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ABSTRACT

The NCCN Guidelines for Cervical Cancer provide recommenda-
tions for diagnostic workup, staging, and treatment of patients with
the disease. These NCCN Guidelines Insights focus on recent updates
to the guidelines, including changes to first- and second-line systemic
therapy recommendations for patients with recurrent or metastatic
disease, and emerging evidence on a new histopathologic classification
system for HPV-related endocervical adenocarcinoma.
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NCCN CATEGORIES OF EVIDENCE AND CONSENSUS

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

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

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

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

All recommendations are category 2A unless otherwise
noted.

Clinical trials: NCCN believes that the best management of
any patient with cancer is in a clinical trial. Participation in
clinical trials is especially encouraged.

PLEASE NOTE

The NCCN Clinical Practice Guidelines in Oncology

(NCCN Guidelines®) are a statement of evidence and consensus
of the authors regarding their views of currently accepted
approaches to treatment. The NCCN Guidelines Insights
highlight important changes in the NCCN Guidelines
recommendations from previous versions. Colored
markings in the algorithm show changes and the

discussion aims to further the understanding of these
changes by summarizing salient portions of the panel’s
discussion, including the literature reviewed.

The NCCN Guidelines Insights do not represent the full
NCCN Guidelines; further, the National Comprehensive
Cancer Network® (NCCN®) makes no representations or
warranties of any kind regarding their content, use, or
application of the NCCN Guidelines and NCCN Guidelines
Insights and disclaims any responsibility for their application
or use in any way.

The complete and most recent version of these
NCCN Guidelines is available free of charge at NCCN.org.

© National Comprehensive Cancer Network, Inc. 2020.

All rights reserved. The NCCN Guidelines and the illustrations
herein may not be reproduced in any form without the
express written permission of NCCN.
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PRINCIPLES OF PATHOLOGY"

* Procedure:
» Radical hysterectomy
* Pathologic assessment for carcinoma:
» Uterus
¢ Hysterectomy type (where applicable)
¢ Tumor site
¢ Tumor size, including greatest dimension and additional two dimensions
¢ Histologic type?
¢ Histologic grade
¢ Stromal invasion (depth of invasion in mm/cervical wall thickness in mm)b
¢ Tumor width extent in mm
¢ Surgical resection margin status
- If negative, include closest margin and distance to closest margin (in mm)®¢
- If positive, include location of positive margin®
¢ Lymphovascular invasion (does not impact FIGO 2018 staging?)
» Other tissue/organ involvement (parametrium, vaginal cuff, fallopian tubes, ovaries, peritoneum, omentum, other)
» Lymph nodes (when resected)
¢ SLNs should undergo ultrastaging for detection of low-volume metastasis®
¢ Non-SLNs do not require ultrastaging and can be processed as per routine protocols
¢ Include the number of lymph nodes with isolated tumor cells, micrometastasis, and macrometastasis
¢ Isolated tumor cells are noted as pNO(i+)
» Consider MMR/MSI, or PD-L1, and/or NTRK gene fusion testing for patients with recurrent, progressive, or metastatic disease34

aAccording to the 2018 International Endocervical Adenocarcinoma Criteria and Classification (IECC),% morphologic features (luminal mitotic figures and apoptosis) can
be used to distinguish between human papillomavirus (HPV)-associated endocervical adenocarcinomas and non-HPV-associated adenocarcinomas. Tumors can be
further subtyped based on morphologic features.

bEvaluation of histologic pattern of invasion for endocervical adenocarcinomas is an emerging concept.6.7:8 Three clinically significant histologic patterns of invasion for
endocervical adenocarcinoma have been described. Tumors with so-called pattern A invasion (defined by well-demarcated glands with round contours, an absence
of single cells, an absence of desmoplastic stromal response, and no lymphatic vascular invasion) have excellent survival and do not have lymph node metastases or
recurrences. (Diaz De Vivar A, Roma AA, Park KJ, et al. Invasive endocervical adenocarcinoma: proposal for a new pattern-based classification system with significant
clinical implications: a multi-institutional study. Int J Gynecol Pathol 2013;32:592-601.)

While reporting of this information is not required, knowledge of this information is useful for multidisciplinary treatment planning.

dUltrastaging commonly entails serial sectioning of the SLN and review of multiple H&E-stained sections with or without cytokeratin immunohistochemistry for all blocks

Cervical Cancer, Version 1.2020

of the SLN. There is not a standard protocol for lymph node ultrastaging.

Version 1.2020 © National Comprehensive Cancer Network, Inc. 2020, All rights reserved.

NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

CERV-A
10F 2

Overview
An estimated 13,800 new cases of cervical cancer will be
diagnosed in the United States in 2020, and 4,290 people
will die of the disease.! Although cervical cancer rates are
decreasing overall among women in the United States,
incidence remains elevated among Hispanic/Latino,
Black, and Asian women.? The estimated global yearly
incidence of cervical cancer in 2018 was 570,000, with
corresponding deaths of 311,000. It is the fourth most
common cancer in women worldwide, with approxi-
mately 84% of cases occurring in developing countries,
where cervical cancer is a leading cause of cancer death
in women.® Squamous cell carcinomas account for ap-
proximately 75% to 80% of all cervical cancers, and ade-
nocarcinoma accounts for approximately 20%.* Persistent
HPV infection is the most important factor in the dev-
elopment of cervical cancer.>® Approximately 70% of
cervical cancers are caused by persistent infection with
high-risk (oncogenic) HPV type 16 or 18,7 although per-
sistence of other oncogenic HPV types (eg, 31, 33, 45, 52, 58)
also confers an increased risk of cancer.?

Regardless of cancer subtype and HPV infection
status, primary treatment with curative intent for pa-
tients with cervical cancer typically consists of surgery,

chemoradiation, or a combination of these treatments;
options vary by cancer stage. Chemotherapy with or with-
out radiation forms the basis of treatment of patients
with recurrent and/or metastatic disease. Traditionally,
cisplatin has been the foundation of systemic therapy,
either as a single agent or in combination with other
agents. In recent years, double- and triple-agent chemo-
therapy regimens have increasingly been used for patients
with recurrent or metastatic disease. Additionally, the
availability of targeted therapies and immunotherapy
regimens (eg, bevacizumab, pembrolizumab) in combina-
tion with, or as alternatives to, existing first- and second-
line treatment options has led to improved outcomes
in some patients.

These NCCN Guidelines Insights focus on recent
changes to first- and second-line systemic therapy rec-
ommendations for recurrent or metastatic disease (see
CERV-F page 1 of 2, page 663). Certain novel targeted
therapies (ie, entrectinib, larotrectinib, pembrolizumab)
were newly added to the NCCN Guidelines, whereas some
doublet and triplet chemotherapy regimens (ie, cisplatin/
paclitaxel, carboplatin/paclitaxel, topotecan/paclitaxel,
and topotecan/paclitaxel/bevacizumab) were restrati-
fied according to the NCCN Categories of Preference.
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SYSTEMIC THERAPY REGIMENS FOR CERVICAL CANCER®

Chemoradiation

Preferred Regimens
* Cisplatin
« Carboplatin if patient is cisplatin intolerant

Recurrent or Metastatic Disease

First-line combination therapy®®

Possible first-line single-agent therapy®

Second-line therapy®

Preferred Regimens

« Cisplatin/paclitaxel/bevacizumabd1
(category 1)

« Carboplatin/paclitaxel/bevacizumab®

« Cisplatin

* Carboplatin
Other Recommended Regimens « Paclitaxel®?
« Cisplatin/paclitaxel (category 1)%3
 Carboplatin/paclitaxel®
(category 1 for patients who have received
prior cisplatin therapy)
« Topotecan/paclitaxel/bevacizumab®:’
(category 1)
« Topotecan/paclitaxel’
« Cisplatin/topotecan®

Preferred Regimens
Other Recommended Regimens

Preferred Regimens
* Pembrolizumab for PD-L1—positivef or

MSI-H/dMMR tumors?

Other Recommended Regimens
(All agents listed here are category 2B unless

otherwise noted)
« Bevacizumab®
* Albumin-bound paclitaxel
* Docetaxel

¢ Fluorouracil

* Gemcitabine

* Ifosfamide

« Irinotecan

* Mitomycin

* Pemetrexed

* Topotecan

« Vinorelbine

Useful in Certain Circumstances
« Larotrectinib or entrectinib for NTRK gene
fusion-positive tumors (category 2B)

aCisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-C]).
bCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.
CIf not used previously, these agents can be used as second-line therapy as clinically appropriate.

dAn FDA-approved biosimilar is an appropriate substitute for bevacizumab.
eReferences for second-line therapy are provided in the Discussion.

fRecommended for disease progression on or after chemotherapy in patients whose tumors express PD-L1 (CPS 21) as determined by an FDA-approved test.

9See NCCN Guidelines for the Management of Immunotherapy-Related Toxicities.

Version 1.2020 © National Comprehensive Cancer Network, Inc. 2020, All rights reserved.
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In addition, emerging data on a new histopathologic
classification system for HPV-related endocervical ade-
nocarcinoma (EAC) are discussed (see footnote “b” on
CERV-A page 1 of 2, page 662).

NCCN Categories of Preference

Starting with version 2.2019, the panel assigned a Cat-

egory of Preference to all systemic therapy regimens

included in the NCCN Guidelines for Cervical Cancer.

The 3 NCCN Categories of Preference are as follows:

e Preferred: Interventions that are based on superior
efficacy, safety, and evidence; and, when appropri-
ate, affordability

e Other recommended: Other interventions that may
be somewhat less efficacious, more toxic, or based
on less mature data; or significantly less affordable
for similar outcomes

e Useful in certain circumstances: Other interventions
that may be used for selected patient populations
(defined with recommendation)

The Categories of Preference provide increased granu-

larity and specificity of recommended regimens, and

supplement information provided by the NCCN Categories

of Evidence and Consensus (ie, categories 1, 2A, 2B, and 3).

First- and Second-Line Systemic Therapy
Regimens for Recurrent or Metastatic Disease

First-Line Combination Therapy Regimens:
Preferred Versus Other Recommended Regimens
Prior to Version 1.2020, the panel included 6 first-line
combination therapies (3 doublet, 3 triplet) in the Guide-
lines as Preferred systemic therapy regimens for recurrent
or metastatic disease: cisplatin/paclitaxel/bevacizumab,
carboplatin/paclitaxel/bevacizumab, topotecan/paclitaxel/
bevacizumab, cisplatin/paclitaxel, carboplatin/paclitaxel,
and topotecan/paclitaxel. While discussing potential
guidelines updates for Version 1.2020, the panel came to
the consensus that an extensive list of! Preferred regimens
was less likely to provide specific guidance on the most
effective treatment options. Additionally, by this time,
based on randomized clinical trial data and real-world
experience, clinicians had come to widely accept triplet
regimens as the first-line standard of care for recurrent or
metastatic cervical cancer. Thus, the panel agreed to move
all 3 of the doublet regimens to Other Recommended.
Previously, the triplet combination of topotecan/
paclitaxel/bevacizumab was listed as a Preferred regi-
men. Although the FDA did approve bevacizumab in

JNCCN.org | Volume 18 Issue 6 | June 2020
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combination with topotecan and paclitaxel for the
treatment of recurrent or metastatic cervical cancer,
further review of the final results® from the randomized
phase III GOG 240 trial suggested that, although not
statistically different, this triplet regimen was qualita-
tively less effective than the corresponding platinum-
containing regimen of cisplatin/paclitaxel/bevacizumab.
The authors reported that adding bevacizumab to a
topotecan/paclitaxel regimen did not significantly im-
prove overall survival (OS) versus topotecan/paclitaxel
alone (hazard ratio [HR], 0.80; 95% CI, 0.59-1.08; P=.15).
Conversely, adding bevacizumab to cisplatin/paclitaxel
significantly improved OS versus cisplatin/paclitaxel alone
(HR, 0.73; 95% CI, 0.54-0.99; P=.04).° Based on these data,
the panel kept the cisplatin/paclitaxel/bevacizumab regi-
men in the Preferred category, while moving the non-
platinum triplet to the Other Recommended group,
even as the Category of Evidence and Consensus remained
at level 1 based on randomized clinical trial data. Although
the GOG 240 trial did not specifically include a carboplatin/
paclitaxel/bevacizumab triplet regimen, the panel also con-
siders it a Preferred first-line treatment option for patients
who are intolerant to cisplatin, based on results from the
randomized phase III JCOG0505 trial that suggested non-
inferiority of carboplatin/paclitaxel to cisplatin/paclitaxel.'®

Pembrolizumab as a Second-Line Therapy for
PD-L1-Positive or MSI-H/dMMR Tumors

FDA approved pembrolizumab in May 2017 for treating
adult and pediatric patients with unresectable or metastatic
microsatellite instability-high (MSI-H) or deficient mis-
match repair (AMMR) solid tumors that have progressed
after prior treatment and who have no satisfactory alter-
native treatment options." Data from the nonrandomized
phase Ib KEYNOTE-028 basket trial, which included 24
patients with advanced cervical cancer who previously
received =1 lines of chemotherapy, partially supported the
drug’s approval for this indication.'>!* Based on these data,
the panel added pembrolizumab as a second-line therapy
option in version 1.2018 of the guidelines. At that time, the
panel gave the drug a category 2B rating, because they felt
that the KEYNOTE-028 trial did not include an adequate
number of patients with cervical cancer, and thus, the drug
had limited validation in this patient population.

In June 2018, the FDA expanded pembrolizumab’s
approval to include patients with recurrent or metastatic
cervical cancer with disease progression on or after che-
motherapy, whose tumors express PD-L1 as determined
by an FDA-approved test.'* Data from the nonrandomized
phase II KEYNOTE-158 basket trial, which included 98
patients with advanced cervical cancer, supported this
expanded indication.’!® Nearly 84% (n=82) of the en-
rolled patients with cervical cancer were PD-L1-positive,
and of these, 94% (n=77) previously received =1 lines of

Cervical Cancer, Version 1.2020

chemotherapy. In PD-L1-positive patients, the objective
response rate to pembrolizumab was nearly 15% (3
complete and 9 partial responses). Of these responders, 10
(83%) previously received radiotherapy in addition to
chemotherapy. Upon considering pembrolizumab’s ex-
panded indication and the publication of these new data,
the panel felt that the drug became a more relevant
option for patients with cervical cancer, and recatego-
rized it as a category 2A option in version 2.2018 for
patients with PD-L1-positive or MSI-H/dMMR tumors.
When the panel added the Categories of Preference to
version 2.2019 of the guidelines, they designated pem-
brolizumab a Preferred second-line therapy option for
patients with PD-L1-positive or MSI-H/dMMR tumors
and recurrent or metastatic disease; its category 2A status
stayed the same. The panel has made no further changes
to these assignments since version 2.2019.

Silva Classification System for HPV-Related EAC
While discussing potential Guidelines updates for 1.2020,
the panel reviewed emerging evidence on the Silva clinico-
pathologic classification system, which considers the extent
of lymphovascular space invasion (LVSI), stromal invasion,
and differentiation in patients with HPV-related EAC. The
studies describing and validating its use in these patients are
retrospective, and only a limited number of expert gyne-
cologic pathologists currently use the Silva system in clinical
practice. However, the available data suggest that the system
may more accurately stratify patients with HPV-related EAC
by risk of metastases, recurrence, and death than the current
clinicopathologic features that are used for measuring the
extent of disease. The panel felt that it was important to
introduce this novel concept to guidelines readers, but
acknowledged that there was not yet enough evidence to
support the formal addition of the Silva system to the list of
clinicopathologic features that are recommended for use in
disease assessment. Instead, they briefly described the
Silva classification system in a footnote (see footnote “b”
on CERV-A page 1 of 2, page 662). Following is an ex-
panded summary of the evidence on the Silva system and
insights on how it might be incorporated into more
widespread clinical practice in the future.

According to the 2018 FIGO criteria,'”!8 pathologists
use tumor size and stromal depth of invasion (DOI) during
clinicopathologic staging of cervical cancer. During clin-
icopathologic assessment, pathologists calculate DOI (in
millimeters) starting from the basement membrane of the
originating epithelium.!®* Endocervical glands normally
vary in size, shape, and distance of extension into the
underlying stroma; because of this architectural com-
plexity, determining the DOI in EAC is difficult.2®?!
Obtaining an accurate DOI measurement is important,
because it directly informs treatment decisions. The FIGO
staging system does not consider the extent of LVSI, but

664 © JNCCN—Journal of the National Comprehensive Cancer Network | Volume 18 lIssue 6 | June 2020
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clinicians also use this information to inform treatment

decisions. For instance, patients with stage IAl cervical

cancer (DOI =3 mm) whose tumors do not have LVSI may
be candidates for fertility-sparing conservative treatment

(ie, cone biopsy, trachelectomy), because these patients

generally have low risk of metastases and recurrence.

Patients with IA2 cervical cancer (DOI >3 mm) may also

be candidates for these procedures, but also typically

undergo lymphadenectomy with or without sentinel
lymph node (SLN) mapping due to an increased risk of
nodal metastases and recurrence compared with patients
with stage 1Al cervical cancer without LVSI. Lymphade-
nectomy and SLN mapping both may increase morbidity.

Therefore, more accurate and reproducible methods of

staging EAC are needed to avoid the use of unnecessary

procedures in patients who may be at minimal risk of nodal
metastases, recurrence, and/or death.

The Silva classification system has thus been pro-
posed to more accurately stratify patients with invasive
usual-type (HPV-related) EAC. A 2013 retrospective study
published by Diaz De Vivar et al?? included patients
(n=352) with stage I-IV usual-type EAC, all of whom
previously underwent lymphadenectomy. Pathologists
classified their tumor samples into 1 of 3 Silva categories
according to histologic patterns of invasion:

1. Pattern A tumors are characterized by no LVSI, well-
demarcated glands, and no detachment, which may
resemble adenocarcinoma in situ

. Pattern B, some LVSI, focal destructive stromal invasion

3. Pattern C, more widespread LVS], diffuse destructive

stromal invasion

[\

For reference, we included representative images of EAC
tumors for each category (Figure 1).

For tumors that had mixed histopathologic charac-
teristics, pathologists assigned the highest classification
that they observed in the sample. Mean follow-up time
was approximately 4.5 years. Patients with pattern A
tumors did not experience any metastases or recurrences
during this time. Of those with pattern B tumors, 4.4%

NCCN GUIDELINES® INSIGHTS CE

experienced metastases and 1.2% had a recurrence.
Those with pattern C tumors had a marked increase in
the rates of metastases and recurrences (23.8% and
22.1%, respectively).

Since 2013, several other groups independently pub-
lished retrospective studies on use of the Silva classification
system. Spaans et al*® classified tumor samples from 82
patients with stage IB-IIA usual-type EAC, all of whom
previously underwent radical hysterectomy or trache-
lectomy. Median follow-up time was approximately 10
years. Patients with pattern A tumors did not experience
any metastases, recurrences, or deaths during this time. Of
patients with pattern B tumors, 17% experienced metas-
tases, 13% had a recurrence, and 10% died. Of patients with
pattern C tumors, 37% experienced metastases, 35% had a
recurrence, and 35% died. The authors suggested that
pattern B and C tumors may be associated with a higher
incidence of somatic hotspot mutations, but noted that this
observation should be confirmed in prospective studies.

Stolnicu et al** used the Silva classification system
to stratify 341 patients with usual-type and non-HPV-
related stage I-IV EAC who previously underwent
surgical resection (ie, cone biopsy, trachelectomy, hys-
terectomy) and lymphadenectomy. Pathologists first
classified tumor specimens into usual-type and non-
HPV-related EAC according to International Endocer-
vical Adenocarcinoma Criteria and Classification®® and
then further classified the tumors by Silva criteria. The
authors found that the incidence of metastases in usual-
type EAC was similar to that observed by Diaz De Vivar
et al.?? They also reported that 100% of the non-HPV-
related EAC tumors were classified as pattern C, and
therefore concluded that the utility of the Silva classifi-
cation system is limited to patients with usual-type
(HPV-related) EAC.

Data from these retrospective studies suggest that
the Silva classification system may help stratify patients
with invasive, usual-type EAC by risk of metastases, re-
currence, and death. Some expert gynecologic patholo-
gists are already using the Silva classification system

Figure 1. Representative images of HPV-related endocervical adenocarcinoma classified according to Silva criteria: (A) pattern A, (B) pattern B,
and (C) pattern C tumors. (Courtesy of Kay Park, MD, and Nadeem Abu-Rustum, MD, New York, NY.)
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during clinicopathologic staging. The system could be
particularly helpful for identifying low-risk patients with
stage I disease who may be candidates for conservative,
fertility-sparing treatment without compromising short-
and long-term patient health outcomes. However,
prospective studies are needed to confirm these obser-
vations (ie, studies in which pathologists would use the
Silva classification system to stratify patients’ tumors into
pattern A, B, or C categories, and clinicians would
consider this information in addition to other clinico-
pathologic factors to help inform treatment decisions). If
data from future prospective studies agree with the data
cited earlier, the Silva classification system could po-
tentially be used in conjunction with, or incorporated
into, FIGO/AJCC criteria at the time of diagnostic biopsy.
To this end, Roma et al*® proposed that a new 3-tier
FIGO/AJCC classification system could be created for
usual-type EAC staging, in which Silva A, B, and C cat-
egories would replace DOI measurement. Alternatively,

Cervical Cancer, Version 1.2020

DOI could be revised to specify the depth of destructive
invasion, and the Silva classification system could then
be used in conjunction.

Conclusions

Emerging evidence informs panel recommendations in
the NCCN Guidelines for Cervical Cancer and all other
NCCN Guidelines. Recent updates to these guidelines
include new and restratified treatment option recom-
mendations that may provide safer, more effective care
for patients with the disease. The panel also recently
discussed and noted new methods of EAC staging that
could potentially be incorporated into official guidelines
recommendations and more widespread clinical practice
in the future.

To participate in this journal CE activity, go to
= https://education.nccn.org/node/87827
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