoma’ added to Stage IA-IB, Stage IC, and Stage II-IV
» Borderline
¢ Adjuvant treatment revised: See+€6€-8 Observe
LCOC-5
* Grade 1 endometrioid carcinoma
» Stage IC and Stage II-IV
¢ Goserelin acetate added as an option for hormonal therapy (Also for LCOC-6, LCOC-A, OV-C 5 of 12, OV-C 6 of 12, OV-C 8 of 12, OV-C 9 of 12)

Continued

UPDATES
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Updates in Version 1.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2023 include:
LCOC-6
* Low-Grade Serous Carcinoma
» Stage IC and Stage II-IV
¢ Maintenance letrozole changed from a category 2B to a category 2A recommendation
¢ Tamoxifen removed as a hormonal therapy option for Low-Grade Serous Carcinoma only
¢ Footnote removed: Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole, exemestane), leuprolide acetate, and tamoxifen.
¢ Footnote added: Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole, exemestane), leuprolide acetate, and goserelin
acetate.
LCOC-7
* Recurrence Therapy
» Footnote u modified: An aromatase inhibitor (ie, letrozole, anastrozole, exemestane) is preferred if not used previously. Fulvestrant, tamexifen-or
leuprolide acetate, or goserelin acetate is recommended if an aromatase inhibitor was given previously.
LCOC-10
* Ovarian Serous Borderline Epithelial Tumors
» Monitoring/Follow-up
0 Bullet 1 revised: Visits every 3=6 3—12 mo for up to 5y, then as clinically indicated annuatty
» Recurrent Disease

¢ Disease name modified: tew-grade-serous-earcinoma-or Low-grade invasive carcinoma
— Recurrence therapy for low-grade invasive carcinoma modified: Seetew-grade-serous-epithetiat-carecinoma{See-€6E-6) See appropriate LCOC
page based on histology (LCOC-1)
¢ Disease name modified: High-grade invasive carcinoma thigh-grade)
LCOC-11
» Malignant Sex Cord-Stromal Tumors
» Adjuvant Treatment
¢ Stage II-IV: Platinum-based chemotherapy changed from a category 2B to a category 2A recommendation
LCOC-13 & LCOC-14
* LCOC-13 has been extensively revised and broken apart with creation of a new page: LCOC-14
» Monitoring/Follow-up
¢ Pathway modified for residual tumor on radiographic imaging; markers normal: Biopsy or Consider surgical resection or Observe
» Therapy for Recurrent/Persistent Disease
¢ Complete clinical response, pathway revised: Consider-additionat Second-line chemotherapy (category 2B) or High-dose chemotherapy + HCT
(category 2B) or Consider surgery for select patients
¢ Residual malignancy, pathway revised with removal of "Consider additional platinum-based chemotherapy x 2 cycles" and arrow added to "TIP
(paclitaxel/ifosfamide/cisplatin) or High-dose chemotherapy + hematopoietic cell transplant (HCT) (strongly recommend referral to tertiary care
center for potentially curative regimen)" instead
» Footnote ii revised: Pediatric/adolescent patients with the following clinical presentations may consider observation or chemotherapy as treatment
options: stage IA, IB dysgerminoma; stage |A, grade 1 immature teratoma; stage 1A embryonal carcmomas or stage 1A onk sac tumors Consultatlon
w:th a pedlatrlc oncologlst for pedlatr/c/adolescent patlents IS recommended

(-pbrre—ef—mbced-)—m—adwts- v v ) —Contnued
UPDATES
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Updates in Version 1.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2023 include:

LCOC-A
* Systemic Therapy Regimens
» Malignant Germ Cell Tumors, Primary Therapy
¢ Useful in Certain Circumstances
— Etoposide/carboplatin, stage modified: (for select patients with stage B //-lll resected dysgerminoma for whom minimizing toxicity is critical)
= Footnote added to regimen: Consultation with a pediatric oncologist for pediatric/adolescent patients is recommended.
OV-A 2 of 4
* Principles of Surgery
» First header modified: N i i pitheti i i t
Newly Diagnosed lnvas1ve Ep/thellal Ovarlan CancerApparently Confmed to the Ovarles Fal/op/an Tubes and Uterus (apparent stage IA IIA)
» Second header: staging modified from stage =IIB to stage >I1B
OV-B1of3
* Principles of Pathology
» General
¢ Bullet 3 modified: ...already had a bilateral eephorectomy salpingo-oophorectomy).
¢ Elements from CAP protocol
— CAP protocol updated to most recent version (2023) (Also for OV-B 2 of 3)
— Bullet added: Staging information (FIGO and TNM)
¢ Bullet 5, sub-bullet 2 modified: In the recurrence setting, tumor molecular analysis is recommended to include, ata-minimum as appropriate, tests to
identify potential benefit from targeted therapeutics that have tumor-specific or tumor-agnostic benefit including, but not limited to, HERZ2 status (by
IHC),... FRa (FOLR1),....
OV-B 3 of 3
* References have been updated.
OV-C 3 of 12
* Principles of Systemic Therapy
» Principles of Maintenance PARP Inhibitor (PARPi) Therapy
¢ Post Recurrence Treatment, sub-bullet modified: €ertain Patients with BRCA-mutated recurrent disease may benefit from maintenance therapy with
PARRPI after recurrence therapy, if in CR or PR after platinum-based recurrence therapy, and if no prior progression on a PARPI.
» Niraparib + bevacizumab regimen: Setting, Dose/Administration, and Duration added to table
OV-C 5 of 12
* Primary Therapy for Stage | Disease
» Regimens updated:
¢ Paclitaxel/cisplatin added as a category 2A recommendation under Useful in Certain Circumstances (Also for Stage II-IV on OV-C 6 of 12)
¢ Docetaxel/oxaliplatin/bevacizumab + maintenance bevacizumab removed as a treatment option for Stage | disease
» Mucinous carcinoma
¢ Staging language modified: (stage IC, grades 1-3)
» Low-grade serous (stage IC)/Grade | endometrioid (stage IC)
¢ Footnote added for maintenance letrozole: For low-grade serous, maintenance letrozole is a category 2A recommendation. For grade |
endometrioid, maintenance letrozole is a category 2B recommendation. (Also for OV-C 6 of 12)
¢ Footnote added to tamoxifen: Tamoxifen is not recommended for low-grade serous carcinoma. (Also for OV-C 6 of 12, Continued
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Updates in Version 1.2024 of the NCCN Guidelines for Ovarian Cancer from Version 2.2023 include:

OV-C 6 of 12
* Primary Therapy for Stage II-IV Disease
» High-grade serous, Endometrioid (grade 2/3), Clear cell carcinoma, Carcinosarcoma
O IV/IP paclitaxel/carboplatin added as a category 2A recommendation under Useful in Certain Circumstances
OV-C 7 of 12
* Primary Systemic Therapy Recommended Dosing
» Regimen and dosing added for:
¢ Paclitaxel/cisplatin
¢ IV/IP Paclitaxel/carboplatin
OV-C 8 of 12
* Recurrence Therapy for Platinum-Sensitive Disease
» Mirvetuximab soravtansine-gynx/bevacizumab (for FRa-expressing tumors) added as a category 2B recommendation under Useful in Certain
Circumstances
OV-C 9 of 12
* Recurrence Therapy for Platinum-Resistant Disease
» Regimens updated:
¢ Cyclophosphamide (oral)/pembrolizumab/bevacizumab added as a category 2A recommendation under Other Recommended Regimens
¢ Fam-trastuzumab deruxtecan-nxki (for HER2-positive tumors [IHC 3+ or 2+]) added as a category 2A recommendation under Useful in Certain
Circumstances
¢ Mirvetuximab soravtansine-gynx/bevacizumab (for FRa-expressing tumors) changed from a category 2B to a category 2A recommendation
» Footnote * revised: Benoetuse-in-platinum-refractory-disease: Platinum agents have limited act/wty when the disease has demonstrated growth
through a platinum-based regimen, and platinum rechallenge is generally not recommended in this setting.
OV-C 10 of 12
* References have been updated.
OV-D1of7
» Management of Drug Reactions
» Bullet 3, sub-bullet 1 revised: Adverse reactions associated with biotherapeutic agents and taxane drugs (ie docetaxel, paclitaxel)
agents tend to be |nfu5|on related and, in taxanes, are often attributed to the excipient (ie, Cremophor EL in paclitaxel, polysorbate 80 in docetaxel).
These tend to occur during the first few cycles of treatment...
OV-E 1 of 2 & OV-E 2 of 2
» WHO Histologic Classification
» Tables/terminology have been modified to reflect the most recent version of the WHO (2020)
» Reference updated: Adhikari L, Hassell LA. World Health Organization Classification of Female Genital Tumours, 5th edition. IARC, 2020.
» Footnote added: Behavior is coded 0 for benign tumors; 1 for unspecified, borderline, or uncertain behavior; 2 for carcinoma in situ and grade IIl
intraepithelial neoplasia; 3 for malignant tumors, primary site.

UPDATES
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Network® Primary Peritoneal Cancer
CLINICAL WORKUP CLINICAL PRIMARY TREATMENTh.
PRESENTATION « Abdominal/pelvic exam STAGE" . . Pati
Suspicious/ * Ultrasound and/or abdomen/ IA (fertility Unilateral salplngo-o9phorec_tomy w?ttrlieg\tlzrian
palpable pelvic pelvis CTIMRI as clinically desired) (sltjasolr)l + comprehensive surgical o
mass on abdominall| |- Chest CT or chest x-ray as aging e - — | fallopian Pathologic
pelvic exam and/or cI|n|caII¥ indicated®® IB (fertility Bilateral salpingo-oophorectomy tube cancer, Staging
ascites, abdominal . cr?mp]ete blo‘ﬁ cogtrAtI(CBC), desired) (BSO) + plc()lmprehensive surgical or primary s ovd
distenti chemistry profile with liver ingihks ) (ov-4)
istention function test (LFT) staging peritoneal

and/or . CA-'II(25 or otrl\_er_ tulrlnor IA-IV, surgical cancer

markers as clinica i
symotome || maesgreineali” |\ emdari™) purectomysos - |shoudmve \
without source o + Evaluate performance status P ion | [comprehensive staging™ | ———| =0 - orless
malignancy (ie, and nutritional status cytoreduction| = |y o pulking as needed evaluation common
bloating, pelvic/ « Gastrointestinal (Gl) likely (fertility and germline| |ovarian
abdominal pain, evaluation as clinically not desired) and somatic cancers
difficulty eating or indicated . testing (if not| |(LcocC),"
feeling full quickly, | |° Regr'ogur(t:'tll'\tle eR[‘I‘E’IOC”"I"WtQY Poor surgical previously see
urinary symptoms | | 22 c|'i?1iia;|§¥n(dica)tgxa UaHOn | |candidate done)® ] Lcoca
[urgency or « Obtain family history®f9 or . . + Neoadjuvant Therapy (OV-2)™
frequency]) « Refer to gyngcobg%’ Low likelihood

oncologist for clinigally of optimal =

suspicious lesions cytoreduction

Diagnosis by previous surgery or tissue biopsy (cytopathology)

» Workup, Findings, and Primary Treatment (OV-3)

a8 CT is performed with oral and IV contrast (unless contraindicated) and
rectal contrast as needed.

b PET/CT, MRI, or PET/MRI may be indicated for indeterminate lesions if
results will alter management.

¢ Chest CT preferred if concern for metastatic or disseminated disease.

d Other tumor markers may include inhibin, beta-human chorionic
gonadotropin (-hCG), alpha-fetoprotein, lactate dehydrogenase (LDH),
carcinoembryonic antigen (CEA), CA 19-9, and HE4. See Discussion for
usefulness of diagnostic tests.

€ See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast
Ovarian, and Pancreatic and NCCN Guidelines for Genetic/Familial High-
Risk Assessment: Colorectal.

f Germline and somatic BRCA1/2 status informs maintenance therapy.

9 In the absence of a BRCA1/2 mutation, homologous recombination
deficiency (HRD) status may provide information on the magnitude of
benefit of PARP inhibitor (PARPI) therapy (OV-B).

Note: All recommendations are category 2A unless otherwise indicated.

h Evaluation by a gynecologic oncologist is recommended for:
«All patients with suspected ovarian malignancies; published data demonstrate that primary
assessment and debulking by a gynecologic oncologist results in a survival advantage.
*Patients being evaluated for neoadjuvant therapy prior to being considered a poor surgical
candidate.
*Management of occult STICs.
+Consideration of laparoscopic evaluation to determine feasibility of debulking surgery in
select patients.
~ *Endometrial biopsy as clinically indicated.
' Principles of Surgery (OV-A).
j Principles of Pathology (OV-B).
kMay be an option for select patients with stage IC based on histology.
I Uterine preservation for potential future assisted reproductive approaches.
M See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).
N Carcinosarcoma, clear cell, mucinous, low-grade serous, grade 1 endometrioid, borderline
epithelial, malignant sex cord-stromal tumors, and germ cell tumors.

Oov-1
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POOR SURGICAL CANDIDATE OR LOW LIKELIHOOD OF OPTIMAL CYTOREDUCTION
NEOADJUVANT THERAPY

Evaluation by
gynecologic.
oncologisthi

and

Histologic
confirmation)°®
(biopsy preferred)
and/or
Laparoscopic
evaluation to
determine feasibility
of resection

Confirmed
poor surgical
candidate or
low likelihood
of optimal
cytoreduction

PRIMARY TREATMENT

Neoadjuvant
therapyhm:p
(category 1)

and

Genetic risk
evaluation and
germline and
somatic testing
(if not previously
done)e:F9i

Response >

S_table e
disease

Progressive
disease

€ See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and

Pancreatic and NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal.
f Germline and somatic BRCA1/2 status informs maintenance therapy.

9 In the absence of a BRCA1/2 mutation, HRD status may provide information on the

magnitude of benefit of PARPI therapy (OV-B).

h Evaluation by a gynecologic oncologist is recommended for:

«All patients with suspected ovarian malignancies; published data demonstrate that primary
assessment and debulking by a gynecologic oncologist results in a survival advantage.

«Patients being evaluated for neoadjuvant therapy prior to being considered a poor surgical

candidate.

*Management of occult STICs.
Consideration of laparoscopic evaluation to determine feasibility of debulking surgery in

select patients.

«Endometrial biopsy as clinically indicated.

Note: All recommendations are category 2A unless otherwise indicated.

Interval debulking
surgery (IDS)
with completion
hysterectomy/BSO")-4 Maintenance
and cytoreduction Adjuvant Therapy
therapy™ (OV-5)
IDS with completion T
hysterectomy/BSO'"}9
and cytoreduction IDS with completion
or hysterectomy/BSO'"J:9
Continue current and cytoreduction
or
tt:?rap)t/éfor a|t°tﬂ1| of Therapy for Persistent
at least 6 cycles) Disease or Recurrence
or (OV-7)

Therapy for
Persistent Disease or

Recurrence (OV-7)

Therapy for Persistent Disease

or Recurrence (OV-7)

i Principles of Surgery (OV-A).

I Principles of Pathology (OV-B).

M See Principles of Systemic Therapy (OV-C) and Management of Drug
Reactions (OV-D).

O If biopsy is not feasible, cytopathology from ascites or pleural effusion
combined with CA-125:CEA ratio of >25 can be used.

P Completion surgery after 3—4 cycles is preferred; however, surgery
may be performed after 4—6 cycles based on the clinical judgment of
the gynecologic oncologist.

4 Hyperthermic intraperitoneal chemotherapy (HIPEC) with cisplatin
(100 mg/m?) can be considered at the time of IDS for stage Ill disease.

OoV-2
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DIAGNOSIS BY PREVIOUS SURGERY FINDINGS PRIMARY TREATMENT
. . Consider surgical staging®l (if not
No evidence of residual previously done) if considering
disease on workup — |observation or to inform systemic
« Evaluation by gynecologic (suspect stage ) therapy decisions’
oncologist"
 Obtain family history® . . . . i Adjuvant
] « Genetic risk evaluation and No evidence of residual Consider surgical staging"! if > | Therapy
Patient germline and somatic testing®"9 disease on workup = |not previously done, to inform| —— | [(OV-4)
:fift‘:‘";‘ee‘fmy (if not previously done) (suspect stage II-IV) systemic therapy decisions’
diagnosed ) ReV|e\:_l prlortlmaglr'\dg Sttl:‘d'fs’ i Suspect Tumor
ovarian cancer . Iopere_: ive nolgs_, a?l _pad_ °t°%¥, resectable —> |cytoreductive
after recent maging as clinically indicate residual disease surgery'

surgical
procedure

(eg, chest/abdomen/pelvis
[C/A/P] CT/MRI, PET/CT, and/or
ultrasound)
* CBC, chemistry profile with LFTs
¢ CA-125 or other tumor markers

Evidence of residual
disease on workup

as clinically indicatedd

a8 CT is performed with oral and IV contrast (unless
contraindicated) and rectal contrast as needed.

d Other tumor markers may include inhibin, B-hCG,
alpha-fetoprotein, LDH, CEA, CA 19-9, and HE4. See
Discussion for usefulness of diagnostic tests.

€ See NCCN Guidelines for Genetic/Familial High-Risk
Assessment: Breast, Ovarian, and Pancreatic and NCCN
Guidelines for Genetic/Familial High-Risk Assessment:
Colorectal.

f Germline and somatic BRCA1/2 status informs
maintenance therapy.

9In the absence of a BRCA1/2 mutation, HRD status may
provide information on the magnitude of benefit of PARPI
therapy (OV-B).

Carcinosarcoma (LCOC-2)

or

Suspect
unresectable

-+ Neoadjuvant Therapy (OV-2)

residual disease

Ovarian serous borderline epithelial tumors (LCOC-8)

or

Malignant sex cord-stromal tumors (LCOC-11)

or

Malignant germ cell tumors (LCOC-12)

h Evaluation by a gynecologic oncologist is recommended for:

«All patients with suspected ovarian malignancies; published data demonstrate that primary assessment

and debulking by a gynecologic oncologist results in a survival advantage.

«Patients being evaluated for neoadjuvant therapy prior to being considered a poor surgical candidate.

*Management of occult STICs.

*Consideration of laparoscopic evaluation to determine feasibility of debulking surgery in select patients.

*Endometrial biopsy as clinically indicated.

i Principles of Surgery (OV-A).
I Principles of Pathology (OV-B).

" Although comprehensive surgical staging has not been shown to improve survival in patients with no
evidence of residual disease, it can be important for determining the most appropriate postoperative
management options, including selection of adjuvant and maintenance therapy.

| Note: All recommendations are category 2A unless otherwise indicated.

oV-3
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PATHOLOGIC STAGINGS:t PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANT THERAPYY
LCOC, any stage™t » LCOC-1
OOrbserve Provide symptom
Grade 2 endometrioid — |Intravenous (IV) platinum-based Eeasllasguepn;i?tti\?g‘iare
therapy™! [see primary regimens for Refer f lliati .
stage | disease (OV-C. 5 of 12)] eter for patiative Monitoring/
Stage IAor IB _, |care ass_essment, if Follow-Up
Grade 3 endometrioid/ appropriate. (OV-6)
high-grade serous . mu o NCC_:N_GwdeIlnes for
carcinomas IV platinum-based therapy™ Palliative Care
[see primary regimens for _— * NCCN Guidelines for
Stage IC stage | disease (OV-C, 5 of 12)] Survivorship
(High-grade serous or >
grade 2/3 endometrioid)
Provide symptom
management and best
supportive care. Refer for
Stage Il Platinum-based chemotherapy palliative care assessment, Maintenance
Stage Il > |[see primary regimens for stage lI-IV [— | if appropriate. ™ Therapy (OV-5)
Stage IV disease (OV-C, 6 of 12)]™! * NCCN Guidelines for
Palliative Care
* NCCN Guidelines for
Survivorship

M See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).

N Carcinosarcoma, clear cell, mucinous, low-grade serous, grade 1 endometrioid,
borderline epithelial, malignant sex cord-stromal tumors, and germ cell tumors.

$ Pathologists recommend categorizing serous ovarian cancer as either low-grade or high-
grade. Grade 2 serous is considered high-grade.

t Consider expert pathologic review to confirm histologic diagnosis. See WHO Histologic

Classification (OV-E).

| Note: All recommendations are category 2A unless otherwise indicated.

U Patients receiving primary chemotherapy will be monitored as follows:

1-Every 1-3 cycles: Physical exam and consider pelvic exam

2. As indicated: Interim CBC and chemistry profiles

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

4. Chest/abdomen/pelvis (C/A/P) CT or MRI with contrast, PET/CT (skull
base to mid-thigh), or PET as indicated.

oV-4
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STAGE II, Il IVY MAINTENANCE THERAPY9™MX
POST PRIMARY TREATMENT Observe (if CR)
Complete response (CR)W or . | . Monitoring/
o o Partb | > Follow-Up (OV-6)
BRCA1/2 Partial response (PR) Rucaparib
No wild-type or or
bevacizumab unknown9 Therapy for Persistent Disease or Recurrence (OV-7)
used during g:a;)rlg (:_'::saiz‘; ——» Therapy for Persistent Disease or Recurrence (OV-7)
v primary Germline 9
Stage II-IV therapy or somatic Olaparib (category 1)
gpostt pr":;ary BRCA1/2 o ib (cat "
reatmen i iraparib (category
« Imaging? mutation CRY/PR > |or .
as clinically Rucaparib
indicated: or
« C/IA/P CT, Observe for select stage Il disease with CR L, Monitoring/
r)nrRFI’E?I'E(ZIIgII-I Homologous recombination (HR) Bevacizumab | Eollow-Up (OV-6
base to mid- proficient or status unknown ’
thigh) CRY/PR Bevacizumab + olaparib (category 1)
BRCA1/2 HR or
wild-type or deficient —— Bevacizumab + niraparib (if unable to tolerate olaparib)
Bevacizumab unknown?9 or
used as part Stable di Bevacizumab
of primary . able disease i .
therapy Germllne_ or Progression — > Therapy for Persistent Disease or Recurrence (OV-7)
or somatic . .
BRCA1/2 < Bevacizumab + olaparib (category 1)
mutation g
utatl CR"/PR Bevacizumab + niraparib (if unable to tolerate olaparib)
or -
ol ibY Monitoring/
o parl Follow-Up (OV-6)
Niraparib¥
or
2 CT is performed with oral and IV contrast (unless contraindicated) and rectal contrast Rucaparib¥

as needed.

9 In the absence of a BRCA1/2 mutation, HRD status may provide information on the
magnitude of benefit of PARPI therapy (OV-B).

™M See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions
(QV-D).

V Post primary treatment recommendations for stage II-1V high-grade serous or grade
2/3 endometrioid carcinoma; consider for clear cell carcinoma or carcinosarcoma with
a BRCA1/2 mutation.

Note: All recommendations are category 2A unless otherwise indicated.

W No definitive evidence of disease.

X Data are limited for maintenance therapy with a PARPi for patients with stage Il disease.

Y After first-line therapy with bevacizumab, data are limited on maintenance therapy with a
single-agent PARPI (olaparib, niraparib, or rucaparib) for patients with a germline or somatic
BRCA1/2 mutation. However, based on the magnitude of benefit of PARPi maintenance
therapy for other subgroups, single-agent PARPi can be considered.

OV-5
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Stage |, Il,
1, and

IV after
primary
treatment

—

2 CT is performed with oral and IV contrast (unless contraindicated) and rectal

MONITORING/FOLLOW-UP

* Visits every 2—4 mo for 2 y, then
3-6 mo for 3 y, then annually
after5y

* Physical exam including pelvic
exam as clinically indicated

« C/A/IP CT, MRI, PET/CT, or PET
(skull base to mid-thigh) as
clinically indicated?®

* CBC and chemistry profile as
indicated

* CA-1257 or other tumor markers
if initially elevated

* Refer for genetic risk
evaluation, if not previously
done®

* Long-term wellness care (NCCN

Guidelines for Survivorship)

contrast as needed.
€ See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast

Ovarian, and Pancreatic and NCCN Guidelines for Genetic/Familial High-Risk

Rising CA-125,
no previous
chemotherapy
or

Clinical relapse,
no previous
chemotherapy

Clinical relapse,
previous
chemotherapy

Serially rising
CA-125, previous
chemotherapy

Assessment: Colorectal.
m See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions

(OV-D).

ZThere 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.

aa Consider symptom management and best supportive care. See NCCN
Guidelines for Palliative Care. Refer for palliative care assessment, if appropriate.

| Note: All recommendations are category 2A unless otherwise indicated.

—>

—>

RECURRENT DISEASE?2

* Imaging studies as
clinically indicated:2:Pb
C/A/P CT, MRI, PET/CT, or
PET

* Tumor molecular testing®®
if not previously done

* Imaging studies as
clinically indicated:2:Pb
C/A/P CT, MRI, PET/CT, or
PET

* Tumor molecular testing®®
if not previously done

* Imaging studies as
clinically indicated:2:Pb
C/A/P CT, MR, PET/CT, or
PET

* Tumor molecular testing®®
if not previously done

Primary

Treatment (OV-1)

Therapy for
Persistent Disease or

Recurrence (OV-7)

>

Delay treatment until

clinical relapse
O )

Immediate treatment

for recurrent disease

(category 2B)™

bb Syrveillance imaging may be indicated when tumor markers are considered

unreliable, the physical exam is unreliable, and/or there is a high risk of
recurrence.

¢ Validated molecular testing should be performed in a CLIA-approved facility

using the most recent available tumor tissue. Tumor molecular analysis is
recommended to include, at a minimum, tests to identify potential benefit

from targeted therapeutics that have tumor-specific or tumor-agnostic benefit
including, but not limited to, HER2 status (by IHC), BRCA1/2, HRD status,
microsatellite instability (MSI), mismatch repair (MMR), tumor mutational burden
(TMB), BRAF, FRa (FOLR1), RET, and NTRK if prior testing did not include these
markers. More comprehensive testing may be particularly important in LCOC with
limited approved therapeutic options (OV-B).

OV-6
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DISEASE STATUS®:¢c¢.dd

Platinum-resistant disease:®®
Progression on primary,
maintenance or recurrence therapy

THERAPY FOR PERSISTENT DISEASE OR RECURRENCEMff:gg;hh

or Best supportive care (NCCN Guidelines for Palliative Care)

Stable or persistent disease — [and/or
(if not on maintenance therapy)

or

Complete remission and relapse <6

mo after completing chemotherapy

Platinum-sensitive disease:®®
Complete remission

and relapse 26 mo

after completing prior
chemotherapy

€ See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian. and
Pancreatic and NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal.

m See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).

¢ Validated molecular testing should be performed in a CLIA-approved facility using
the most recent available tumor tissue. Tumor molecular analysis is recommended to
include, at a minimum, tests to identify potential benefit from targeted therapeutics that
have tumor-specific or tumor-agnostic benefit including, but not limited to, HER2 status
(by IHC), BRCA1/2, HRD status, MSI, MMR, TMB, BRAF, FRa (FOLR1), RET, and
NTRK if prior testing did not include these markers. More comprehensive testing may be
particularly important in LCOC with limited approved therapeutic options (OV-B).

dd Tumor molecular testing prior to initiation of therapy for persistent/recurrent disease, if
not previously done.

Note: All recommendations are category 2A unless otherwise indicated. |

Recurrence therapy (OV-C, 9 of 12)™ilii

e Definitions of platinum-sensitive and platinum-resistant disease
represent a spectrum of disease; clinical judgment and flexibility should
be utilized in determining treatment options.

ff Data are limited on primary and maintenance therapy for recurrent/
persistent LCOC.

99 During and after treatment for recurrence, patients should be evaluated
as indicated with tumor markers and repeat imaging (with modalities
previously used) to document response and/or disease status.

hh Ancillary Palliative Surgical Procedures (OV-A 4 of 4).

i Patients who progress on two consecutive therapy regimens without
evidence of clinical benefits have diminished likelihood of benefitting
from additional therapy. Decisions to offer clinical trials, supportive care

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

I'Localized radiation therapy (RT) can be considered to palliate
symptoms and/or for oligometastatic disease.

ov-7

Version 3.2024, 07/15/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

15



Printed by Anne Koch Baland on 12/6/2024 11:49:49 AM. For personal use only. Not approved for distribution. Copyright © 2024 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National NCCN Guidelines Version 3.2024

. NCCN Guidelines Index
Comprehensive

Norad Cancer Epithelial Ovarian Cancer/Fallopian Tube Cancer/ Table of Contents
. . Discussion
Network® Primary Peritoneal Cancer
DISEASE STATUS®:cc.dd RECURRENCE THERAPY FOR PLATINUM-SENSITIVE DISEASE™:ff.gg,hh
N lati i
g:;?ﬂgﬁgﬁ%fhzgﬁf m Maintenance therapy (if PR or CR)
Radiographic | |Consider preferred for first ) .
and/or clinical L, |S€condary recurrence (category 1) * Useful in certain circumstances:
relapse cytoreductive or . » Continue bevacizumab if previously
Platinum- P surgery" Recurrence therapy™l treated with chemotherapy +
sensitive and/or bevacizumab;
disease:®® :BNecs:E f‘lugppdrtil\_/e ca;e
Complete CN Guidelines tor or Monitoring/
remission and ] Palliative Care Follow-Up
relapse 26 mo » PARPi theraplyk(for those with BRCA (OV-6)
after completing . . . 1/2 mutation)**:
prior Biochemical gﬁ?gg?::ﬁrige:;dl;grIclinical 0 If not previously used (category 1)
chemotherapy relapse (rising relapse 0 If disease has not progressed
?ag}lziaanrﬂcno during prior PARPi treatment
evidegr’lcepof Immediate platinumn;based
disease) ;?]%t;;rrence therapy™ (category 2B) or
Best supportive care (NCCN _
Guidelines for Palliative Care) Observe "

€ See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and
~ Pancreatic and NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal.  ff Data are limited on primary and maintenance therapy for recurrent/persistent LCOC.

! Principles of Surgery (OV-A). 99 During and after treatment for recurrence, patients should be evaluated as indicated with
) Principles of Pathology (OV-B). tumor markers and repeat imaging (with modalities previously used) to document response

™M See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D). and/or disease status.
CC Validated molecular testing should be performed in a CLIA-approved facility using the hh Ancillary Palliative Surgical Procedures (OV-A 4 of 4).

most recent available tumor tissue. Tumor molecular analysis is recommended to include, Il Localized RT can be considered to palliate symptoms and/or for oligometastatic disease.
at a minimum, tests to identify potential benefit from targeted therapeutics that have tumor- kk pARPj options include niraparib, olaparib, or rucaparib in patients with BRCA-mutated
specific or tumor-agnostic benefit including, but not limited to, HER2 status (by IHC), platinum-sensitive disease who have completed two or more lines of platinum-based
BRCA1/2, HRD status, MSI, MMR, TMB, BRAF, FRa (FOLR1), RET, and NTRKif prior therapy. Based on FDA indication, niraparib is limited to those with a deleterious or
testing did not include these markers. More comprehensive testing may be particularly suspected deleterious germline BRCA mutation. Based on FDA indications, olaparib and
important in LCOC with limited approved therapeutic options (OV-B). rucaparib are limited to those with a deleterious or suspected deleterious BRCA mutation
dd Tumor molecular testing prior to initiation of therapy for persistent/recurrent disease, if not  (germline or somatic). Caution should be used when using maintenance PARPi for longer
previously done. than 24 months. There are limited data on the use of a maintenance PARPI in patients who

€€ Definitions of platinum-sensitive and platinum-resistant disease represent a spectrum of previously received a PARPi. Combination bevacizumab/PARPi is not recommended for
disease; clinical judgment and flexibility should be utilized in determining treatment options.  maintenance after recurrence therapy.

Note: All recommendations are category 2A unless otherwise indicated.

OoV-8
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DIAGNOSIS®P
Carcinosarcoma _
(malignant mixed Miillerian tumor [MMMT]) > Lcoc-2
Clear cell carcinoma of the ovary > LCOC-3
Mucinous neoplasms of the ovary > LCOC-4
Grade 1 endometrioid carcinoma > LCOC-5

Surgery®d and histologic diagnosis®-

Low-grade serous carcinoma > LCOC-6
Ovarian serous borderline epithelial _ LCcOcC-8 to
tumors (low malignant potential [LMP]) "~ LcocC-10
Malignant sex cord-stromal tumors > LCOC-11
Malignant germ cell tumors » LCOC-12

a8 WHO Histologic Classification (OV-E).

b Due to emerging therapeutics for LCOC, there is value in identifying potential pathways for rare cancers and it may be useful for clinical trial recruitment. Tumor
molecular testing can be considered, if not previously done, as it may help guide treatment. There are limited data in these cancers given their infrequency and it will
be difficult to acquire prospective data. Individualized treatment may be the best treatment for these rare tumors. [Committee on the State of the Science in Ovarian
Cancer, et al. Ovarian Cancers: Evolving Paradigms in Research and Care. Washington (DC): National Academies Press (US) Copyright 2016 by the National
Academy of Sciences. All rights reserved; 2016.]

¢ Principles of Surgery (OV-A).

d Principles of Pathology (OV-B).

€ LCOC are typically diagnosed after surgery. See Workup (OV-1).

| Note: All recommendations are category 2A unless otherwise indicated. |

LCOC-1
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NCCN ﬁgmg;k Carcinosarcoma (Malignant Mixed Millerian Tumors) Discussion
PATHOLOGIC DIAGNOSIS? ADJUVANT TREATMENT MONITORING/
FOLLOW-UP
Monitoring/
IV paclitaxel/carboplatin every Stage | > F(;)Irc:ve_rbnpg
3 weeks (preferred)f (including
Carcinosarcghmia (MMMTs) . |or tumor testing)
of the ovary9-™ Other systemic therapy If known BRCA1/2 aRI:: rrence
« Stage | (OV-C, 5 of 12) Stage mutation, consider ,‘herlaj ]
* Stage II-IV (OV-C, 6 of 12) II—I3 — [maintenance therapy (OV-GP)V

a8 WHO Histologic Classification (OV-E).

f See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).
9 If not previously done, consider surgical staging and resection of residual disease (OV-3).
NI not previously done, consider germline and somatic testing (OV-B).

(post-primary
therapy) (OV-5)

i Germline and somatic BRCA1/2 status informs maintenance therapy. In the absence of a BRCA1/2 mutation, HRD status may provide information on the magnitude of

~ benefit of PARPI therapy.
I Data are limited on primary and maintenance therapy for recurrent/persistent LCOC.

Note: All recommendations are category 2A unless otherwise indicated. |
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Network
PATHOLOGIC ADJUVANT TREATMENTf MONITORING/
DIAGNOSIS? FOLLOW-UP

IV platinum-based therapy
[see primary regimens for stage | disease
Stage IA > |(OV-C. 5 of 12)] >
’ or
Observe?
Monitoring/Follow-Up
Clear cell carcinoma Stage IV platinum-based therapy (including tumor testing)
of the ovaryg’h’i ICZE o [see primary regimens for stage | disease | —— > > [and .
(OV-C, 5 of 12)] Recurrence therapy!
(OV-6)
If known BRCA1/2
. mutation, consider
Stage IIHIV —> Sg\s/f(e:mécotfh1e2|'apy — |maintenance therapy |(—
(OV-C. 6 of 12) (post-primary therapy)
(OV-5)

a8 WHO Histologic Classification (OV-E).

f See Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).

9 If not previously done, consider surgical staging and resection of residual disease (OV-3).

!“ If not previously done, consider germline and somatic testing (OV-B).

' Germline and somatic BRCA1/2 status informs maintenance therapy. In the absence of a BRCA1/2 mutation, HRD status may provide information on the magnitude
~ of benefit of PARPI therapy.

I Data are limited on primary and maintenance therapy for recurrent/persistent LCOC.

Note: All recommendations are category 2A unless otherwise indicated. |

LCOC-3
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Netmork? Mucinous Neoplasms of the Ovary Discussion
PATHOLOGIC ADDITIONAL WORKUP ADJUVANT TREATMENTf MONITORING/
DIAGNOSIS? FOLLOW-UP
Stage
IA—?B — Observe >
carcinoma
Monitoring/
Follow-Up
Observe (including
StagelC —, |or > |_p [tumor testing)
carcinoma Systemic therapy (OV-C, 5 of 12)f and
If not previously done: Eii::‘yejnce

i oK
Mucinous neoplasms * Gl evaluation
of the ovaryg’hp — |+ Carcinoembryonic (OV-6)

antigen (CEA)

*CA19-9
Stage II-IV

carcinoma —> Systemic therapy (OV-C. 6 of 12)f —

Borderline —» Observe

2 WHO Histologic Classification (OV-E).
fSee Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).

9 If not previously done, consider surgical staging and resection of residual disease (OV-3).

N If not previously done, consider germline and somatic testing (OV-B).

) Data are limited on primary and maintenance therapy for recurrent/persistent LCOC.

k Consider additional testing, including but not limited to upper and lower endoscopic evaluation, to aid in the identification of metastatic GI malignancies versus primary

mucinous ovarian cancer.

Note: All recommendations are category 2A unless otherwise indicated. |

LCOC-4
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NCCN il Grade 1 Endometrioid Carcinoma Discussion
PATHOLOGIC ADJUVANT TREATMENT MONITORING/
DIAGNOSIS? FOLLOW-UP
Stage IA-IB — Observe9 >
Observe? (category 2B)
or Observe
Systemic therapy (OV-C, 5 of 12)f or
Maintenance letrozole
Grade1 + Chemotherapyf > It 2B fh Monitoring/Follow-Up
endometrioid StageIC —— (category 2B) or other ; ; :
) hormonal thera (including tumor testing)
carcinomadh/! or Py —» |and
(category 2B)™ an ;
Recurrence therapy!
« Hormonal therapy' - (OV-6)
(category 2B)
Observe
Systemic therapy (OV-C. 6 of 12)f or
« Chemotherapy’ » |Maintenance letrozole
(category 2B) or other
. hormonal therapy
Stage ll-IV —> | or (category 2B)™
+ Hormonal therapyf .
(category 2B)
a8 WHO Histologic Classification (OV-E).
f See Principles of Systemic Therapy (OV-C) and Management of Drug . L . . .
Reactions (OV-D). ) Data are limited on primary and maintenance therapy for recurrent/persistent LCOC.
9If not previously done, consider surgical staging and resection of residual I'MSI/MMR testing is recommended for all patients with endometrioid carcinoma.
disease (OV-3). ™ Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole,
N If not previously done, consider germline and somatic testing (OV-B). exemestane), leuprolide acetate, goserelin acetate, and tamoxifen.

| Note: All recommendations are category 2A unless otherwise indicated. |

LCOC-5

Version 3.2024, 07/15/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

21



Printed by Anne Koch Baland on 12/6/2024 11:49:49 AM. For personal use only. Not approved for distribution. Copyright © 2024 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National . . . I
comprehensive NCCN Guidelines Version 3.2024 NCCNTig;g%“f”ggr:[‘ednig
NCCN RS Low-Grade Serous Carcinoma Discussion
Network
PATHOLOGIC ADJUVANT TREATMENT MONITORING/
DIAGNOSIS? FOLLOW-UP
E,E?Be ——>  Observe? >
Observe? (category 2B) Observe
or or Monitoring/
Systemic therapy (OV-C. 5 of 12)f Maintenance letrozole %
Low-grade « Chemotherapyf > |or up tor,
serous StageIC — i Other hormonal therapy —> [R)?Wint
carcinoma%h or (category 2B)" —(nga(;‘g??l
+ Hormonal therapyf »
(category 2B)
Systemic therapy (OV-C. 6 of 12)f :\)nraintenance letrozole
« Chemotherapy' > |Other hormonal therapy
Stage (category 2B)"
l-1v or
« Hormonal therapy® .
(category 2B)
a8 \WHO Histologic Classification (OV-E).
fSee Principles of Systemic Therapy (OV-C) and Management of Drug Reactions (OV-D).
9 If not previously done, consider surgical staging and resection of residual disease (OV-3).
N'If not previously done, consider germline and somatic testing (OV-B).
N Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole, exemestane), leuprolide acetate, and goserelin acetate.
| Note: All recommendations are category 2A unless otherwise indicated. |
LCOC-6
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Discussion

MONITORING/FOLLOW-
UP FOR RECURRENCE

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

* Physical exam including pelvic exam
as clinically indicated

* Tumor molecular testing if not
previously done®

» C/A/P CT, MRI, PET/CT, or PET (skull

base to mid-thigh) as clinically Recurrent
indicatedP diseaset

* CBC and chemistry profile as
indicated

* CA-1259 or other tumor markers if
initially elevated

* Refer for genetic risk evaluation, if
not previously done’

* Long-term wellness care (NCCN
Guidelines for Survivorship)

fSee Principles of Systemic Therapy (OV-C) and Management of Drug
Reactions (OV-D).

0 Validated molecular testing should be performed in a CLIA-approved facility
using the most recent available tumor tissue. Tumor molecular analysis is
recommended to include, at a minimum, tests to identify potential benefit
from targeted therapeutics that have tumor-specific or tumor-agnostic benefit
including, but not limited to, HER2 status (by IHC), BRCA1/2, HRD status,
MSI, MMR, TMB, BRAF, FRa (FOLR1), RET, and NTRK if prior testing did
not include these markers. More comprehensive testing may be particularly
important in LCOC with limited approved therapeutic options (OV-B).

P CT is performed with oral and IV contrast (unless contraindicated) and rectal
contrast as needed.

4 There 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.

| Note: All recommendations are category 2A unless otherwise indicated.
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RECURRENCE THERAPYS

Trametinibf

or

Binimetinib (category 2B)f

or

Dabrafenib + trametinib (for BRAF V600E-positive tumors)f
or

Hormonal therapy"

or

Chemotherapy (if not previously used), see OV-C (6 of 12)
or

Other systemic therapy®v

¢ For platinum-sensitive disease, see OV-C (8 of 12)

* For platinum-resistant disease, see OV-C (9 of 12

or

Observation

"See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian,
and Pancreatic and NCCN Guidelines for Genetic/Familial High-Risk Assessment:
Colorectal.

$ There is no standard sequencing of drugs for recurrent disease. Considerations
include prior therapies, disease burden, relative efficacy, and relative toxicity profile.

t Consider secondary cytoreduction in patients with long disease-free interval, isolated
masses rather than diffuse carcinomatosis on imaging, and/or bowel obstruction.

U An aromatase inhibitor (ie, letrozole, anastrozole, exemestane) is preferred
if not used previously. Fulvestrant, leuprolide acetate, or goserelin acetate is
recommended if an aromatase inhibitor was given previously.

V Data are limited on maintenance therapy for recurrent/resistant LCOC. See OV-8 for
maintenance options after platinum-based therapy, and patient selection criteria.

LCOC-7
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PATHOLOGIC ADJUVANT TREATMENT*

DIAGNOSIS?

No low-grade

. _—
serous carcinoma Observe

. Monitoring/
Prior complete , Tt orngr
surgical resection®d Follow-up_

(LCOC-10)
Low-grade serous See adjuvant
carcinoma%V options (LCOC-6)

Ovarian serous borderline
epithelial tumors (LMP)?

Prior incomplete

surgical resection® LCOC-9

@ WHO Histologic Classification (OV-E).

¢ Principles of Surgery (OV-A).

d Principles of Pathology (OV-B).

W Chemotherapy (IV or IP) has not been shown to be beneficial in ovarian borderline epithelial tumors (LMP).
X Standard recommendation includes a patient evaluation by a gynecologic oncologist.

| Note: All recommendations are category 2A unless otherwise indicated.

LCOC-8
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Network® (Low Malignant Potential)
PATHOLOGIC ADJUVANT TREATMENTX
DIAGNOSIS?
Completion surgery (contralateral
USO, hysterectomy) and B ——— . Monitoring/
resection of residual diseaseY ﬁ:;?e:mglgn —> (Follow-up
P ay (LCOC-10)
or
Residual i : ; Low-grad
disease Fertility-sparing sdurgery (if ow-grade
fertility desired)®® and resection £ serous +LCOC-6
S?tSP‘f*Ft‘:d > | of residual diseaseY? carcinoma on R
arter firs final pathology"
procedure
. and/or on or
Ovarian imaging
serous :
. . . High-grade
borderline Consider no surgical R .
ithelial CIAIP CT intervention for select patients®? > serous on final| = OV-4
epithelia with contrast pathology"
tumor (LMP), if not
incomplete | previously
surgical done
staging,?
or tumor
reductive
surgery No residual disease Monitoring/
remaining after first —> Observe? > |Follow-up
procedure and/or on imaging (LCOC-10)

Y For pathologically proven ovarian borderline epithelial tumors, lymph node

a8 WHO Histologic Classification (OV-E).
¢ Principles of Surgery (OV-A).

d Principles of Pathology (OV-B).

W Chemotherapy (IV or IP) has not been shown to be beneficial in ovarian borderline

epithelial tumors (LMP).

evaluation may be considered on a case-by-case basis.

Z|n patients who underwent USO, consider completion surgery (eg,
contralateral USO, hysterectomy) after completion of childbearing
(category 2B).

aa |f patient is medically unfit, or for those with unresectable residual
disease.

X Standard recommendation includes a patient evaluation by a gynecologic oncologist.

Note: All recommendations are category 2A unless otherwise indicated.
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Network® (Low Malignant Potential)
MONITORING/FOLLOW-UP RECURRENT DISEASE RECURRENCE THERAPY

Noninvasive disease —— Observe

* Visits every 3—12 mo for up to 5 y,
then as clinically indicated

* Physical exam including pelvic exam
as clinically indicated

Surgical ;
* CA-1259 or other tumor markers every Clinical eva?uation Low-grade invasive E(e:%z(a:pproprll)ate d
visit if initially elevated ™ relapse + debulking carcinoma { page based on
* CBC, chemistry profile as indicated if appropriate histology" (LCOC-1)
* ImagingP as clinically indicated: C/A/P
CT, MRI, PET/CT, or PET (skull base to
mid-thigh)
¢ Ultrasound as indicated for patients . . . L
with fertility-sparing surgery High-grade invasive Treatment as epithelial

. R — -
carcinoma ovarian cancerV (OV-4)

P CT is performed with oral and IV contrast (unless contraindicated) and rectal contrast as needed.

4 There 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.

W Chemotherapy (IV or IP) has not been shown to be beneficial in ovarian borderline epithelial tumors (LMP).

Note: All recommendations are category 2A unless otherwise indicated. |

LCOC-10
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CLINICAL PRESENTATION/ ADJUVANT RECURRENCE
DIAGNOSIS TREATMENT THERAPY
Stage | cc
_ > >
Low risk Observe
Eliii?gasﬁy Fertility- Surveillance
confined | | 205 in| | |Stage I, high risk > (LCOCE)
to ovary, complete (eg, ruptured Observe®® (category 2B)
. fertility i c,d,bb stage IC or poorly
Malignant sex desired staging . . or
cord-stromal differentiated stage I)| _, | consider platinum-based
tumors? or . . chemotherapydd-ee
Intermediate risk (category 2B)
c | (eg, heterologous
omplete elements)
All others staging®d:bb
If clinical relapse:
Consider
Platinum-based secondary
Stage IV glrlemotheraluy“""’ee _, |surveillance gyt‘;?r‘)’,“ctive
~ L -B u
RT for limited (LCOC-B) or
disease (category 2B) Recurrence
therapy®e-ff
2 WHO Histologic Classification (OV-E). dd Acceptable options include paclitaxel/carboplatin (preferred), EP (etoposide, cisplatin), or BEP
¢ Principles of Surgery (OV-A). (bleomycin, etoposide, cisplatin) (category 2B).
d Principles of Pathology (OV-B). €€ See Principles of Systemic Therapy (OV-C) and Systemic Therapy Regimens for Malignant Germ
bb | ymphadenectomy may be omitted. Cell/Sex Cord-Stromal Tumors (LCOC-A).
¢ Inhibin levels can be followed for granulosa cell tumors. ffLocalized RT can be considered to palliate symptoms and/or for oligometastatic disease.
| Note: All recommendations are category 2A unless otherwise indicated. |
LCOC-11
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CLINICAL PRESENTATION/ TREATMENTX
DIAGNOSIS
Fertility-sparing surgery
Fertility desired »|and comprehensive staging
Initial |(OV-A) Treatment
LCOC-13
surgery99 < _ (LCOC-13)
Fertility not desired > (C(;’\',‘_‘X;e‘e stagingsurgery
Malignant
germ cell Completely staged >
tumors Positive imaai Fertility desired, then fertility-sparing |_, Ireatment
OZ' |ve_;|_11ag|ng surgery and comprehensive staging; LCOC-13
:xn posi |\;(e ’ fertility not desired, then completion
Prior umor markers staging surgery (OV-A)
surgery99 Dysgerminoma

Negative imaging

or i
. and positive
Grade 1 immature
teratoma tumor markers
Incompletely Negative imaging
staged: C/A/P and negative
CT with tumor markers
contrast (if
not previously
done) Positive
imaging and
Srr::jl;rg::‘nila’l sinus positive tumor
inu markers

tumor (yolk sac
tumor), grade 2-3
immature teratoma,
nongestational
choriocarcinoma,
or mixed histology

tumor markers

X Standard recommendation includes a patient evaluation by a gynecologic oncologist.

Negative imaging and
positive or negative >

Consider observation (category 2B) with close
monitoring]of tumor markers until normalization
(LCOC-B)

—

— Consider observation (category 2B) (LCOC-B)

Fertility desired, then fertility-
sparing surgery and comprehensive
staging;

fertility not desired, then completion
staging surgery with possible tumor
reductive surgery (OV-A)

or

Chemotherapy (LCOC-13)

Treatment

— (LCOC-13)

99 Surgical principles for pediatric/young adult patients may differ from those for adult patients. See Principles of Surgery (OV-A).
hh Repeat imaging if tumor markers plateau at significant abnormal level or rise. If imaging positive, follow pathway above for positive imaging and positive tumor markers.

Note: All recommendations are category 2A unless otherwise indicated.

LCOC-12
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NCCN RS Malignant Germ Cell Tumors Discussion
Network
PATHOLOGIC ADJUVANT TREATMENT MONITORING/ THERAPY FOR RECURRENT/
DIAGNOSIS? FOLLOW-UP PERSISTENT DISEASE®
Stage | N
dysgerminoma!
or Observe
Stage |, grade 1 Surveillance (LCOC-B)
immatureii c let
teratoma omplete
clinical — LCOC-14
Any stage response Necrotic Fc_)ll_ow path for complete
embryi?nal tissue clinical response (LCOC-14)
tumor ) Biopsy
Any stage Imaging® ) CIAIP CTP or MRI
ini i Beni or as
endodermal as clinically| [ pegigual Consider te?'ra‘:grr:la clinically indicated |~ |
sinus tumor (yolk indicated: tumor on surgical
sac tumor)" C/A/P CT, radiographic resection
or > Chemotherapyil +|MRI, PET/ imagina: _
Stage II-IV CT or PET ging; or Residual
dysgerminoma ’ markers malignancy
or (skull base | | - |normalkk Observe .
Stage |, grade to mid- [Surveillance »W
2 or 3 or Stage thigh) LCOC-B)] TIP (paclitaxel/ifosfamide/ (Lcoc-B)
teratoma cisplatin)
or Persistently or ;
Any stage elevated markerskk High-dose chemotherapy" +
nongestational with definitive » (hematopoietic cell transplant
choriocarcinoma idual di (HCT) (strongly recommend
residual disease referral to tertiary care center for
potentially curative regimen)

a8 WHO Histologic Classification (OV-E).

P CT is performed with oral and IV contrast (unless contraindicated) and rectal contrast as needed.

ff Localized RT can be considered to palliate symptoms and/or for oligometastatic disease.

ii Pediatric/adolescent patients with the following clinical presentations may consider observation or chemotherapy as treatment options: stage IA, IB dysgerminoma; stage IA, grade 1

_immature teratoma; stage IA embryonal carcinomas; or stage IA yolk sac tumors. Consultation with a pediatric oncologist for pediatric/adolescent patients is recommended.
Primary Systemic Therapy Regimens for Malignant Germ Cell Tumors (LCOC-A).

kk' See OV-1 for markers.

I High-dose chemotherapy regimens vary among institutions. Some patients are potentially curable with HCT. Patients with potentially curable recurrent germ cell disease should be
referred to a tertiary care institution for HCT consultation and potentially curative therapy.

Note: All recommendations are category 2A unless otherwise indicated.

LCOC-13
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Discussion

MONITORING/FOLLOW-UP
AFTER ADJUVANT TREATMENT

THERAPY FOR RECURRENT/
PERSISTENT DISEASEf

PATHOLOGIC
DIAGNOSIS?

Any stage
embryonal

tumor!

or

Any stage
endodermal
sinus tumor (yolk Abnormal

n

cs)?c tumor) Complete clinical Observe markers, r "

o (Lcoc-B) —*|definitive |——|High-dose chemotherapy! + HCT
Stage II-IV response recurrent (category 2B)
dysgerminoma > gory
or disease or
Stage |, grade
2 or 3 or Stage
1I-IV immature
teratoma
or
Any stage
nongestational
choriocarcinoma

Second-line
chemotherapy®® (category 2B)
or

Consider surgery for select patients

a WHO Histologic Classification (OV-E).

ee See Principles of Systemic Therapy (OV-C) and Systemic Therapy Regimens for Malignant Germ Cell/Sex Cord-Stromal Tumors (LCOC-A).

Complete
clinical
response

Incomplete
clinical
response

ff Localized RT can be considered to palliate symptoms and/or for oligometastatic disease.

— LCOC-A

i Pediatric/adolescent patients with the following clinical presentations may consider observation or chemotherapy as treatment options: stage IA, IB dysgerminoma;
stage IA, grade 1 immature teratoma; stage |A embryonal carcinomas; or stage IA yolk sac tumors. Consultation with a pediatric oncologist for pediatric/adolescent

patients is recommended.

I' High-dose chemotherapy regimens vary among institutions. Some patients are potentially curable with HCT. Patients with potentially curable recurrent germ cell

disease should be referred to a tertiary care institution for HCT consultation and potentially curative therapy.

Note: All recommendations are category 2A unless otherwise indicated.
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SYSTEMIC THERAPY REGIMENS?
MALIGNANT GERM CELL/SEX CORD-STROMAL TUMORS
MALIGNANT GERM CELL TUMORS?2P:¢
Primary Preferred Regimens Other Recommended Regimens
Therapy * BEP (bleomycin, etoposide, cisplatin)d * None
» Bleomycin 30 units IV per week plus . o
etoposide 100 mg/m? IV daily on days ~ Useful in Certain Circumstances
1-5 plus cisplatin 20 mg/m? IV daily on  « Etoposide/carboplatin®® (for select patients with stage Il-Ill resected dysgerminoma for whom minimizing
days 1-5; repeat every 21 days for 3 toxicity is critical)
cycles for good risk (category 2B), or 4 » Carboplatin 400 mg/m? IV on day 1 plus etoposide 120 mg/m? IV on days 1, 2, and 3 every 28 days for 3 cycles.
cycles for poor risk.
Recurrence Preferred Regimens Other Recommended Regimens
Therapy (Potentially curative) (Palliative only)

- High-dose chemotherapy®
« TIP (paclitaxel, ifosfamide, cisplatin)

« Etoposide/cisplatin (EP), if not
previously used

* Docetaxel

* Docetaxel/carboplatin

« Etoposide (oral)

« Etoposide/ifosfamide/cisplatin (VIP)

» Gemcitabine/paclitaxel/oxaliplatin

» Gemcitabine/oxaliplatin

« Paclitaxel

« Paclitaxel/carboplatin

« Paclitaxel/gemcitabine

« Paclitaxel/ifosfamide

» Pembrolizumab (if microsatellite
instability-high [MSI-H]/mismatch
repair deficient [dMMR] or tumor
mutational burden-high [TMB-H])

« VelP (vinblastine, ifosfamide,
cisplatin)

* VAC (vincristine, dactinomycin,
cyclophosphamide)

« Supportive care (NCCN
Supportive Care Guidelines)

MALIGNANT SEX CORD-STROMAL TUMORS?¢

Primary Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy * Paclitaxel/carboplatin « Etoposide/cisplatin (EP) * BEP (category 2B)
Recurrence Preferred Regimens  Other Recommended Regimens Useful in Certain Circumstances
Therapy + Paclitaxel/carboplatin  « EP, if not previously used + Aromatase inhibitors (ie, anastrozole, exemestane,
« Paclitaxel/ifosfamide letrozole)
* Docetaxel * Leuprolide acetate or goserelin acetate (for granulosa cell
« Paclitaxel tumors)
« Supportive care only (NCCN Supportive Care Guidelines) * Tamoxifen

« Targeted therapy: Bevacizumab’ (single agent)

* VAC (category 2B)

» BEP (category 2B),d if not previously used

@ See Principles of Systemic Therapy (OV-C) and see Discussion for references.

b High-dose chemotherapy regimens vary among institutions. Some patients are
potentially curable with HCT. Patients with potentially curable recurrent germ cell
disease should be referred to a tertiary care institution for HCT consultation and

¢ WHO Histologic Classification (OV-E).

recommended.

d Recommend pulmonary function test if considering bleomycin.
€ Consultation with a pediatric oncologist for pediatric/adolescent patients is

potentially curative therapy.

Note: All recommendations are category 2A unless otherwise indicated.
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f An FDA-approved biosimilar is an appropriate substitute for bevacizumab.
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SURVEILLANCE
MALIGNANT GERM CELL/SEX CORD-STROMAL TUMORS
Malignant Germ Cell Tumors
Year 1 Year 2 Year 3 Years 4-5 After 5 Years
Dysgerminoma
Physical exam and Every 2-3 mo Every 3-4 mo Every 6 mo Every 6 mo Annually
serum tumor markers?
Imaging Abdomen/pelvis CT Abdomen/pelvis CT Abdomen/pelvis CT |Abdomen/pelvis CT |As clinically
(every 3—4 mo) (every 6 mo) (annually) (annually) indicated
Non-dysgerminoma
Physical exam and Every 2 mo Every 2 mo Every 4-6 mo Every 6 mo Annually
serum tumor markers?
Imaging C/AIP CT (every 3-4 C/A/P CT (every 4-6 Abdomen/pelvis CT |Abdomen/pelvis CT |As clinically
mo) months) (every 6-12 mo) (every 6-12 mo) indicated
Malignant Sex Cord-Stromal Tumors®
0-2 Years After 2 Years
Physical exam As clinically indicated based on stage As clinically indicated based on stage
(ie, 6=12 mo if early-stage, low-risk disease; 4-6 mo if (ie, 6=12 mo if early-stage, low-risk disease; 4-6 mo if
high-risk disease) high-risk disease)
Serum tumor markers? * Testing as clinically indicated, if applicable * Testing as clinically indicated, if applicable
« If done, frequency based on stage (ie, 6-12 mo if « If done, frequency based on stage (ie, 6-12 mo if
early-stage, low-risk disease; 4—6 mo if high-risk disease) early-stage, low-risk disease; 4—6 mo if high-risk disease)
Imagingb Reserved for patients with symptoms, elevated biomarkers, Reserved for patients with symptoms, elevated biomarkers,
or suspicious findings on physical exam or suspicious findings on physical exam

a2 See OV-1 for markers.
b Chest x-ray, C/A/P CT, MRI, PET/CT, or PET; with contrast unless contraindicated.

¢ Salani R, Khanna N, Frimer M, et al. An update on post-treatment surveillance and diagnosis of recurrence in women with gynecologic malignancies: Society of
Gynecologic Oncology (SGO) recommendations. Gynecol Oncol 2017;146:3-10.

Note: All recommendations are category 2A unless otherwise indicated.

Version 3.2024, 07/15/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

32



Printed by Anne Koch Baland on 12/6/2024 11:49:49 AM. For personal use only. Not approved for distribution. Copyright © 2024 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National NCCN Guidelines Version 3.2024

NCCN Guidelines Index

Comprehensive . . .
(EISE Canter Ova_rlan Cancer/Fallopian Tube Cancer/Primary fable of Contents
Network® Peritoneal Cancer

PRINCIPLES OF SURGERY'

General Considerations

« It is recommended that a gynecologic oncologist perform the appropriate surgery.

* An open laparotomy including a vertical midline abdominal incision should be used in most patients with a suspected malignant ovarian/
fallopian tube/primary peritoneal neoplasm in whom a surgical staging procedure, a primary debulking procedure, an interval debulking
procedure, or secondary cytoreduction is planned.

» For select patients, a minimally invasive surgical approach may be employed by an experienced surgeon to manage early-stage disease.
Laparoscopy may be useful to evaluate whether optimal cytoreduction can be achieved in patients with newly diagnosed advanced-stage
or recurrent disease.

» Minimally invasive techniques can be used for select patients for interval debulking procedures. Patients who are unable to be optimally
debulked using minimally invasive techniques should be converted to an open procedure.

¢ Intraoperative pathologic evaluation with frozen sections may assist in management.

* Prior to surgery for ovarian cancer, counsel patients about port placement if intraperitoneal (IP) chemotherapy is being considered.

Operative Reports
* Surgeons should describe the following in the operative report:
» Extent of initial disease before debulking pelvis, mid-abdomen, or upper abdomen (cutoffs: pelvic brim to lower ribs).
» Amount of residual disease in the same areas after debulking.
» Complete or incomplete resection; if incomplete, indicate the size of the major lesion and total number of lesions. Indicate if miliary or
small lesions.

1 Fleming GF, Seidman J, Yemelyanova A, and Lengyl E. Epithelial Ovarian Cancer. In: Chi DS, Berchuck A, Dizon D, et al. (eds): Principles Continued

and Practice of Gynecologic Oncology, 7th ed, Philadelphia, Lippincott Williams & Wilkins, 2017:611-705.
Note: All recommendations are category 2A unless otherwise indicated. OV-A
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Newly Diagnosed Invasive Epithelial Ovarian Cancer Apparently Confined to the Ovaries, Fallopian Tubes, and Uterus (apparent stage IA-IIA)
In general, every effort should be made during a primary cytoreduction procedure to achieve maximum cytoreduction of all pelvic disease and
to evaluate for occult disease in the upper abdomen or retroperitoneum.

* On entering the abdomen, aspiration of ascites or peritoneal lavage should be performed for peritoneal cytologic examinations.

« All peritoneal surfaces should be visualized, and any peritoneal surface or adhesion suspicious for harboring metastasis should be
selectively excised or biopsied. In the absence of any suspicious areas, random peritoneal biopsies should be taken from the pelvis,
paracolic gutters, and undersurfaces of the diaphragm (diaphragm scraping for Papanicolaou stain is an acceptable alternative).

* BSO and hysterectomy should be performed with every effort to keep an encapsulated mass intact during removal.

* For selected patients desiring to preserve fertility, USO or BSO with uterine preservation may be considered. Uterine preservation allows for
potential future assisted reproductive approaches.

* Omentectomy should be performed.

¢ Para-aortic lymph node dissection should be performed by stripping the nodal tissue from the vena cava and the aorta bilaterally to at least
the level of the inferior mesenteric artery and preferably to the level of the renal vessels.

* The preferred method of dissecting pelvic lymph nodes is bilateral removal of lymph nodes overlying and anterolateral to the common iliac
vessel, overlying and medial to the external iliac vessel, overlying and medial to the hypogastric vessels, and from the obturator fossa at a
minimum anterior to the obturator nerve.

Newly Diagnosed Invasive Epithelial Ovarian Cancer Involving the Pelvis and Upper Abdomen (stage >1IB)

In general, every effort should be made during a primary cytoreduction procedure to achieve maximum cytoreduction of all abdominal, pelvic,

and retroperitoneal disease. Residual disease <1 cm defines optimal cytoreduction; however, maximal effort should be made to remove all

gross disease since this offers superior survival outcomes.

* Aspiration of ascites (if present) should be performed for peritoneal cytologic examinations. All involved omentum should be removed.

* Suspicious and/or enlarged nodes, identified on preoperative imaging or during surgical exploration, should be resected, if possible.
Resection of clinically negative nodes is not required.

* Procedures that may be considered for optimal surgical cytoreduction (in all stages) include bowel resection and/or appendectomy, stripping
of the diaphragm or other peritoneal surfaces, splenectomy, partial cystectomy and/or ureteroneocystostomy, partial hepatectomy, partial
gastrectomy, cholecystectomy, and/or distal pancreatectomy.

* Select patients with low-volume residual disease after surgical cytoreduction for invasive epithelial ovarian or peritoneal cancer are potential
candidates for IP therapy. In these patients, consideration should be given to placement of IP catheter with initial surgery.

1 Fleming GF, Seidman J, Yemelyanova A, and Lengyl E. Epithelial Ovarian Cancer. In: Chi DS, Berchuck A, Dizon D, et al. (eds):
Principles and Practice of Gynecologic Oncology, 7th ed, Philadelphia, Lippincott Williams & Wilkins, 2017:611-705.

2 \Whitney CW, Spirtos N. Gynecologic Oncology Group Surgical Procedures Manual. Philadelphia: Gynecologic Oncology Group; 2010.

3 Chi DS, Eisenhauer EL, Zivanovic O, et al. Improved progression-free and overall survival in advanced ovarian cancer as a result of a
change in surgical paradigm. Gynecol Oncol 2009;114:26-31.

4 Harter P, Sehouli J, Lorusso D, et al. A randomized trial of lymphadenectomy in patients with advanced ovarian neoplasms. N Engl J Continued
Med 2019;380:822-832.

Note: All recommendations are category 2A unless otherwise indicated. OV-A
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Interval Debulking Surgery After Neoadjuvant Chemotherapy of

Invasive Epithelial Ovarian Cancer

As with a primary debulking procedure, every effort should be

made to achieve maximum cytoreduction during an interval

debulking procedure. Maximal effort should be made to remove
all gross disease in the abdomen, pelvis, and retroperitoneum.

Consultation with a gynecologic oncologist is recommended.

¢ IDS, including completion hysterectomy and BSO with
staging, should be performed after 3—4 cycles of neoadjuvant
chemotherapy for patients with a response to chemotherapy
or stable disease. Alternate timing of surgery has not been
prospectively evaluated but may be considered based on
individual patient-centered factors.

* Hyperthermic intraperitoneal chemotherapy (HIPEC) with
cisplatin (100 mg/m?) can be considered at the time of IDS for
stage lll disease. Sodium thiosulfate may be administered at
the start of perfusion, followed by a continuous infusion, to
allow for renal protection during HIPEC.

« All peritoneal surfaces should be visualized, and any
peritoneal surface or adhesion suspicious for harboring
metastasis should be selectively excised or biopsied.

* An omentectomy should be performed.

* Suspicious and/or enlarged nodes should be resected, if
possible. Removal of lymph nodes noted to have potential
metastasis at the time of initial diagnosis should be
considered, even if not currently suspicious or enlarged.

* Procedures that may be considered for optimal
surgical debulking include bowel resection and/or
appendectomy, stripping of the diaphragm or other
peritoneal surfaces, splenectomy, partial cystectomy and/
or ureteroneocystostomy, partial hepatectomy, partial
gastrectomy, cholecystectomy, and/or distal pancreatectomy.

Risk-Reducing Salpingo-Oophorectomy (RRSO) Protocol

¢ For information on when RRSO is indicated, see NCCN Guidelines for
Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic.

* Perform minimally invasive laparoscopic surgery.

 Survey upper abdomen, bowel surfaces, omentum, appendix (if present),
and pelvic organs.

* Biopsy any abnormal peritoneal findings.

* Obtain pelvic washing for cytology (50 cc normal saline instilled and
aspirated immediately).

* Perform total BSO, removing 2 cm of proximal ovarian vasculature/IP
ligament, all tube up to the cornua, and all peritoneum surrounding the
ovaries and tubes, especially peritoneum underlying areas of adhesion
between tube and/or ovary and the pelvic sidewall.

* Engage in minimal instrument handling of the tubes and ovaries to avoid
traumatic exfoliation of cells.®

* Both ovaries and tubes should be placed in an endobag for retrieval
from the pelvis.

* Both ovaries and tubes should be processed by sectioning and
extensively examining the fimbriated end (SEE-FIM) protocol.®

* If occult malignancy or serous tubal intraepithelial carcinoma (STIC) is
identified, provide referral to a gynecologic oncologist.

* The prevention benefits of salpingectomy alone are not yet proven.

If considered, the fallopian tube from the fimbria to its insertion into
the uterus should be removed. In addition, the fallopian tube should
be proc d and d as described above. The concern for
risk-reducing salpingectomy alone is that patients are still at risk for
developing ovarian cancer. In addition, in premenopausal patients,
oophorectomy reduces the risk of developing breast cancer but the

magnitude is uncertain. See NCCN Guidelines for Genetic/Familial High-
Risk Assessment: Breast, Ovarian, and Pancreatic.

1 Fleming GF, Seidman J, Yemelyanova A, and Lengyl E. Epithelial Ovarian Cancer. In: Chi DS, Berchuck A, Dizon D, et al. (eds):
Principles and Practice of Gynecologic Oncology, 7th ed, Philadelphia, Lippincott Williams & Wilkins, 2017:611-705.

5 Powell CB, Chen LM, McLennan J, et al. Risk-reducing salpingo-oophorectomy (RRSO) in BRCA mutation carriers: experience with
a consecutive series of 111 patients using a standardized surgical-pathological protocol. Int J Gynecol Cancer 2011;21:846-851.

6 Mingels MJ, van Ham MA, de Kievit IM, et al. Milllerian precursor lesions in serous ovarian cancer patients: using the SEE-Fim and

SEE-End protocol. Mod Pathol 2014;27:1002-1013.

Note: All recommendations are category 2A unless otherwise indicated.
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Special Circumstances
* Fertility-sparing surgery:

» Fertility-sparing surgery with USO (preserving the uterus and contralateral ovary) or BSO (preserving the uterus) can be considered for
patients with apparent early-stage disease and/or low-risk tumors (early-stage invasive epithelial tumors, LMP lesions, malignant germ cell
tumors, mucinous tumors, or malignant sex cord-stromal tumors) who wish to preserve fertility. Refer to reproductive endocrinologist for
evaluation and REI consultation as clinically indicated. Comprehensive surgical staging should still be performed to rule out occult higher
stage disease but may be omitted in pediatric, adolescent, and young adult patients with clinically apparent early-stage malignant germ cell
tumors based on the pediatric surgical literature.”

* Mucinous tumors: Primary invasive mucinous tumors of the ovary are uncommon. Thus, the upper and lower Gl tract should be carefully
evaluated to rule out an occult Gl primary with ovarian metastases, and an appendectomy need only be performed in patients with a
suspected or confirmed mucinous ovarian neoplasm if it appears to be abnormal. A normal appendix does not require surgical resection in
this setting. If mucinous histology is confirmed by intraoperative frozen section analysis and there are no suspicious lymph nodes, consider
omitting lymphadenectomy.

 Ovarian borderline epithelial (LMP) tumors: Although data show upstaging with lymphadenectomy, other data show that lymphadenectomy
does not affect overall survival. However, omentectomy and multiple biopsies of peritoneum (the most common sites of peritoneal implants)
may upstage patients in approximately 30% of cases and may affect prognosis.

» Secondary cytoreduction: A secondary cytoreduction procedure can be considered in patients with recurrent ovarian cancer who develop
a recurrence more than 6 months since completion of initial chemotherapy, have a good performance status, have no ascites, and have
an isolated focus or limited foci of disease amenable to complete resection. In addition to preoperative imaging, laparoscopy may be used
to determine if complete resection can be achieved. Secondary cytoreduction can be performed with either open or minimally invasive
approaches. Consider using validated scoring methods to assess suitability for secondary cytoreduction.

Ancillary Palliative Surgical Procedures®

These procedures may be appropriate in select patients:

* Paracentesis/indwelling peritoneal catheter

* Thoracentesis/pleurodesis/video-assisted thoracoscopy/indwelling pleural catheter
* Ureteral stents/nephrostomy

* Gastrostomy tube/intestinal stents/surgical relief of intestinal obstruction

1 Fleming GF, Seidman J, Yemelyanova A, and Lengyl E. Epithelial Ovarian Cancer. In: Chi DS, Berchuck A, Dizon D, et al. (eds): Principles and Practice of Gynecologic
Oncology, 7th ed, Philadelphia, Lippincott Williams & Wilkins, 2017:611-705.

7 Billmire D, Vinocur C, Rescorla F, et al. Outcome and staging evaluation in malignant germ cell tumors of the ovary in children and adolescents: an intergroup study.
J Pediatr Surg 2004;39:424-429.

8 Decisions on the use of ancillary procedures should be made in conjunction with a gynecologic oncology surgeon or a practitioner familiar with ovarian cancer patterns
of recurrence.

Note: All recommendations are category 2A unless otherwise indicated.
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General

* The complete histologic classification from the WHO is included in
the NCCN Guidelines (WHO Histologic Classification on OV-E).! The
WHO pathology manual is also a useful resource.’

* Most ovarian cancers, including the LCOC, are diagnosed after
pathologic analysis of a biopsy or surgical specimen. Fine-needle
aspiration (FNA) should be avoided for diagnosis of ovarian cancer in
patients with presumed early-stage disease to prevent rupturing the
cyst and spilling malignant cells into the peritoneal cavity. However,
FNA may be necessary in patients with bulky disease who are not
candidates for primary debulking.2:3

* Both primary peritoneal and fallopian tube cancers are usually
diagnosed postoperatively (if there is no major involvement of the
ovary) or preoperatively (if there is a biopsy and the patient has
already had a bilateral salpingo-oophorectomy). Primary peritoneal
and fallopian tube cancers are treated in the same manner as
epithelial ovarian cancer.

« The CAP protocol is a useful tool for pathology reports.*
Pathologic assessment should include:
» Elements from CAP protocol:4

* Tumor molecular analyses

» In the upfront setting, choice of somatic testing should, at a
minimum, optimize identification of molecular alterations that
can inform use of interventions that have demonstrated benefit
in this setting, including BRCA1/2, loss of heterozygosity (LOH),
or homologous recombination deficiency (HRD) status in the
absence of a germline BRCA mutation.

» In the recurrence setting, tumor molecular analysis is
recommended to include, as appropriate, tests to identify
potential benefit from targeted therapeutics that have tumor-
specific or tumor-agnostic benefit including, but not limited
to, HER2 status (by IHC), BRCA1/2, HRD status, microsatellite
instability (MSI), mismatch repair (MMR), tumor mutational
burden (TMB), BRAF, FRa (FOLR1), RET, and NTRK if prior
testing did not include these markers. More comprehensive
testing may be particularly important in less common
histologies with limited approved therapeutic options. It is
recommended that such testing be performed on the most
recent available tumor tissue.

» Molecular analyses may be performed on circulating tumor
DNA (ctDNA or liquid biopsy) when tissue-based analysis is not

¢ Tumor site(s) (eg, ovary, fallopian tube, or primary peritoneum)
¢ Tumor size(s)
¢ Other tissue/organ involvement

clinically feasible.
» Validated molecular testing should be performed in a CLIA-
approved facility.

¢ Ovarian/fallopian tumors: surface involvement (present/absent/
cannot determine), specimen integrity (capsule/serosa intact/
fractured/fragmented)

¢ Histologic type and grade

¢ Extension and/or implants (if sampled/identified)

¢ Cytology: peritoneal or ascitic fluid or washings/pleural fluid

¢ Lymph nodes: number and location of nodes examined, size of
largest metastatic deposits

¢ STIC, endometriosis (particularly if in continuity with
endometrioid or clear cell carcinoma), and/or endosalpingiosis

¢ Staging information (FIGO and TNM) References
Continued

Note: All recommendations are category 2A unless otherwise indicated. OV-B
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Less Common Ovarian Cancers (LCOC

* A borderline tumor is a primary epithelial lesion with cytologic characteristics suggesting malignancy but without frank invasion. The terms
for borderline epithelial tumors (also known as LMP tumors or atypical proliferative tumors) have changed over the years.5 The 2023 CAP
protocol for ovarian cancer uses borderline and does not use LMP4 Borderline epithelial tumors are typically serous or mucinous; other
histologic subtypes can also occur (WHO Histologic Classification on OV-E).1:® The characteristic pathologic hallmark of typical epithelial
ovarian cancer is the identification of peritoneal implants, which microscopically and/or macroscopically invade the peritoneum. A borderline
epithelial tumor may grossly resemble an invasive cancer. However, microscopic evaluation fails to reveal evidence of frank invasion by the
tumor nodules, although rarely invasive implants (which continue to be consistent with the diagnosis of borderline epithelial lesions) can be
identified microscopically by the pathologist.

« Clear cell carcinomas are high-grade tumors that may arise in endometriosis. Most clear cell carcinomas express napsin A and are negative
for WT1 and estrogen receptors.

« It is difficult to distinguish based on histology between primary mucinous ovarian carcinomas and Gl metastases.”'89 PAX8 immunostaining
is typical of primary ovarian tumors, although the absence of PAX8 does not rule out ovary as the primary site,1? while SATB2 is consistent
with colonic origin.!! Metastatic colorectal adenocarcinomas also usually are positive for CK20 and CEA.

* Endometrioid carcinomas may be associated with endometriosis.%12 Endometrioid adenocarcinomas are usually positive for cytokeratin 7
(CK7), PAX8, CA-125, and estrogen receptors. Endometrioid tumors are also very similar in appearance to sex cord-stromal tumors.

« Most pathologists now consider MMMTs to be a variant of poorly differentiated epithelial ovarian cancer (metaplastic carcinoma).!3

Special Circumstances
« Other cancers’415 that can commonly involve the adnexa include:
» Uterine
» Cervical
» Gl (small and large bowel, pancreatic)
» Lymphoma
* For risk-reducing surgery, pathologic assessment should include the following:
» Fallopian tubes should be processed by SEE-FIM of the tubes and then assessed to determine whether any evidence of cancer is present.4
» The ovaries should also be carefully sectioned, proc d, and d.# The 2023 CAP protocol describes the process for sectioning the
fallopian tubes and ovaries.*
« Patients who have equivocal pathologic findings or who are referred to NCCN Member Institutions after having a previous diagnosis of
ovarian cancer should have their pathology reviewed by pathologists at NCCN Member Institutions.

References

Note: All recommendations are category 2A unless otherwise indicated. OV-B
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PRINCIPLES OF SYSTEMIC THERAPY

General

* Patients with ovarian, fallopian tube, or peritoneal cancer
should be encouraged to participate in clinical trials
during all aspects of their diagnosis and treatment.

¢ Prior to recommending chemotherapy, requirements for
adequate organ function and performance status should
be met.

¢ Prior to the initiation of any therapy:

» All patients with suspected stage IlIC or IV invasive
epithelial ovarian cancer should be evaluated by a
gynecologic oncologist prior to initiation of therapy
to determine whether they are candidates for primary
cytoreductive surgery (PCS).

» Patients of childbearing potential who desire fertility-
sparing procedures should be referred to an appropriate
fertility specialist (NCCN Guidelines for Adolescent and
Young Adult (AYA) Oncology).

» Goals of systemic therapy should be discussed.

* Consider scalp cooling to reduce incidence of alopecia
for patients receiving chemotherapy with high rates of
alopecia.

* Patients should be observed closely and treated for any
complications during chemotherapy. Appropriate blood
chemistry tests should be monitored. Appropriate dose
reductions and modifications of chemotherapy should be
performed depending on toxicities experienced and goals
of therapy.

* After completion of chemotherapy, patients should be
assessed for response during and following treatment
and monitored for any long-term complications.

* Chemosensitivity/resistance and/or other biomarker
assays are being used at some NCCN Member Institutions
for decisions related to future chemotherapy in situations
where there are multiple equivalent chemotherapy options
available. The current level of evidence is not sufficient to
supplant standard-of-care chemotherapy (category 3).

Note: All recommendations are category 2A unless otherwise indicated.

Definitions Used in the NCCN Guidelines for Ovarian Cancer

* Adjuvant therapy: Drugs, radiation, or other forms of supplemental treatment
following cancer surgery intended to decrease the risk of disease recurrence
or to primarily treat residual disease, whether gross or microscopic,
following surgical cytoreduction.

* Neoadjuvant therapy: Drugs, radiation, or other forms of treatment given
prior to cancer surgery intended to reduce tumor burden in preparation for
surgery.

* Recurrence therapy: Drugs, radiation, or other forms of treatment used to
treat recurrent cancer, control symptoms, or increase length and/or quality
of life at the time of clinical, biochemical, or radiographic evidence of
recurrent cancer following the initial treatment.

For Patients with Newly Diagnosed Ovarian, Fallopian Tube, or Primary
Peritoneal Cancer:

« If they are eligible for chemotherapy, patients should be informed about
the different primary therapy options that are available—such as IV
chemotherapy, a combination of IP and IV chemotherapy, or a clinical trial—
so they can decide which is the most appropriate option.

* Prior to the administration of the combined IP and IV regimen, patients must
be apprised of the increased toxicities with the combined regimen when
compared to using IV chemotherapy alone (increased myelosuppression,
renal toxicities, abdominal pain, neuropathy, Gl toxicities, metabolic
toxicities, and hepatic toxicities).

» Patients considered for the IP cisplatin and IP/IV paclitaxel regimen should
have normal renal function prior to starting, a medically appropriate
performance status based on the future toxicities of the IP/IV regimen,
and no prior evidence of medical problems that could significantly worsen
during chemotherapy (eg, pre-existing neuropathy).

* Prior to receiving and after receiving each cycle of IP cisplatin, adequate
amounts of IV fluids need to be administered in order to prevent renal
toxicity. After each cycle has been completed, patients need to be monitored
carefully for myelosuppression, dehydration, electrolyte loss, end-organ
toxicities (such as renal and hepatic damage), and all other toxicities.
Patients often require IV fluids postchemotherapy in the outpatient setting to
prevent or help treat dehydration.

* Refer to the original references (Discussion) for full toxicity data, doses,
schedule, and dose modifications.

Continued
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PRINCIPLES OF SYSTEMIC THERAPY

Principles of Neoadjuvant Therapy
* Consider the histology of the primary tumor and the potential response to primary chemotherapy when evaluating for neoadjuvant

chemotherapy.
* Any of the primary IV regimens for stage II-IV high-grade serous carcinoma can be used as neoadjuvant therapy before IDS. See OV-C (6 of
12).

* Bevacizumab-containing regimens should be used with caution before IDS due to potential interference with postoperative healing. If
bevacizumab is being used as part of a neoadjuvant regimen, bevacizumab should be withheld from therapy for 4-6 weeks prior to IDS.

 After neoadjuvant therapy and IDS any of the adjuvant therapy options for high-grade serous carcinoma (IV or IP/IV) can be considered. See
OV-C (6 of 12).

* There are limited data for the use of IP chemotherapy regimens after neoadjuvant therapy and IDS. The following is an additional IP option
after IDS: paclitaxel 135 mg/m? IV on Day 1, carboplatin area under the curve (AUC) 6 IP on Day 1, and paclitaxel 60 mg/m? IP on Day 8.2

* A minimum of 6 cycles of treatment is recommended, including at least 3 cycles of adjuvant therapy after IDS. Patients with stable disease
who are tolerating therapy may continue past 6 cycles.

2 Provencher DM, Gallagher CJ, Parulekar WR, et al. OV21/PETROC: A randomized Gynecologic Cancer Intergroup phase Il study of intraperitoneal versus intravenous

chemotherapy following neoadjuvant chemotherapy and optimal debulking surgery in epithelial ovarian cancer. Ann Oncol 2018;29:431-438. Conti d
ontinue
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Principles of Maintenance PARP Inhibitor (PARPi) Thera

PRINCIPLES OF SYSTEMIC THERAPY

* Post Primary Treatment

» Certain patients with newly diagnosed stage II-1V disease (high-grade
serous, grade 2/3 endometrioid, or BRCA1/2-mutated clear cell carcinoma
or carcinosarcoma) may benefit from maintenance therapy with PARPiI if
CR or PR is achieved after primary treatment with surgery and platinum-
based first-line therapy. See OV-5 for PARPi options and patient selection

criteria.

» Data are limited for use of maintenance PARPi post primary treatment in
patients with stage Il disease and for those with LCOC.

* Post Recurrence Treatment

* General Information on PARPi

required.

» For patients receiving PARPiI, careful monitoring of blood counts is

» Monitoring of renal and hepatic function is recommended.
» Monitoring of blood pressure is required for niraparib, and
recommended for all other PARPi.

» Appropriate dose holds and modifications should be made

depending on the toxicity noted.
» Data are limited on the use of maintenance PARPi in LCOC.

» Refer to the package insert for more detailed information.

» Patients with BRCA-mutated recurrent disease may benefit from
maintenance therapy with PARPi after recurrence therapy, if in CR or PR
after platinum-based recurrence therapy, and if no prior progression on a
PARPi. See OV-8 for PARPi options and patient selection criteria.

Regimen Setting Dose/Administration Duration
Maintenance post primary + Olaparib 300 mg PO twice daily « Olaparib: Until disease progression or unacceptable toxicity
Olaparib + chemotherapy + bevacizumab * Bevacizumab 15 mg/kg IV every 21 days or up to 2 years
bevacizumab' » Bevacizumab: Until disease progression or unacceptable
toxicity or up to 15 months
Maintenance post primary * Niraparib: 300 mg PO once daily (or 200 mg once daily « Niraparib: Until disease progression or unacceptable toxicity
Niraparib + chemotherapy + bevacizumab for patients with a baseline body weight of <77 kg, and/or or up to 3 years
bevacizumab a platelet count of <150,000/mm?) » Bevacizumab: Until disease progression or unacceptable
» Bevacizumab: 15 mg/kg IV every 21 days toxicity or up to 15 months
Maintenance post primary 300 mg PO once daily (or 200 mg once daily for patients Until disease progression or unacceptable toxicity or up to 36
chemotherapy with a baseline body weight of <77 kg, and/or a platelet months
count of <150,000/mm?)
Niraparib 34 Maintenance post recurrence 300 mg PO once daily (or an initial dose of 200 mg once Until disease progression or unacceptable toxicity
monotherapy*" chemotherapy daily for patients with a baseline body weight of <77
kg, and/or a platelet count of <150,000/mm?3; after 2 to
3 months, in the absence of hematologic toxicity, may
consider escalation to 300 mg once daily)
Maintenance post primary 300 mg PO twice dailyb Until disease progression or CR (no evidence of disease) at 2
Olaparib chemotherapy years® or unacceptable toxicity
monotherapy®>” Maintenance post recurrence 300 mg PO twice daily® Until disease progression or unacceptable toxicity
chemotherapy
Maintenance post primary 600 mg PO twice daily Until disease progression or unacceptable toxicity or up to 24
Rucaparib chemotherapy months
8,9 - - - - - —
monotherapy Maintenance post recurrence 600 mg PO twice daily Until disease progression or unacceptable toxicity
chemotherapy

b |n studies, treatment was continued for those with PR at 2 years.

Note: All recommendations are category 2A unless otherwise indicated.

Continued
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Recurrent Ovarian, Fallopian Tube, or Primary Peritoneal Cancer:

* Refer to the original references (Discussion) for full toxicity data, doses, schedule, and dose modifications.

» Patients should be informed about the following:

1) Availability of clinical trials, including the risks and benefits of various treatments, which will depend on the number of prior lines of
chemotherapy the patient has received, and

2) Performance status, end-organ status, and pre-existing toxicities from prior regimens. If appropriate, palliative care should also be
discussed as a possible treatment choice. See NCCN Guidelines for Palliative Care.

* Tumor molecular testing is recommended if not previously done for persistent/recurrent disease. See Principles of Pathology (OV-B).

* Because of prior platinum exposure, myelosuppression occurs more frequently with any myelotoxic agent given in the recurrent setting.

» With repeat use of either carboplatin and/or cisplatin, patients are at an increased risk of developing a hypersensitivity reaction (also
called an allergic reaction) that could be life-threatening. Thus, patients should be counseled about the risk that a hypersensitivity reaction
may occur, educated about the signs and symptoms of hypersensitivity reactions, treated by medical staff who know how to manage
hypersensitivity reactions, and treated in a medical setting where appropriate medical equipment is available in case of an allergic reaction.
See Management of Drug Reactions (OV-D).

» Before any chemotherapy drug is given in the recurrent setting, the clinician should be familiar with the drug’s metabolism (ie, renal,
hepatic) and should make certain that the patient is an appropriate candidate for the drug (eg, that the patient has adequate renal or hepatic
function).

* Clinicians should be familiar with toxicity management and appropriate dose reduction.

* The schedule, toxicity, and potential benefits of any treatment should be thoroughly discussed with the patient and caregivers. Patient
education should also include a discussion of precautions and measures to reduce the severity and duration of complications.

Acceptable Recurrence Therapies for Platinum-Sensitive Disease (OV-C, 8 of 12)

Acceptable Recurrence Therapies for Platinum-Resistant Disease (OV-C, 9 of 12)

Continued

Note: All recommendations are category 2A unless otherwise indicated.
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Primary Therapy for Stage | Disease

* High-grade serous Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
« Endometrioid (grade 2/3) |- Paclitaxel/carboplatin every 3 weeks3:" « Carboplatin/liposomal doxorubicin « Paclitaxel/cisplatin
« Clear cell carcinoma® » Docetaxel/carboplatin For carcinosarcoma:

. i d oC .
Carcinosarcoma « Carboplatin/ifosfamide

« Cisplatin/ifosfamide
- Paclitaxel/ifosfamide (category 2B)9

Mucinous carcinoma Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
(stage IC, grades 1-3)¢ * 5-FU/leucovorin/oxaliplatin « Carboplatin/liposomal doxorubicin « Paclitaxel/cisplatin
 Capecitabine/oxaliplatin » Docetaxel/carboplatin
« Paclitaxel/carboplatin every 3 weeksdh
Low-grade serous Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
(stage IC)/Grade | « Paclitaxel/carboplatin every 3 weeksdh o Carboplatin/liposomal doxorubicin + « Paclitaxel/cisplatin
endometrioid (stage IC)""*’f + maintenance letrozole (category ZBf) maintenance letrozole (category ZBf) or other
or other hormonal therapy (category hormonal therapy (category 2B)!
2B)! » Docetaxel/carboplatin + maintenance letrozole
» Hormone therapy (aromatase (category ZBf) or other hormonal therapy
inhibitors: anastrozole, letrozole, (category 2B)!
exemestane) (category 2B) » Hormone therapy (leuprolide acetate, goserelin

acetate, tamoxifen,! fulvestrant) (category 2B)

Stage lI-IV (OV-C, 6 of 12)

Primary Systemic Therapy
Dosing (OV-C, 7 of 12

€ See Discussion for references.
There are limited data on the primary systemic therapy regimens for these LCOC.
€ Borderline disease with invasive implants may be treated as low-grade serous disease. See LCOC-6 and LCOC-8.
f For low-grade serous, maintenance letrozole is a category 2A recommendation. For grade | endometrioid, maintenance letrozole is a category 2B recommendation.
9 Albumin-bound paclitaxel may be substituted for those experiencing a hypersensitivity reaction to paclitaxel. However, albumin-bound paclitaxel will not overcome
infusion reactions in all patients.
Individuals >70 years of age and those with comorbidities may be intolerant to the combination chemotherapy regimens recommended in these NCCN Guidelines.
Based on clinical judgment and expected tolerance to therapies, alternate dosing (OV-C. 7 of 12) may be appropriate for these individuals with epithelial ovarian cancer
_(including carcinosarcoma, clear cell, mucinous, and low-grade serous). Algorithms have been developed for predicting chemotherapy toxicity.
! Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole, exemestane), leuprolide acetate, goserelin acetate, or tamoxifen.
J Tamoxifen is not recommended for low-grade serous carcinoma.

Continued
ov-C
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PRINCIPLES OF SYSTEMIC THERAPY

Primary Systemic Therapy Regimens® - Epithelial Ovarian/Fallopian Tube/Primary Peritoneal

Primary Therapy for Stage II-IV Disease (Principles of Maintenance PARPi Therapy on OV-C, 3 of 12)

¢ High-grade Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
serous « Paclitaxel/carboplatin every 3 weeks9h « Paclitaxel weekly/carboplatin weeklyg*h" « Paclitaxel/cisplatin

« Endometrioid . Paclitaxel/carbtﬁplatin/bevacizumab + maintenance » Docetaxel/carboplatin « Docetaxel/oxaliplatin/bevacizumab +
(grade 2/3) bevacizumab%* (ICON-7 & GOG-218) + Carboplatin/liposomal doxorubicin maintenance bevacizumab

« Clear cell « Paclitaxel weekly/carboplatin every 3 wee_ksg « IV/IP paclitaxel/carboplatin
carcinoma® + Docetaxel/carboplatin/bevacizumab + maintenance . |v//|p paclitaxel/cisplatin (for optimally

- Carcinosarcoma?

bevacizumab® (GOG-218)

debulked stage II-lll disease)
« For carcinosarcoma:
» Carboplatin/ifosfamide
» Cisplatin/ifosfamide
» Paclitaxel/ifosfamide (category 2B)®

Mucinous Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
carcinoma « 5-FU/leucovorin/oxaliplatin + bevacizumabX (category ~ « Paclitaxel weekly/carboplatin weeklyd-"! - Paclitaxel/cisplatin
2B for bevacizumab) » Docetaxel/carboplatin « Docetaxel/oxaliplatin/bevacizumab +
« Capecitabine/oxaliplatin + bevacizumabX (category 2B« Carboplatin/liposomal doxorubicin maintenance bevacizumabX
for bevacizumab) « Paclitaxel weekly/carboplatin every 3 weeks9
« Paclitaxel/carboplatin every 3 weeksdh » Docetaxel/carboplatin/bevacizumab + maintenance
. Paclitaxel/carb?platin/bevacizumab + maintenance bevacizumab® (GOG-218)
bevacizumab®* (ICON-7 & GOG-218)
Low-grade Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
serous/Grade | * Paclitaxel/carboplatin every 3 weeks?" + maintenance * Paclitaxel weekly/carboplatin weeklyd"! - Paclitaxel/cisplatin

endometrioid®®f

letrozole (category 2B
(category 2B)!

. Paclitaxel/carb?platin/bevacizumab + maintenance
bevacizumab®* (ICON-7 & GOG-218)

« Hormone therapy (aromatase inhibitors: anastrozole,
letrozole, exemestane) (category 2B)

) or other hormonal therapy

. Docetaxel/cafboplatin + maintenance letrozole
(category 2B') or other hormonal therapy (category
2B)'

« Carboplatin/liposomal doxorubicin + maintenance
letrozole (category 2B') or other hormonal therapy
(category 2B)'

« Paclitaxel weekly/carboplatin every 3 weeks9

» Docetaxel/carboplatin/bevacizumab + maintenance
bevacizumab® (GOG-218)

» Hormone therapy (leuprolide acetate, goserelin
acetate, tamoxifen, fulvestrant) (category 2B)

* Docetaxel/oxaliplatin/bevacizumab +
maintenance bevacizumab (category
2B)k

¢ See Discussion for references.

d There are limited data(gg the primary systemic therapy

N Individuals >70 years of age and those with comorbidities may be intolerant to the combination chemotherapy

regimens for these LC

be treated as regimens recommended in these NCCN Guidelines. Based on clinical judgment and expected tolerance to therapies,

€ Borderline disease with invasive implants ma
low-grade serous disease. See LCOC-6 and LCOC-8.

alternate dosing (OV-C. 7 of 12) may be appropriate for these individuals with epithelial ovarian cancer (including
carcinosarcoma, clear cell, mucinous, and low-grade serous). Algorithms have been developed for predicting

For low-grade serous, maintenance letrozole is a category
2A recommendation. For grade | endometrioid, maintenance
letrozole is a categor?/ 2B recommendation.

9 Albumin-bound paclitaxel may be substituted for those
experiencing a hypersensitivity reaction to paclitaxel. However,
albumin-bound paclitaxel will not overcome infusion reactions in

. chemotherapy toxicity. See the NCCN Guidelines for Older Adult Oncology. .
! Other hormonal therapy options include: aromatase inhibitors (ie, anastrozole, exemestane), leuprolide acetate,
_ goserelin acetate, or tamoxifen.

I Tamoxifen is not recommended for low-grade serous carcinoma.

ommende ( 3 ) Primary Systemic Therapy
| An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

Dosing (See OV-C, 7 of 12

all patients. Regimen may be considered for those with poor performance status.
Continued
Note: All recommendations are category 2A unless otherwise indicated. oV-C
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Primary Systemic Therapy Recommended Dosing

Paclitaxel/carboplatin every 3 weeks%™ Docetaxel/carboplatin™

« Paclitaxel 175 mg/m? IV followed by carboplatin® AUC 5-6 IV Day 1 « Docetaxel 60-75 mg/m? IV foIIoweq by carboplatin® AUC 5-6 IV Day 1

« Repeat every 21 days x 3-6 cycles™ » Repeat every 21 days x 3—6 cycles

Paclitaxel/cisplatin every 3 weeks 1011 Carboplatin/liposomal doxorubicir)"n o ,

« Paclitaxel 175 mg/m? IV followed by cisplatin 75 mg/m? IV « Carboplatin AUC 5 IV + pegylated Ilplosomal doxorubicin 30 mg/m? IV

+ Repeat every 21 days x 3-9 cycles * Repeat every 28 days for 3-6 cycles .

IV/IP Paclitaxel/cisplatin Paclitaxel/carboplatin/bevacizumab + maintenance bevacizumab9* (ICON-7)

« Paclitaxel 135 mg/':nz IV continuous infusion® Day 1; cisplatin 75100 mg/m? IP Day 2 « Paclitaxel 175 mg/m? IV followed by carboplatin® AUC 5-6 IV, and bevacizumab 7.5

mg/kg IV Day 1
* Repeat every 21 days x 5-6 cycles
« Continue bevacizumab for up to 12 additional cycles

Paclitaxel/carboplatin/bevacizumab + maintenance bevacizumab%k (GOG-218)

after IV paclitaxel; paclitaxel 60 mg/m? IP Day 8
* Repeat every 21 days x 6 cycles

viip Paclitaxellcarboplatin12

* Paclitaxel 80 mg/m* IV on days 1, 8, and 15; carboplatin AUC 6 IP Day 1 after IV « Paclitaxel 175 mg/m? IV followed by carboplatin® AUC 6 IV Day 1. Repeat every 21
paclitaxel days x 6 cycles
* Repeat every 21 days x 6-8 cycles « Starting Day 1 of cycle 2, give bevacizumab 15 mg/kg IV every 21 days for up to 22

cycles

. . g
Paclitaxel weekly/carboplatin every 3 weeks Docetaxel/carboplatin/bevacizumab + maintenance bevacizumab¥ (GOG-218)

- Dose-dense paclitaxel 80 mg/m? IV Days 1, 8, and 15 followed by carboplatin® AUC 5-6

IV Day 1 « Docetaxel 75 mg/m? |V followed by carboplatin® AUC 6 IV Day 1. Repeat every 21
‘R y 21d 6 cvel days x 6 cycles
epeat every ays x 6 cycles « Starting Day 1 of cycle 2, give bevacizumab 15 mg/kg IV every 21 days for up to 22
Paclitaxel weekly/carboplatin weekly9 cycles

« Paclitaxel 60 mg/m? |V followed by carboplatin AUC 2 IV
« Days 1, 8, and 15; repeat every 21 days x 6 cycles (18 weeks)

Docetaxel/oxaliplatin/bevacizumab + maintenance bevacizumabk

*» Docetaxel 75 mg/m? IV followed by oxaliplatin 85 mg/m? 1V, and bevacizumab 15 mg/kg IV
* Repeat every 21 days x 6 cycles

« Continue bevacizumab 15 mg/kg IV every 21 days to complete 1 year of therapy

Individuals >70 Years and/or Those with Comorbidities

Paclitaxel 135/carb0[?|atin@|’13
« Paclitaxel 135 mg/m? IV + carboplatin AUC 5 IV given every 21 days x 3-6 cycles™

Paclitaxel weekly/carboplatin weekly?
« Paclitaxel 60 mg/m? IV over 1 hour followed by carboplatin AUC 2 IV over 30 minutes
» Days 1, 8, and 15; repeat every 21 days x 6 cycles (18 weeks)

™M For stage | disease: 6 cycles is recommended for high-grade serous; 3—6

¢ See Discussion for references. cycles for all other ovarian cancer types. For stage II-IV disease: 6 cycles
9 Albumin-bound paclitaxel may be substituted for those experiencing a hypersensitivity is recommended.
reaction to paclitaxel. However, albumin-bound paclitaxel will not overcome infusion " Due to changes in creatinine methodology, changes regarding carboplatin
reactions in all patients. dosing can be considered. See carboplatin dosing guidelines.
k An FDA-approved biosimilar is an appropriate substitute for bevacizumab. © The published randomized trial regimen used IV continuous infusion
I Regimen may be considered for those with poor performance status. paclitaxel over 24 hours.
Continued
Note: All recommendations are category 2A unless otherwise indicated. oV-C
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Recurrence Therapy for Platinum-Sensitive Disease" (alphabetical order)

Preferred Regimens | Other Recommended Regimens" Useful in Certain Circumstances

Carboplatin/ Capecitabine Ifosfamide For mucinous carcinoma:
gemcitabine Carboplatin' Irinotecan « 5-FU/leucovorin/oxaliplatin + bevacizumab (category 2B for bevacizumab)®$
+ bevacizumabks:t15 Carboplatin/docetaxelzs' 24 Melphalan « Capecitabine/oxaliplatin + bevacizumab (category 2B for bevacizumab)®*

Carboplatin/liposomal Carboplatin/paclitaxel (weekly)®2% Oxaliplatin Carboplatin/paclitaxel (for age >70)%"Y

doxorubicin Cisplatin® Paclitaxel Carboplatin/paclitaxel, albumin bound (for confirmed taxane hypersensitivity)
+ bevacizumab®s:17 Cyclophosphamide Paclitaxel, albumin bound | Irinotecan/cisplatin (for clear cell carcinoma)

Carboplatin/paclitaxel9 '8 | Doxorubicin Pemetrexed Targeted Thera
+ bevacizumab st Vinorelbine —argeted _herapy

Cisplatin/gemcitabine20

Targeted Thera
agents)

Bevacizumabk$:21:22

single

Targeted Therapy

Niraparib/bevacizumabz(;:ategory 2B)

Niraparib (category 3)"
Olaparib (category 3)%28

k26

Dabrafenib + trametinib (for BRAF V600E-positive tumors)?32
Entrectinib or larotrectinib or repotrectinib®” (for NTRK gene fusion-positive
tumors)?
Mirvetuximab soravtansine—gynx/bevacizil(Jmab (for
FRa-expressing tumors) (category 2B) 34

Selpercatinib (for RET gene fusion-positive tumors)Z*35

Pazopanib (category 28%29
Rucaparib (category 3)%30

Hormone Therapy
Aromatase inhibitors (anastrozole, exemestane, letrozole)

For low-grade serous carcinoma:
« Trametinib®®

« Binimetinib (category 2B)37-38

Goserelin acetate Hormone Therapy
Leuprolide acetate Fulvestrant (for low-grade serous carcinoma)
Megestrol acetate Immunotherapy

Dostarlimab-gxly (for dMMR/MSI-H recurrent or advanced tumors)z’39
Pembrolizumab (for MSI-H or dMMR solid tumors, or patients with TMB-H tumors
210 mutations/megabase)?40

Tamoxifen)

9 Albumin-bound paclitaxel may be substituted for those experiencing a
hypersensitivity reaction to paclitaxel. However, albumin-bound paclitaxel will not
_overcome infusion reactions in all patients.

U Many of these single-agent cytotoxic therapy options have not been tested in patients who have
been treated with modern chemotherapy regimens.
me | . V For patients treated with three or more prior chemotherapy regimens and whose cancer is
J Tamoxifen is not recommended for low-grade serous carcinoma. associated with HRD defined by either: 1) a deleterious or suspected deleterious BRCA mutation;
An FDA-approved biosimilar is an appropriate substitute for bevacizumab. or 2) genomic instability and progression >6 months after response to the last platinum-based
P Chemotherapy has not been shown to be beneficial in ovarian borderline epithelial chemotherapy.
tumors (LMP). ) ) ) ) o W For patients with deleterious germline BRCA-mutated (as detected by an FDA-approved test or
9 Patients who progress on two consecutive regimens without evidence of clinical other validated test performed in a CLIA-approved facility) advanced ovarian cancer who have been
benefits have diminished likelihood of benefitting from additional therapy (Griffiths treated with two or more lines of chemotherapy.
RW, et al. Int J Gyn Ca 2011;21:58-65). Decisions to offer clinical trials, supportive X For patients with deleterious germline and/or somatic BRCA mutated (as detected by an FDA-
care, or additional therapy should be made on a highly individual basis. approved test or other validated test performed in a CLIA-approved facility) advanced ovarian cancer
"In general, the panel would recommend combination, platinum-based regimens for who have been treated with two or more lines of chemotherapy.
platinum-sensitive recurrent disease based on randomized trial data, especially in Y For recommended dosing for individuals >70 years, see OV-C, 7 of 12.
first relapses. ) ) ) . Z Validated molecular testing should be performed in a CLIA-approved facility using the most recent
S Contraindicated for patients at increased risk of Gl perforation. ) available tumor tissue. Tumor molecular analysis is recommended to include, at a minimum, tests to
tIf response after chemotherapy, bevacizumab can be continued as maintenance identify potential benefit from targeted therapeutics that have tumor-specific or tumor-agnostic benefit
therapy until disease progression or unacceptable toxicity. Discontinue including, but not limited to, HER?2 status (by IHC), BRCA1/2, HRD status, MSI, MMR, TMB, BRAF,
bevacizumab before initiating maintenance therapy with a PARPI. FRa (FOLR1), RET, and NTRK if prior testing did not include these markers. More comprehensive
testing may be particularly important in LCOC with limited approved therapeutic options (OV-B).

Continued

8 OF 12
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Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)P/Fallopian Tube/Primary Peritoneal Cancerd
Recurrence Therapy for Platinum-Resistant Disease (alphabetical order)

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

Cytotoxic Therapy
Cyclophosphamide (oral)/
bevacizumabk41
Docetaxel
Etoposide (oral)*3
Gemcitabine?44%
Liposomal doxorubicin®445
Liposomal doxorubicin/
bevacizumabX-S:
Paclitaxel (weekly)g A7
Paclitaxel ( weeklk/
bevacizumab9
Topotecan*®:
Topotecan/bevacizumabk:s46

Targeted Therapy (single agents

Bevacizumabk:s:21.22
Mirvetuximab soravtansine-gynx (for
FRa-expressing tumors [275%

positive tumor cells])(category 1)%50.51

Cytotoxic Therapy!

Capecitabine Stk

Carboplatin Paclitaxel, albumin bound
Carboplatln/docetaxel Pemetrexed
Carboplatin/paclitaxel (weekly) Sorafenib/topotecan51
Carboplatln/gemmtablne14 Vinorelbine

+ bevacizumabk:st15"

Carboplatlnlllposomal doxorubicin®

+ bevacizumab®:$

Carboplatln/paclltaxelg 18

+ bevacizumabk-st19."

Cyclophosphamide

Cyclophosphamide (oral)/pembrolizumab/bevacizumab-53.54
Doxorubicin

Gemmtabme/bevamzumabk 55
Gemcitabine/cisplatin?

Ifosfamide

Irinotecan

Ixabepilone/bevacizumab (category 2B)k.aa.56
Melphalan

Targeted Therapy (single agents)
N (

iraparib (category 3)
Olaparib cate ory 3)W:28
Pazopanib (category ZB 29
Rucaparib (category 3)*30

Hormone Therap%[
Aromatase inhibitors (anastrozole, exemestane, letrozole)
Goserelin acetate

Leuprolide acetate
Megestrol acetate

Tamoxifen)

Carboplatin/paclitaxel (for age >70):"

Carboplatin/paclitaxel, albumin bourld (for
confirmed taxane hypersensitivity)

Immunotherapy

Dostarlimab-gxly (for dMMR/MSI-H recurrent or
advanced tumors)*

Pembrolizumab (for patients with MSI-H or
dMMR solid tumors, or TMB-H tumors 210
mutations/megabase)?40

Hormone Therapy
Fulvestrant (for low-grade serous carcinoma)

Targeted Therapy
Dabrafenib + trametinib (for BRAF V600E-

positive
tumors)?:32
Entrectinib or larotrectinib or repotrectinib33 (for
NTRK gene fusion-positive tumors)?
Fam-trastuzumab deruxtecan-nxki (for
HER2-positive tumors [IHC 3+ or 2+])57
Mirvetuximab soravtansine-q(ynx/bevacizumab
(for FRa-expressing tumors)<Z 59
Selpercatinib (for RET gene fusion-positive
tumors)%
For low-grade serous carcinoma:
« Trametinib3®
« Binimetinib (category 2B)37-38

* Platinum agents have limited activity when the disease has demonstrated growth through a platinum-based regimen, and platinum rechallenge is generally not

recommended in this setting.

Note: All recommendations are category 2A unless otherwise indicated.

Footnotes
OV-C 9A of 12
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FOOTNOTES

9 Albumin-bound paclitaxel may be substituted for those experiencing a hypersensitivity reaction to paclitaxel. However, albumin-bound paclitaxel will not overcome

_infusion reactions in all patients.

J Tamoxifen is not recommended for low-grade serous carcinoma.

k An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

P Chemotherapy has not been shown to be beneficial in ovarian borderline epithelial tumors (LMP).

4 Patients who progress on two consecutive regimens without evidence of clinical benefits have diminished likelihood of benefitting from additional therapy (Griffiths RW, et
al. 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.

S Contraindicated for patients at increased risk of Gl perforation.

tIf response after chemotherapy, bevacizumab can be continued as maintenance therapy until disease progression or unacceptable toxicity. Discontinue bevacizumab
before initiating maintenance therapy with a PARPI.

U Many of these single-agent cytotoxic therapy options have not been tested in patients who have been treated with modern chemotherapy regimens.

V For patients treated with three or more prior chemotherapy regimens and whose cancer is associated with HRD defined by either: 1) a deleterious or suspected
deleterious BRCA mutation; or 2) genomic instability and progression >6 months after response to the last platinum-based chemotherapy.

W For patients with deleterious germline BRCA-mutated (as detected by an FDA-approved test or other validated test performed in a CLIA-approved facility) advanced
ovarian cancer who have been treated with two or more lines of chemotherapy.

X For patients with deleterious germline and/or somatic BRCA mutated (as detected by an FDA-approved test or other validated test performed in a CLIA-approved facility)
advanced ovarian cancer who have been treated with two or more lines of chemotherapy.

Y For recommended dosing for individuals >70 years, see OV-C, 7 of 12.

ZValidated molecular testing should be performed in a CLIA-approved facility using the most recent available tumor tissue. Tumor molecular analysis is recommended to
include, at a minimum, tests to identify potential benefit from targeted therapeutics that have tumor-specific or tumor-agnostic benefit including, but not limited to, HER2
status (by IHC), BRCA1/2, HRD status, MSI, MMR, TMB, BRAF, FRa (FOLR1), RET, and NTRK if prior testing did not include these markers. More comprehensive
testing may be particularly important in LCOC with limited approved therapeutic options (OV-B).

aa For those previously treated with taxanes.

References

Note: All recommendations are category 2A unless otherwise indicated.
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MANAGEMENT OF DRUG REACTIONS

Overview

« Virtually all drugs used in oncology have the potential to cause
adverse drug reactions while being infused, which can be classified
as either infusion or allergic reactions.’

» Infusion reactions are often characterized by milder symptoms
(eg, hot flushing, rash).

» Hypersensitivity (allergic) reactions are often characterized by
more severe symptoms (eg, shortness of breath, generalized
hivesl/itching, changes in blood pressure).

* Most adverse drug reactions that occur are mild reactions, but more
severe reactions can occur.2

» Anaphylaxis is a rare type of very severe allergic reaction that
can occur with platinum and taxane agents (and others less
commonly), can cause cardiovascular collapse, and can be life-
threatening.4-%

» Drug reactions can occur either during infusion or following
completion of infusion (and can even occur days later).

¢ In gynecologic oncology treatment, drugs that more commonly
cause adverse reactions include carboplatin, cisplatin, docetaxel,
liposomal doxorubicin, oxaliplatin, and paclitaxel.1

» Adverse reactions associated with biotherapeutic agents and
taxane drugs (ie, docetaxel, paclitaxel) tend to be infusion-
related and, in taxanes, are often attributed to the excipient (ie,
Cremophor EL in paclitaxel, polysorbate 80 in docetaxel). These
tend to occur during the first few cycles of treatment (although
they can be seen during any infusion regardless of how many
previous cycles were administered).

» Adverse reactions associated with platinum drugs (ie, carboplatin,
cisplatin), a true allergy, tend to occur following re-exposure to
the inciting drug or less commonly at the completion of initial
chemotherapy (ie, cycle 6 of a planned 6 treatments).3

Note: All recommendations are category 2A unless otherwise indicated.

* Preparation for a possible drug reaction

» Patients and their families should be counseled about the
possibility of a drug reaction and the signs and symptoms of
one. Patients should be told to report any signs and symptoms
of a drug reaction, especially after they have left the clinic (ie,
delayed rash).

» Clinicians and nursing staff should be prepared for the
possibility of a drug reaction every time a patient is infused
with a drug. Standing orders should be written for immediate
intervention in case a severe drug reaction occurs and the
treatment area should have appropriate medical equipment in
case of a life-threatening reaction.?

» Epinephrine (intramuscular [IM] 0.3 mL of 1 mg/mL solution/
Epipen) should be used for any patient experiencing hypotension
(systolic blood pressure of <90 mm Hg) with or without other
symptoms of an allergic/hypersensitivity reaction during or
shortly after any chemotherapy drug treatment. In the setting of
acute cardiopulmonary arrest, standard resuscitation (advanced
cardiovascular life support [ACLS]) procedures should be
followed.

* Desensitization refers to a process of rendering the patient less
likely to react in response to an allergen and can be considered an
option for patients who have had drug reactions.7-1

* If a patient has previously had a very severe life-threatening
reaction, the implicated drug should not be used again unless
under guidance of an allergist or specialist with desensitization
experience.

Continued on OV-D, 2 of 7
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Infusion Reactions Allergic Reactions (ie, True Drug Allergies)

* Symptoms include: hot flushing, rash, fever, chest * Symptoms include: rash, edema, shortness of breath (bronchospasm),
tightness, mild blood pressure changes, back pain, and syncope or pre-syncope, chest pain, tachycardia, hives/itching, changes in
chills. blood pressure, nausea, vomiting, chills, changes in bowel function, and

* Symptoms usually can be treated by decreasing the occasionally feeling of impending doom.
infusion rate and resolve quickly after stopping the * Symptoms may continue to persist after stopping infusion and/or after
infusion. However, patients who have had mild reactions treatment interventions.
to carboplatin, cisplatin, or oxaliplatin may develop ¢ Allergic reactions are more common with platinum drugs such as carboplatin
more serious reactions even when the platinum drug is (16% of patients), cisplatin, and oxaliplatin.’2 Mild reactions can occur with
slowly infused; therefore, consider consultation with an platinum agents.’
aII(-:rgist.11 « Patients who are at higher risk of developing a hypersensitivity (allergic)

¢ Infusion reactions are more common with paclitaxel reaction include those in the following settings:

(27% of patients); however, mild reactions can occur with » Re-introduction of the drug after a period of no exposure and following
liposomal doxorubicin.™ multiple cycles of the drug during the first and subsequent exposures

¢ If an infusion reaction has previously occurred in » IV administration of the drug rather than oral or IP administration
response to a taxane: » Those with allergies to other drugs
» For mild infusion reactions (eg, flushing, rash, chills), » Those who have previously had a reaction

patients may be rechallenged with the taxane if: « If an allergic reaction has previously occurred:
1) the patient, physician, and nursing staff are all » Consider consultation with an allergist (or qualified medical or gynecologic
comfortable with this plan; oncologist) and skin testing for patients who have experienced a platinum
2) the patient has been counseled appropriately; and reaction (eg, carboplatin-hypersensitivity reaction).12-14
3) emergency equipment is available in the clinic area. » Patients who have had mild reactions may develop more serious reactions
» Typically the taxane infusion can be restarted at a much even when the platinum drug is slowly infused.!?
slower rate, and the rate can be slowly increased as » For more severe or life-threatening reactions—such as those involving
tolerated as per the treating clinician’s judgment.7’12 blood pressure changes, dyspnea, tachycardia, widespread urticaria,
Note that this slow infusion is different from anaphylaxis, or hypoxia—the implicated drug should not be used again
desensitization. unless under guidance of a specialist with desensitization experience.
» Many institutions have nursing policies that stipulate » If it is appropriate to give the drug again, patients should be desensitized
how to reinfuse the drug if the patient has had a prior prior to resuming chemotherapy even if the symptoms have resolved.
infusion reaction. Patients must be desensitized with each infusion if they previously had a

drug reaction.1:7-10

References on OV-D, 3 of 7

Note: All recommendations are category 2A unless otherwise indicated.
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Drug Reaction to Platinum Agents (OV-D, 4 of 7)

Drug Reaction to Taxane, Liposomal Doxorubicin, or

Biotherapeutic Agents (OV-D, 6 of 7)

Note: All recommendations are category 2A unless otherwise indicated.
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DRUG REACTION REACTION

TO PLATINUM
exposure
(platinum
naive)
Mild reaction?
(hot flushing,
rash, pruritus)
exposure
IV orIP Severe reaction®

drug reaction (shortness of breath, changes in blood
to platinum pressure requiring treatment, dyspnea,
agents Gl symptoms [nausea, vomiting])

Life-threatening reaction®

(ie, anaphylaxis) (acute onset, generalized

hives, respiratory compromise, severe

hypotension, Gl symptoms [nausea, vomiting])

@ Most mild reactions are infusion reactions and more commonly are caused by taxanes (ie,
docetaxel, paclitaxel), but can also occur with platinum agents (ie, carboplatin, cisplatin).
b Most severe reactions are allergic reactions and more commonly are caused by platinum

agents.

¢ H1 blocker antihistamine (eg, diphenhydramine, hydroxyzine); H2 blockers (eg, cimetidine,
famotidine); corticosteroids (eg, methylprednisolone, hydrocortisone, dexamethasone).
d|n the setting of acute cardiopulmonary arrest, standard resuscitation (ACLS) procedures

should be followed.

Note: All recommendations are category 2A unless otherwise indicated. |

¢ Stop infusion

Second ¢ Administer H1 blocker

or further| - | antihistamine® to treat symptoms |_,

+ Corticosteroid * IM epinephrined if
symptoms do not quickly resolve

MANAGEMENT/TREATMENT®

* Decrease the infusion rate

» Symptoms often resolve

> quickly after stopping infusion| —| rechallenge with platinum drug
* Administer H1 blocker
antihistamine®

* Consider allergy consultation®
« If staff agree and vital signs remain stable,

» Administer premedication with H1 blocker
antihistamine, corticosteroids, H2 blockers®

 Consider allergy consultation

* Do not rechallenge/readminister drug
until evaluated by a specialist with
desensitization expertise

« Potential candidate for desensitization®!
with each infusion

OV-D,50of 7

\/

v

OV-D, 5 of 7

Drug Reaction to Taxane, Liposomal Doxorubicin, or

Biotherapeutic Agents (OV-D, 6 of 7)

€ Mild reactions can progress to severe reactions by re-exposure. An
allergy consultation may provide skin testing and evaluate sensitization
and the risk for further, more severe reactions.

fReferral to an academic center with expertise in desensitization is
preferred.

1 Castells MC, Tennant NM, Sloane DE, et al. Hypersensitivity reactions
to chemotherapy: Outcomes and safety of rapid desensitization in 413
cases. J Allergy Clin Immunol 2008;122:574-580.
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DRUG REACTION
TO PLATINUM
AGENTS

IVorlIP

drug reaction
to platinum
agents

REACTION

Mild reaction?
(hot flushing, rash, pruritus)

Severe reaction®

(shortness of breath,
changes in blood pressure
requiring treatment, dyspnea,
Gl symptoms [nausea,
vomiting])

Life-threatening reaction®

(ie, anaphylaxis) (acute onset,
generalized hives, respiratory
compromise, severe
hypotension, Gl symptoms
[nausea, vomiting])

—>

MANAGEMENT OF DRUG REACTIONS
MANAGEMENT/TREATMENT®

— OV-D.40f7

« Stop infusion

¢ Administer oxygen, nebulized
bronchodilators, H1 blocker
antihistamine, H2 blockers,
corticosteroid;® IM epinephrine
if needed

« Stop infusion

« Administer IM epinephrine,?
oxygen, nebulized bronchodilators,
H1 blocker antihistamine, H2
blockers, corticosteroid®

« Saline bolus, if needed

* Consider allergy consultation

* Do not rechallenge/readminister drug
until evaluated by allergist or specialist
with desensitization expertise

« Potential candidate for desensitizationf1
with each infusion

* Do not rechallenge/readminister drug
until evaluated by allergist or specialist
with desensitization expertise

_, |+ Potential candidate for desensitization9-1

with each infusion under guidance of an
allergist or specialist with desensitization
expertise

Drug Reaction to Taxane, Liposomal Doxorubicin, or
Biotherapeutic Agents (OV-D, 6 of 7)

2 Most mild reactions are infusion reactions and more commonly are caused by taxanes (ie,

docetaxel, paclitaxel), but can also occur with platinum agents (ie, carboplatin, cisplatin).
b Most severe reactions are allergic reactions and more commonly are caused by platinum

agents.

¢