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Purpose To provide evidence-based, resource-stratified global recommendations to clinicians and policy-
makers on the management and palliative care of women diagnosed with invasive cervical cancer.

Methods ASCO convened a multidisciplinary, multinational panel of cancer control, medical and radiation
oncology,healtheconomic,obstetricandgynecologic,andpalliativecareexperts toproducerecommendations
reflectingresource-tieredsettings.Asystematicreviewof literature from1966to2015failed toyieldsufficiently
strong quality evidence to support basic- and limited-resource setting recommendations; a formal consensus-
based process was used to develop recommendations. A modified ADAPTE process was also used to adapt
recommendations from existing guidelines.

Results Five existing sets of guidelines were identified and reviewed, and adapted recommendations form
the evidence base. Eight systematic reviews, along with cost-effectiveness analyses, provided indirect
evidence to inform the consensus process, which resulted in agreement of 75% or greater.

Recommendations Clinicians and planners should strive to provide access to the most effective evidence-
based antitumor and palliative care interventions. If a woman cannot access these within her own or
neighboring country or region, she may need to be treatedwith lower-tier modalities, depending on capacity
and resources for surgery, chemotherapy, radiation therapy, and supportive and palliative care. For women
with early-stage cervical cancer in basic settings, cone biopsy or extrafascial hysterectomy may be per-
formed. Fertility-sparing procedures or modified radical or radical hysterectomy may be additional options
in nonbasic settings. Combinations of surgery, chemotherapy, and radiation therapy (including brachy-
therapy) should be used for women with stage IB to IVA disease, depending on available resources. Pain
control is a vital component of palliativecare. Additional information isavailableatwww.asco.org/rs-cervical-
cancer-treatment-guidelineandwww.asco.org/guidelineswiki. It is the viewofASCO that healthcareproviders
and health care system decision makers should be guided by the recommendations for the highest stratum of
resources available. The guideline is intended to complement but not replace local guidelines.

INTRODUCTION

The purpose of this guideline is to provide expert
guidance to clinicians and policymakers in all
resource settings on work-up, treatment, and pal-
liative care for women diagnosed with invasive
cervical cancer. The target population is women
who have been diagnosed with cervical cancer.

There are large disparities regionally and glob-
ally in incidence of and mortality resulting from
cervical cancer, in part because of disparities
in the provision of mass screening. (A separate
ASCO resource-stratified guideline provides

guidance on screening.) Treatment of cervical
cancer is dependent on the stage of disease.
Treatment may include surgical treatments such
as conization, hysterectomy or radical hysterec-
tomy, radiation therapy, and/or chemotherapy.
Different regions of the world, both among and
within countries, differ with respect to access to
these treatments. In particular, regions with fewer
resources tend to have poorer screening pro-
grams, and patients present with more advanced
disease that requires either radical surgery or
chemoradiotherapy, neither of which is readily
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available in these areas. For this reason, standard
guidelines that assume ideal availability of surgery
and radiotherapy may not be applicable. The goal
of our guideline is to recommend options in set-
tings inwhich ideal treatment regimensmaynotbe
available.

Approximately 85% of incident cervical cancers
occur in less developed regions (also known
as low- and middle-income countries [LMICs])
around the world, representing 12% of women’s
cancers in those regions. Eighty-seven percent of
deaths resulting from cervical cancer occur in
these less developed regions.1 Some of the re-
gions in the world with the highest mortality
rates include the WHO South-East Asia and
Western Pacific regions, followed by India and
Africa.1 As a result of these disparities, the ASCO
Resource-Stratified Guideline Advisory Group
chose cervical cancer as a priority topic for guide-
line development.

Disparities exist not only among countries and
global regions but also within countries. For ex-
ample, within the United States, some regions
have higher incidences of cervical cancer (eg,
Texas, 9.2; Arkansas, 9.8; and Mississippi, 9.7
per 100,000 women)2 as well as rates of poverty
greater than 17%.3 In the United States, black
womenexperiencehigher incidence andmortality
than women of other races or ethnicities.2 Aware-
ness of these disparities in access to care should
be considered in the context of this clinical prac-
tice guideline, and health care providers should
strive to deliver the highest level of cancer care to
all women.

ASCO has established a process for resource-
stratified guidelines, which includes mixed
methods of guideline development, adaptation
of the clinical practice guidelines of other organi-
zations, and formal expert consensus. This article
summarizes the results of that process and pres-
ents resource-stratified recommendations, which
are based, in part, on expert consensus and adap-
tation from the Canadian Cancer Care Ontario
(CCO),4,5 European Society of Medical Oncology
(ESMO),6 Japan Society of Gynecologic Oncology
(JSGO),7 USNational Comprehensive Cancer Net-
work (NCCN),8 andmultinational WHO9 guidelines
for the care and palliation of women with invasive
cervical cancer. Appendix Table A1 lists links to
these guidelines.

This ASCO guideline reinforces selected recom-
mendations offered in the CCO, ESMO, JSGO,
NCCN, and WHO guidelines and acknowl-
edges the effort put forth by the authors and

aforementioned societies to produce evidence-
based and/or consensus-based guidelines in-
forming practitioners and institutions caring
for patients with invasive cervical cancer. In
developing resource-stratified guidelines, ASCO
has adopted its framework from the four-tier
approach (basic, limited, enhanced, and maxi-
mal, summarized inTable1andAppendix TableA2)
developed by WHO and applied by the Breast
Health Global Initiative and made modifications
to that framework based on Disease Control Pri-
orities 3 and uses an evidence-based approach to
inform guideline recommendations.10-12

GUIDELINE QUESTIONS

This clinical practice guideline addresses four
overarching clinical questions: In the basic-, lim-
ited-, enhanced-, and maximal-resource settings,
what are the appropriate care options for women
with invasive cervical cancer in work-up, treat-
ment, follow-up and post-treatment surveillance,
and palliative care?

METHODS

Guideline Development Process

These recommendations were developed by an
ASCO Expert Panel with multinational and multi-
disciplinary representation. The Expert Panel met
via teleconference and in person and corre-
sponded through e-mail. On the basis of the
consideration of the evidence, the authors were
asked to contribute to the development of the
guideline, provide critical review, and finalize
the guideline recommendations. Members of
the Expert Panel were responsible for reviewing
and approving the penultimate version of the
guideline, which was then circulated for external
review and submitted to a peer-reviewed journal
for editorial review and consideration for publica-
tion. This guideline was partially informed by the
ASCO modified Delphi formal expert consensus
methodology, during which the Expert Panel was
supplemented by additional experts recruited to
rate their agreement with the drafted recommen-
dations. The entire membership of experts is re-
ferred to as the ASCO Consensus Panel (Data
Supplement provides a list of members). All ASCO
guidelines are ultimately reviewed and approved
by theExpert Panel and theASCOClinical Practice
Guideline Committee (CPGC) before publication.

The guideline development process was also in-
formed by the ADAPTE methodology13 and con-
sensus processes used together as an alternative to
de novo recommendation development for this

312 Volume 2, Issue 5, October 2016 jgo.ascopubs.org JGO – Journal of Global Oncology

http://jgo.ascopubs.org


guideline. However, a special section on radiation
therapy in resource-constrained settings does in-
cludedenovoexpert consensus recommendations.
Adaptation of guidelines is considered by ASCO
in selected circumstances, when one or more
guidelines from other organizations already exist
on the same topic. The objective of the ADAPTE
process is to take advantage of existing guide-
lines to enhance efficient production, reduce du-
plication, and promote the uptake of guideline
recommendations.

The ASCO adaptation and formal expert consen-
sus processes begin with a literature search to
identify literature including candidate guidelines
for adaptation. The panel used literature searches
(from 1966 to 2015, with additional searches for
literature published in specific areas), existing
guidelines and expert consensus publications,
some observational studies, and clinical experi-
ence as guides.

Adapted guideline manuscripts are reviewed and
approved by the ASCOCPGC. The review includes

Table 1 – Treatment Capacity

Treatment

Setting

Basic Limited Enhanced Maximal

Surgery Simple (extrafascial)hysterectomy
ormore extensive hysterectomy
can be performed*

Modified radical or radical
hysterectomy

Capableofperformingmostmajor
surgeries, including radical
hysterectomy, radical trache-
lectomy,† pelvic and para-
aortic LN sampling, and pelvic
exenteration†

Radical hysterectomy, radical
trachelectomy, pelvic and
para-aortic LN sampling,
sentinel node biopsy, and
pelvic exenteration; RT,
chemotherapy, interventional
radiology, palliative care
service, and bevacizumab are
all available

Following are not available: PET
scan, interventional radiology,
sentinel node biopsy/IORT, or
bevacizumab

Chemotherapy Availability of chemotherapy
drugs is unpredictable

Chemotherapy may be available Chemotherapy available;
bevacizumab not available

Chemotherapy available;
bevacizumab is available

RT No RT available Limited external RT with no
brachytherapy available; in
someareaswhere there is only
brachytherapy and no external
RT, this will be considered as
basic level

RT including external beam and
brachytherapy available;
interventional radiology not
available

RT including external beam and
brachytherapy available;
interventional radiology
available

Pathology Pathology services are not
available; if there is a way to
send pathology for review
when needed, that should
occur

Pathology services in
development

Pathology services in develop-
ment or not always available

Pathology available

(There are basic pathology and
frozen section services;
consultations are not readily
available)

(Pathology services including
frozen sections are available;
tumor registry and regular
multidisciplinary conferences
are not consistently available
in the region)

(Full pathology services including
diagnosis, consultation, tumor
registry, and multidisciplinary
conferences are available)(Basic pathology may be avail-

able, but diagnosis is often
delayed for more than 1
month; there are no frozen
sections or pathology
consultations in the region)

Palliative care Palliative care service is in
development; basic palliative
care, including pain and
symptom management,
should be provided‡

Pain and symptom management
available; palliative care
service is in development

Palliative care service not always
available

Palliative care service available

NOTE. It is the view of the American Society of Clinical Oncology that health care providers and health care system decisionmakers should be guided by the recommendations for
the highest stratum of resources available. This guideline is intended to complement but not replace local guidelines. Bold font indicates addition of a recommended action over
a previous resource level (eg, in limited setting, a bold action is one that was not recommended in basic).
Abbreviations: IORT, intraoperative radiation therapy; LN, lymph node; PET, positron emission tomography; RT, radiotherapy.
*Where medical facilities exist to take care of women who are at high risk for postoperative complications.
†Can be performed at some enhanced levels.
‡Palliative care is multifaceted and in some contexts can be provided concurrently with tumor-directed therapy. Pain management and best supportive care are necessary but
insufficient parts of palliative care in all settings. Womenwith advanced cervical cancer with or without access to tumor-directed therapymay have specific late-stage symptoms
that require clinicians to perform or offer urogenital-specific interventions. See Special Commentary.
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THE BOTTOM LINE

Management and Care of Women With Invasive Cervical Cancer: American Society of Clinical Oncology
Resource-Stratified Clinical Practice Guideline

Guideline Question

In basic-, limited-, enhanced-, andmaximal-resource settings, what are the appropriate care options for
women diagnosed with invasive cervical cancer?

Target Population

Women at all levels of resource settings diagnosed with invasive cervical cancer.

Target Audience

This clinical practice guideline globally targets health care providers (including gynecologic oncologists,
medical oncologists, radiation oncologists, obstetricians and gynecologists, surgeons, nurses, and
palliative care clinicians), policymakers, patients, and caregivers.

Methods

A multinational, multidisciplinary Expert Panel was convened to develop clinical practice guideline
recommendations based on a systematic review of the medical literature and/or an expert consensus
process.

Author’s note. It is the view of the American Society of Clinical Oncology (ASCO) that health care
providers and health care system decision makers should be guided by the recommendations for the
highest stratum of resources available. The guidelines are intended to complement but not replace
local guidelines.

Key Points*

·If follow-up is available, theExpertPanel recommendsconebiopsy forwomenwith stage IA2disease in
basic settings and cone biopsy plus pelvic lymphadenectomy in limited settings. In enhanced and
maximal settings, radical trachelectomy is recommended for patients with stage IB1 cervical cancer
with tumor size up to 2 cm who desire fertility-sparing surgery.

·In basic settings where patients cannot be treated with radiation therapy, extrafascial hysterectomy
either alone or after chemotherapymay be an option for women with stage IA1 to IVA cervical cancer.

·In basic settings, for women with larger tumors or advanced-stage cervical cancer, neoadjuvant
chemotherapy is recommended, whenever chemotherapy is available, for the purpose of shrinking
the tumor before performing hysterectomy.

·Concurrent radiotherapy andchemotherapy is standard in enhancedandmaximal settings forwomen
with stage IB to IVA disease.

·The panel stresses the addition of low-dose chemotherapy during radiotherapy but not at the cost of
delaying radiation therapy if chemotherapy is not available.

·In limited-resource settings where there is no brachytherapy, the ASCO Expert Panel recommends
extrafascial hysterectomy or its modification for women who have residual tumor 2 to 3 months after
concurrent chemoradiotherapy and additional boost.

·For patients with stage IV or recurrent cervical cancer, single-agent chemotherapy (carboplatin or
cisplatin) is recommended in basic settings.

·If the resources are available and the patient cannot receive treatment with curative intent, palliative
radiotherapy should be used to relieve symptoms of pain and bleeding.

·Where resources are constrained, single- or short-course radiotherapy schemes can be used with
retreatments if feasible for persistent or recurrent symptoms.

(continued on following page)
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two parts: methodologic review and content re-
view. The formerwas completedby twoASCOstaff
members and the latter by members of the Expert
Panel (Appendix Table A3) convened by ASCO,
which included multinational and multidisciplin-
ary representation.

The guideline recommendations were crafted,
in part, using the Guidelines Into Decision Sup-
port (GLIDES) methodology and accompanying
BRIDGE-Wiz software.14 Detailed information
about the methods used to develop this guide-
line is available in the Methodology Supplement
and Data Supplement at www.asco.org/rs-cervical-
cancer-treatment-guideline.

The ASCO Expert Panel and guideline staff will
work with co-chairs to keep abreast of any sub-
stantive updates to the guideline. On the basis of a
formal review of the emerging literature, ASCOwill
determine the need to update this guideline. This
is themost recent information as of the publication
date. Visit the ASCO Guidelines Wiki at www.asco.
org/guidelineswiki to submit new evidence.

Guideline Disclaimer

The clinical practice guideline and other guidance
published herein are provided by ASCO to assist
providers in clinical decision making. The infor-
mation herein should not be relied upon as being
complete or accurate, nor should it be considered
as inclusive of all proper treatments or methods of
care or as a statement of the standard of care.With
the rapid development of scientific knowledge,
new evidence may emerge between the time in-
formation is developed andwhen it is published or

read. The information is not continually updated
andmay not reflect themost recent evidence. The
information addresses only the topics specifically
identified herein and is not applicable to other
interventions, diseases, or stages of diseases. This
information does not mandate any particular
course of medical care. Furthermore, the infor-
mation is not intended to substitute for the in-
dependent professional judgment of the treating
provider, because the information does not account
for individual variation among patients. Recommen-
dations reflect high, moderate, or low confidence
that the recommendation reflects the net effect of a
given course of action. The use of words like “must,”
“must not,” “should,” and “should not” indicates
that a course of action is recommended or not rec-
ommended for either most or many patients, but
there is latitude for the treating physician to select
other courses of action in individual cases. In all
cases, the selected course of action should be
considered by the treating provider in the context
of treating the individual patient. Use of the in-
formation is voluntary. ASCO provides this infor-
mation on an as-is basis and makes no warranty,
express or implied, regarding the information.
ASCO specifically disclaims any warranties of
merchantability or fitness for a particular use or
purpose. ASCO assumes no responsibility for any
injury or damage to persons or property arising
out of or related to anyuseof this informationor for
any errors or omissions.

Guideline and Conflicts of Interest

The Expert Panel was assembled in accor-
dance with the ASCO Conflicts of Interest Policy

THE BOTTOM LINE (CONTINUED)

Qualifying Statements

ASCO believes that cancer clinical trials are vital to inform medical decisions and improve cancer care
and that all patients should have the opportunity to participate.

Palliative care and pain management are part of the treatment of cancers, including cervical cancer, to
avoid unnecessary suffering during the final stages of disease. Pain control is a vital component of
palliative care, a basic human right often neglected in cancer control programs.

Additional Resources

More information, including a Data Supplement with additional evidence tables, a Methodology
Supplement with information about evidence quality and strength of recommendations, slide sets,
and clinical tools and resources, is available at www.asco.org/rs-cervical-cancer-treatment-guideline.
Patient information is available at www.cancer.net.

*Not all recommendations for all settings are listed. Please see Tables 3-7.
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Implementation for Clinical Practice Guidelines
(found at www.asco.org/rwc). All members of
the panel completed the ASCO disclosure form,
which requires disclosure of financial and other
interests, including relationships with commercial
entities that are reasonably likely to experience
direct regulatory or commercial impact as a result
of promulgation of the guideline. Categories for
disclosure include employment; leadership; stock
or other ownership; honoraria; consulting or advi-
sory role; speaker’s bureau; research funding; pat-
ents, royalties, other intellectual property; expert
testimony; travel, accommodations, expenses; and
other relationships. In accordance with the ASCO
policy, themajority of themembers of the panel did
not disclose any relationships constituting a conflict
under the policy.

RESULTS

As part of the systematic literature review, Pub-
Med, SAGE, Cochrane Systematic Review, and
National Guideline Clearinghouse databaseswere
searched for guidelines, systematic reviews, and
meta-analyses published between1966 and Jan-
uary2015.Additional searcheswereconducted in
PubMed inFebruary,May, July, andAugust 2015.
Inclusioncriteria includedpublicationswithapop-
ulation of women with invasive cervical cancer

that addressed treatment, follow-up, and/or palli-
ative care andweredevelopedby experts aspart of
a recognized organizational effort. To inform rec-
ommendations for basic- or limited-resource set-
tings, preference was given to studies conducted
in these settings.

Searches for cost-effectiveness analyses were
also conducted. Articles were excluded from
the systematic review if they were meeting ab-
stracts; books, editorials, commentaries, let-
ters, news articles, case reports, or narrative
reviews; or publications in a language other
than English.

A total of 13 guidelines and seven systematic re-
views were found in the literature search.4-7,15-31

On thebasis of content andmethodology reviews,
the Expert Panel chose five sets of guidelines—
one from Japan, one from Western Europe,
two fromCanada, andone from theUnitedStates—
to form the evidentiary basis for the guideline
recommendations.4-7,15-18 In addition, theWHO
Palliative Care Chapter (Chapter 7) in the “WHO
Guideline on Comprehensive Cervical Cancer Con-
trol: A Guide to Essential Practice” was identified
and deemed eligible for adaptation.9 An addi-
tional eight systematic reviews26-33 and economic
analyses34-36 were selected to provide indirect

Table 2 – Work-Up

Setting

Basic Limited Enhanced Maximal

History and physical examination,
CBC, cervical biopsy, conebiopsy,
and LFT/renal function studies

History and physical examination,
CBC, cervical biopsy, pathologic
review, cone biopsy, and LFT/
renal function studies

History and physical examination,
CBC, cervical biopsy, pathologic
review, cone biopsy, and LFT/
renal function studies

History and physical examination,
CBC, cervical biopsy, pathologic
review, cone biopsy, and LFT/
renal function studies

Imaging (optional in < stage IB1
disease): chest x-ray

Imaging (optional in < stage IB1):
chest x-ray, CT (specifically CT
of abdomen and pelvis for women
with advanced-stage disease for
treatment planning purposes)

Imaging (optional in < stage IB1):
chest x-ray, CT, or MRI

Imaging (optional in < stage IB1):
chest x-ray, CT, or MRI or PET-CT

Smoking cessation and counseling;
may offer HIV testing

Smoking cessation and counseling;
may offer HIV testing

Smoking cessation and counseling;
may offer HIV testing

Smoking cessation and counseling;
may offer HIV testing

Optional: EUA cystoscopy/
proctoscopy only if suspicion
of bladder or rectum invasion by
CT or MRI

Optional: EUA cystoscopy/
proctoscopy only if suspicion of
bladder or rectum invasion by CT
or MRI

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Overall evidence quality:
intermediate

Overall evidence quality: high Overall evidence quality: high Overall evidence quality: high

Strength of recommendation:
moderate

Strength of recommendation:
moderate

Strength of recommendation: strong Strength of recommendation: strong

NOTE. Bold indicates addition of a recommended action over a previous resource level (eg, in limited setting, a bold action is one that was not recommended in basic).
Abbreviations: CBC, complete blood count; CT, computed tomography; EUA, examination under anesthesia; LFT, liver function test; MRI, magnetic resonance imaging; PET,
positron emission tomography.
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Table 3 – Recommendations for Stage IA, IB, and IIA Disease

Type of Disease

Setting

Basic Limited Enhanced Maximal

IA1, LVSI negative,
FS (see
Discussion)

1A1 (negativemargins): cone
biopsy* (with scalpel)

1A1 (negativemargins): cone
biopsy

1A1 (negativemargins): cone
biopsy

1A1 (negativemargins): cone
biopsy

Repeat cone biopsy or
extrafascial hysterectomy
for positive margins

Repeat cone biopsy or
extrafascial hysterectomy
for positive margins

Repeat cone biopsy or
extrafascial hysterectomy
for positive margins

Repeat cone biopsy or
extrafascial hysterectomy
for positive margins

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: high Evidence: low Evidence: high Evidence: high
Recommendation: strong Recommendation: weak Recommendation: strong Recommendation: strong

IA1, LVSI positive,
FS

Cone biopsy in selected
cases, if follow-up possible

Cone biopsy Cone biopsy plus PLND (see
Discussion regarding current
evidence on FS for women
desiring fertility preservation)

Cone biopsy plus PLND

Type of recommendation:
consensus based

Type of recommendation:
consensus based

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence and consensus
based

Evidence: intermediate Evidence: intermediate Evidence: high Evidence: high
Recommendation: weak Recommendation: weak Recommendation: strong Recommendation: strong

OR radical trachelectomy
plus PLND

OR radical trachelectomy plus
PLND (may offer6 SLN)

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence and consensus
based

Evidence: intermediate Evidence: intermediate
Recommendation: moderate Recommendation: moderate

IA1, non-FS (no
LVSI)

Cone biopsy (if follow-up
possible) OR extrafascial
hysterectomy,† then
observe after initial cone
biopsy, repeat cone, or
extrafascial hysterectomy if
margins are positive

Cone biopsy (if follow-up
possible); observe
(after cone biopsy)‡ OR
extrafascial hysterectomy†
(extrafascial hysterectomy
OR modified radical
hysterectomyplusPLNDOR
if positive margins
repeat conization§)

Cone biopsy‡ OR extrafascial
hysterectomy† (extrafascial
hysterectomy OR modified
radical hysterectomy plus
PLND OR if positive
margins repeat
conization§)

Cone biopsy‡ OR extrafascial
hysterectomy† (extrafascial
hysterectomy OR modified
radical hysterectomy plus
pelvic LN sampling if
positive margins [may
offer 6 SLN] OR repeat
conization§)

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: high Evidence: high Evidence: high Evidence: high
Recommendation: strong Recommendation: strong Recommendation: strong Recommendation: strong

IA1, non-FS (with
LVSI)

As above Stage IA1 (with LVSI) and
stage IA2: modified radical
hysterectomy

Stage IA1 (with LVSI) and
stage IA2: modified radical
hysterectomy (when
positive margins on repeat
cone) plus PLND 6 PANB
(pelvic irradiation plus
brachytherapy [with LVSI] if
patient is not eligible for
surgery)

Stage IA1 (with LVSI) and
stage IA2: modified radical
hysterectomyplusPLND6
PANB (may offer6SLNOR
pelvic irradiation plus
brachytherapy [if patient is
not eligible for surgery])

Type of recommendation:
consensus based

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: low Evidence: low Evidence: intermediate Evidence: intermediate
Recommendation: weak Recommendation: weak Recommendation: moderate Recommendation: moderate

IA2, FS Cone biopsy (if follow-up
possible)

Cone biopsy (if follow-up
possible)

Cone biopsy plus PLND 6

para-aortic LN sampling‡
Cone biopsy plus PLND 6
para-aortic LN sampling‡

Type of recommendation:
consensus based

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: low Evidence: low Evidence: low Evidence: low
Recommendation: weak Recommendation: weak Recommendation: weak Recommendation: weak

(Continued on following page)
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Table 3 – Recommendations for Stage IA, IB, and IIA Disease (Continued)

Type of Disease

Setting

Basic Limited Enhanced Maximal

Radical trachelectomy plus
PLND

Radical trachelectomy plus
PLND

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: intermediate Evidence: intermediate
Recommendation: moderate Recommendation: moderate

IA2, non-FS Cone biopsy (if follow-up
possible) or extrafascial
hysterectomy (non-FS)

Cone biopsy plus PLND 6
para-aortic LN sampling‡

Cone biopsy plus PLND 6
para-aortic LN sampling‡

See above

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: low Evidence: low Evidence: low
Recommendation: weak Recommendation: weak Recommendation: weak

Extrafascial hysterectomy Modified radical hysterec-
tomy plus PLND 6 para-
aortic LN sampling§

Modified radical hysterec-
tomy plus PLND 6 para-
aortic LN sampling§

Modified radical hysterec-
tomy plus PLND 6 para-
aortic LN sampling§

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: low Evidence: intermediate Evidence: intermediate Evidence: intermediate
Recommendation: weak Recommendation: moderate Recommendation: moderate Recommendation: moderate

OR pelvic RT and
brachytherapy

OR pelvic RT and
brachytherapy

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: intermediate Evidence: intermediate
Recommendation: moderate Recommendation: moderate

IB1, FS No recommendation No recommendation Radical trachelectomy plus
PLND (if adding trachelec-
tomy . 2 cm)

Radical trachelectomy plus
pelvic LN sampling; may
offer SLN

Adjuvant therapy may be
needed for patients with
tumors . 2 cm with risk
factors (see Appendix
Table A4)37

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence based

Evidence: intermediate Evidence: intermediate
Recommendation: moderate Recommendation: moderate

IB1, non-FS Extrafascial hysterectomy Radical hysterectomy
plus PLND or radical hys-
terectomy (see Note) with
adjuvant RT or RT
with concurrent low-dose
chemotherapy (concurrent
chemoRT) if needed

Radical hysterectomy plus
PLND

Radical hysterectomy plus
PLND; may offer SLN

Type of recommendation:
consensus based

Type of recommendation:
evidence and consensus
based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient Evidence: high Evidence: high Evidence: high (SLN option,
low)

Recommendation: weak Recommendation: moderate
to strong

Recommendation: strong Recommendation: strong
(weak)

NACT if available, then
extrafascial hysterectomy

ChemoRT or RT followed by
extrafascial or radical
hysterectomy (see Note) 6
PLND 6 PANB¶

Pelvic RT plus brachytherapy
plus concurrent low-dose
platinum-based
chemotherapy

Pelvic RT plus brachytherapy
plus concurrent low-dose
platinum-based
chemotherapy

(Continued on following page)

318 Volume 2, Issue 5, October 2016 jgo.ascopubs.org JGO – Journal of Global Oncology

http://jgo.ascopubs.org


Table 3 – Recommendations for Stage IA, IB, and IIA Disease (Continued)

Type of Disease

Setting

Basic Limited Enhanced Maximal

Type of recommendation:
consensus based

If no RT is available but
chemotherapy is available,
NACTmay be used to shrink
the tumor to make it
removable by surgery
(extrafascial or modified
radical hysterectomy [see
Note] 6 PLND 6 PANB¶)

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient If the patient’s tumor does not
shrinkand isnot resectable
with negative margins,
palliative measures,
including best supportive
care, 6 chemotherapy
should be offered

Evidence: high Evidence: high

Recommendation: weak Type of recommendation:
evidence and consensus
based

Recommendation: strong Recommendation: strong

Note Evidence: low
Recommendation: weak

Wherever radical hysterectomy
with concurrent chemoRT
is listed as a surgical
option above, extrafascial
hysterectomy is recommended
if there is residual disease
after RT or chemoRT with
a boost of 68 Gy or initial
tumor > 6 cm

Radical hysterectomy may be
used after RT or chemoRT to
a dose of 50 Gy

IB2 and IIA2 If chemotherapy is available,
use NACT followed by
extrafascial hysterectomy;
if chemotherapy is
not available, extrafascial
hysterectomy (modification
as deemed necessary) may
be performed if the surgical
capacity is present

If chemotherapy is available,
NACT followed by radical
hysterectomy (see Note)
plus PLND6 para-aortic LN
sampling may be an
option§k

PelvicRTplus concurrent low-
dose platinum-based che-
motherapy plus
brachytherapy

Pelvic RT plus concurrent
low-dose platinum-based
chemotherapy plus
brachytherapy

Type of recommendation:
consensus based

Type of recommendation:
evidence

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: low Evidence: intermediate Evidence: high Evidence: high
Recommendation: weak Recommendation: moderate Recommendation: strong Recommendation: strong

If EBRT is available, but not
brachytherapy, thenchemoRT
followed by extrafascial
hysterectomy or RT (if
chemotherapy not available)
followed by extrafascial
hysterectomy (see Note)

Pelvic RT plus concurrent
low-dose platinum-based
chemotherapy plus
brachytherapy plus adjuvant
hysterectomy; adjuvant
hysterectomy is not
recommended except if
evidence of residual
disease

Pelvic RT plus concurrent
low-dose platinum-based
chemotherapy plus
brachytherapy plus
adjuvant hysterectomy;
adjuvant hysterectomy is
not recommended except
if evidence of residual
disease

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

(Continued on following page)
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Table 3 – Recommendations for Stage IA, IB, and IIA Disease (Continued)

Type of Disease

Setting

Basic Limited Enhanced Maximal

Evidence: low Evidence: intermediate Evidence: intermediate
Recommendation: weak Recommendation: weak Recommendation: weak
OR if no EBRT is available, then
brachytherapyandconcurrent
low-dose platinum-based
chemotherapy followed by
radical hysterectomy (see
Note)k

When brachytherapy is not
available, extrafascial or
radical hysterectomy is
recommended only when
there is persistent central
pelvic disease and selective
lymphadenectomy or LN
biopsy for suspicious lesions

Type of recommendation:
evidence and consensus
based

Evidence: low to intermediate
Recommendation: weak to
moderate

Radical hysterectomy plus
PLND 6 para-aortic LN
sampling

Radical hysterectomy plus
PLND 6 para-aortic LN
sampling‡ and adjuvant RT
or chemoRT if needed

Radical hysterectomy plus
PLND6 para-aortic LN
sampling and adjuvant RT
or chemoRT if needed (plus
RT6 concurrent low-dose
platinum-based chemotherapy
after hysterectomy if risk
factors)‡

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence and consensus
based

Evidence: low Evidence: low Evidence: low
Recommendation: weak Recommendation: weak Recommendation: weak

Note With risk factors on pathology
specimen: adjuvant
chemotherapy after
hysterectomy (Sedlis et al37

criteriausedinUnitedStates)

With risk factors on pathology
specimen: adjuvant RT 6
chemotherapy after
hysterectomy

With risk factors on pathology
specimen: adjuvant RT 6
concurrent low-dose plati-
num-based chemotherapy
after hysterectomy

With risk factors on pathology
specimen: adjuvant RT 6
concurrent low-dose
platinum-based chemo-
therapy after hysterectomy

Type of recommendation:
evidence and consensus
based

Adjuvant RT (intermediate
risk) or with concurrent
low-dose platinum-based
chemotherapy (high risk) in
a referral center

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient Wherever radical hysterectomy
with concurrent
chemoRT listedasasurgical
option above, extrafascial
hysterectomy is recom-
mended if there is residual
disease after RT or chemoRT
with a boost of 68Gyor initial
tumor > 6 cm

Evidence: intermediate Evidence: intermediate
Recommendation: weak Recommendation: moderate Recommendation: moderate

Radical hysterectomy may be
used after RT or chemoRT to
a dose of 50 Gy

(Continued on following page)
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but supporting information to supplement formal
consensus.

The identified guidelines were published be-
tween 2012 and 2015; however, only one set
considered resources (from NCCN). The CCO
guidelines were systematic review–based guide-
lines; the WHO guideline had the largest global
constituency, andall the selectedguidelineswere
developed in maximal resource–level settings.
Appendix Table A1 lists links to these guidelines,
and theData Supplement provides an overview of
these guidelines, including information on their
clinical questions, target populations, development
methodology, and key evidence.

ASCO METHODOLOGIC REVIEW

The methodologic review of the guidelines was
completed by two ASCO guideline staff members
using the Rigour of Development subscale of the
AGREE II instrument. The score for the Rigour of
Development domain is calculated by summing
the scores across individual items in the domain
and standardizing the total score as a proportion
of the maximum possible score. Detailed results
of the scoring and the AGREE II assessment
process for this guideline are available in the
Methodology Supplement.

Searches for evidence on specific aspects (eg,
radiation therapy use, treatment in developing
countries, conization for small tumors, and
lymph node biopsy at the time of hysterec-
tomy performed after chemoradiotherapy) were
conducted by ASCO guideline staff to identify
relevant randomized clinical trials, systematic

reviews, meta-analyses, and guidelines to supple-
ment the original search. The English-language
andother inclusion criteria listed under Literature
Search were applied to the search results.

FINAL RECOMMENDATIONS

The recommendations were developed by a mul-
tinational, multidisciplinary group of experts using
evidence from existing guidelines, supplemen-
tary literature, and clinical experience as a guide.
All recommendations gained formal consensus.
The ASCO Expert Panel underscores that health
care practitioners who implement the recommen-
dations presented in this guideline should first
identify the available resources in their local
and referral facilities and endeavor to provide
the highest level of care possible with those
resources. All providers should provide mini-
mum supportive and palliative care to all pa-
tients. Complete recommendations with ratings
of evidence and strength of recommendations
are listed in Tables 2-6. Recommendations la-
beled as evidence based are supported by exist-
ing guidelines.

Work-Up

The purpose of work-up is to assess a patient’s
overall health status and gather data to inform
treatment. Modalities include history and physi-
cal examination, biopsies, blood tests, and imag-
ing. Tests available in maximal settings, such as
magnetic resonance imaging or positron emission
tomography (PET) –computed tomography (CT),
are optional.

Table 3 – Recommendations for Stage IA, IB, and IIA Disease (Continued)

Type of Disease

Setting

Basic Limited Enhanced Maximal

Type of recommendation:
evidence and consensus
based

Evidence: low
Recommendation: weak

IIA1 See IB1 See IB1 See IB1 See IB1

IIA2 See IB2 See IB2 See IB2 See IB2

NOTE. Bold indicates addition of a recommended action over a previous resource level (eg, in limited setting, a bold action is one that was not recommended in basic).
Abbreviations: chemoRT, chemotherapy plus radiotherapy; EBRT, external-beam radiation therapy; FS, fertility sparing; LN, lymph node; LND, lymph node dissection; LVSI,
lymphovascular space invasion; NACT, neoadjuvant chemotherapy; PANB, para-aortic node biopsy; PLND, pelvic lymph node dissection; RT, radiotherapy.
*This option in basic level only if follow-up is available.
†For negative margins or operable tumor or positive margins for dysplasia or carcinoma.
‡For negative margins or inoperable tumor.
§Margins for dysplasia or carcinoma.
¶Selective lymphadenectomy or LN biopsy for suspicious lesions.
kRecommended in setting where chemotherapy is not consistently available.
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Table 4 – Recommendations for Stage IIB, III, IVA, and IVB and Recurrent Disease

Type of

Disease

Setting

Basic Limited Enhanced Maximal

IIBand IIIA NACT followedby extrafascial
hysterectomy (modifica-
tion as deemed necessary)

ChemoRT or RT* followed by
extrafascial or modified
hysterectomy 6 PLND† 6

PANB

Pelvic RT plus concurrent
low-dose platinum-based
chemotherapy plus
brachytherapy

Pelvic RT plus concurrent
low-dose platinum-based
chemotherapy plus
brachytherapy

NACT followed by extrafascial
ormodifiedhysterectomy6
PLND† 6 PANB*

Adjuvant hysterectomy is an
option only if residual dis-
ease after chemoRT

Adjuvant hysterectomy is an
option only if residual dis-
ease after chemoRT

Type of recommendation:
consensus based

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient Evidence: low to intermediate Evidence: high Evidence: high
Recommendation: weak Recommendation: weak to

moderate
Recommendation: strong Recommendation: strong

Extrafascial hysterectomy
when chemotherapy is not
consistently available

Extrafascial or modified hys-
terectomy plus pelvic LND
6para-aortic LN sampling‡
plus adjuvant therapy

Type of recommendation:
consensus based

Type of recommendation:
consensus based

Evidence: insufficient Evidence: insufficient
Recommendation: weak Recommendation: weak
Palliative care
Type of recommendation:

consensus based
Evidence: intermediate
Recommendation: strong

IIIB to IVA Palliative care ChemoRT or RT* followed by
extrafascial or radical hys-
terectomy (see Note) 6
PLND† 6 PANB

Pelvic RT plus brachytherapy
plus concurrent low-dose
platinum-based chemo-
therapy (in some cases
extended-field RT)

Pelvic RT plus brachytherapy
plus concurrent low-dose
platinum-based chemo-
therapy (in some cases
extended-field RT)

NACT (followed by radical
hysterectomyplusPLND†6
PANB may be an option)
and/or palliative care

AND/OR palliative care AND/OR palliative care (op-
tions before palliative care
alone include: RT boost,
salvage surgery, or
chemotherapy)

Type of recommendation:
evidence based

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation: evi-
dence and consensus based

Evidence: intermediate Evidence: low to intermediate Evidence: high Evidence: high
Recommendation: strong Recommendation: weak to

moderate
Recommendation: strong Recommendation: strong

NACT followedby extrafascial
hysterectomy

RT 6 concurrent low-dose
platinum-based chemo-
therapy (may offer systemic
adjuvant chemotherapy)

RT 1 brachytherapy 6 con-
current low-doseplatinum-
based chemotherapy (may
offer systemic adjuvant
chemotherapy)

RT 1 brachytherapy 6 con-
current low-doseplatinum-
based chemotherapy (may
offer systemic adjuvant
chemotherapy)

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient Evidence: intermediate Evidence: intermediate Evidence: intermediate
Recommendation: weak Recommendation: moderate Recommendation: weak Recommendation: weak

Note Wherever radical hysterec-
tomy with concurrent che-
moRT listed as a surgical
option above, extrafascial
hysterectomy is preferred if
there is residual disease or
initial tumor > 6 cm

Type of recommendation:
consensus based

Evidence: intermediate
Recommendation: weak

(Continued on following page)
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Table 4 – Recommendations for Stage IIB, III, IVA, and IVB and Recurrent Disease (Continued)

Type of

Disease

Setting

Basic Limited Enhanced Maximal

IVB Palliative care and chemo-
therapy (if available)

Palliative care and/or chemo-
therapy 6 individualized
RT (palliative care may in-
clude palliative RT)

Chemotherapy 6 individual-
ized RT AND/OR palliative
care

Chemotherapy 6 bevacizu-
mab 6 individualized RT
AND/OR palliative care

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: high Evidence: high Evidence: high Evidence: high
Recommendation: strong Recommendation: strong Recommendation: strong Recommendation: strong

Recurrent Palliative care Depending on previous RT and
either “no prior RT or failure
outside of previously
treated field”16(CERV-11)

then may offer tumor-di-
rected RT plus platinum-
based chemotherapy

Depending on previous RT and
central v noncentral
disease:

Depending on previous RT and
central v noncentral
disease:

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Central disease: chemoRT or
RT 6 brachytherapy if no
prior RT

Central disease: chemoRT or
RT 6 brachytherapy if no
prior RT

Evidence: high Evidence: high If central and prior RT:
exenteration

If central and prior RT:
exenteration

Recommendation: strong Recommendation: strong Noncentral: chemotherapy,
tumor-directed RT, and
palliative care

Noncentral: chemotherapy,
tumor-directed RT, and
palliative care

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: high Evidence: high
Recommendation: strong Recommendation: strong

AND/OR central disease:
chemotherapy

Prior RT plus central disease:
pelvic exenteration OR
radical hysterectomy OR
brachytherapy [latter two
“in carefully selected pa-
tients with small (< 2 cm)
lesions”15 (CERV-11)]

Prior RT plus central disease:
pelvic exenteration 6
intraoperative RT OR radi-
cal hysterectomy OR bra-
chytherapy [latter two “in
carefully selected patients
with small (, 2 cm) le-
sions”15 (CERV-11)]

Type of recommendation:
consensus based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: insufficient Evidence: high Evidence: high
Recommendation: weak Recommendation: strong Recommendation: strong

Note This is best managed with
exenteration (type of sur-
gery that is not feasible to
perform in low-resource
setting)

Prior RT plus noncentral dis-
ease: chemotherapy or
best palliative care

Prior RT plus noncentral dis-
ease: tumor-directed RT 6

chemotherapy or best pal-
liative care

Prior RT plus noncentral dis-
ease: tumor-directed RT6
chemotherapy OR resec-
tion with intraoperative RT
for close or positive mar-
gins OR clinical trial OR
chemotherapy plus bevaci-
zumab AND/OR palliative
care

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Type of recommendation:
evidence based

Evidence: high Evidence: high Evidence: high
Recommendation: strong Recommendation: strong Recommendation: strong

(Continued on following page)
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Treatment

The treatment of women with invasive cervical
cancer consists of surgery, chemotherapy, and
radiation therapy, sometimes in combination. The
recommendations for women with stage IA1 to IV
disease and women with recurrence are listed in
Tables 3-5, and selected treatment recommenda-
tions are discussed in the following sections.

DISCUSSION OF SELECTED TREATMENT ISSUES

Early-Stage and Locally Advanced Disease

Three sets of treatment guidelines from maximal
settings recommended radical hysterectomy, pel-
vic lymphadenectomy,andpara-aortic lymphnode
sampling8 or concurrent chemoradiotherapy6,7

for women with early-stage or locally advanced
disease (Table3). Therewasno literature to inform
practice in the basic setting. Therefore, the panel
chose to make consensus recommendations and
relied on clinical experience, training, and judg-
ment to formulate these recommendations, given
that there were no conclusive data regarding this
question.

In contrast to other guidelines, this ASCO
resource-stratified guideline addresses settings
where there are no or limited personnel with
sufficient surgical expertise to perform radical
hysterectomies for patients with cervical cancer.
For a patient who has early-stage disease (stage
IA2, IB1, or IIA1), if the surgeon can remove the

tumor safely, with negative margins, the Expert
Panel recommends performing extrafascial hys-
terectomy. In basic settings where surgery ca-
pacity is absent or lacking, and patients cannot
be treated with radiation therapy, extrafascial
hysterectomy may be offered to women with stage
IBcervical cancer. Forwomenwith stage IA2or IB1
disease with tumors smaller than 2 cm in size and
1 cm in depth in the non–fertility-sparing setting,
studies are ongoing exploring whether cone biopsy
or extrafascial hysterectomy with pelvic lymphade-
nectomyisadequate.Forwomenwith larger tumors
or advanced-stage cervical cancer, the Expert
Panel recommends neoadjuvant chemotherapy
(NACT) whenever chemotherapy is available, for
the purpose of shrinking the tumor before per-
forming hysterectomy. The specific chemotherapy
agents may be carboplatin, cisplatin, or paclitaxel
plus carboplatin. There are two randomized phase
III trials (EORTC [European Organisation for Re-
search and Treatment of Cancer] 55994 and
ClinicalTrials.gov identifier NCT00193739) com-
paringNACT followed by surgery with chemoradio-
therapy in these patients. The EORTC 55994 trial
was recently closed for accrual, whereas the
NCT00193739 trial is ongoing (more information
is provided in Future Directions). Extrafascial
hysterectomymaybeused for patientswith stage
IB2 or IIA2 to IIIA disease after NACT.

For women with locally advanced cervical cancer,
the role of surgery has been debated for many

Table 4 – Recommendations for Stage IIB, III, IVA, and IVB and Recurrent Disease (Continued)

Type of

Disease

Setting

Basic Limited Enhanced Maximal

Note Before palliative care alone,
try options such as RT
boost, salvage surgery, or
chemotherapy

If recurrence after any of the
above, then clinical trial OR
chemotherapy OR best
supportive care

Type of recommendation:
evidence based

Evidence: high
Recommendation: strong

NOTE. Bold indicates addition of a recommended action over a previous resource level (eg, in limited setting, a bold action is one that was not recommended in basic). Additional
recommendations regarding settings with limited radiotherapy resources are provided in the main article.
Abbreviations: chemoRT, chemotherapy plus radiotherapy; LN, lymph node; LND, lymph node dissection; NACT, neoadjuvant chemotherapy; PANB, para-aortic node biopsy;
PLND, pelvic lymph node dissection; RT, radiotherapy.
*Recommended in setting where chemotherapy is not consistently available.
†Whenbrachytherapy is not available, extrafascial or radical hysterectomy is recommended only when there is persistent central pelvic disease and selective lymphadenectomy or
LN biopsy for suspicious lesions.

‡Margins for dysplasia or carcinoma.
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years. Studies with other comparisons involving
hysterectomy after chemoradiotherapy or radio-
therapy (with or without brachytherapy) were an-
alyzed in a 2015 Cochrane systematic review,
which found little benefit for most women.26

Concurrent radiotherapyandchemotherapy isstan-
dard in enhanced andmaximal settings for women
with stage IB to IVA disease (Tables 3 and 4), as
statedby theNational Cancer Institute; this is based
on sevenclinical trials.38However, the Expert Panel
is aware of some negative trials on concurrent
chemoradiotherapy regimens. For example, two
randomized controlled trials were conducted, nei-
ther of which found an overall survival (OS) differ-
ence. One of these found a statistically significantly
improved disease-free interval.39,40 Therefore,
the panel stresses the addition of low-dose

chemotherapy during radiotherapy, but not at the
costofdelayingradiation therapy if chemotherapy is
not available.

In limited-resource settings, where brachytherapy
is not available, the panelists considered a phase
III randomized trial involving participants with
stage IB2 to IIB cervical cancer, conducted in
Mexico, to evaluate if radical hysterectomy and
pelvic lymphadenectomy performed after concur-
rent chemoradiotherapy was equivalent to treat-
ment with brachytherapy.41 The Cochrane review
included this trial, which demonstrated equivalent
survival and progression-free survival outcomes
for women who underwent radical hysterectomy
compared with women who were treated with
brachytherapy. In that study, 72% (62 of 86) of
the patients receiving surgery alone had pathologic

Table 5 – Chemotherapy Regimens for Stage IV or Recurrent Disease

Setting

Basic Limited Enhanced Maximal

Single-agent platinum-based ther-
apy (cisplatin or carboplatin)

Cisplatin or carboplatin, cisplatin
plus paclitaxel, or carboplatin plus
paclitaxel

Cisplatin plus paclitaxel or carbo-
platinpluspaclitaxel (highest-level
evidence for cisplatin: CCO4)

Cisplatin plus paclitaxel plus beva-
cizumab or carboplatin plus pac-
litaxel plus bevacizumab

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Type of recommendation: evidence
based

Evidence: intermediate Evidence: high Evidence: high Evidence: high

Recommendation: moderate Recommendation: moderate to
strong

Recommendation: strong Recommendation: strong

Abbreviation: CCO, Cancer Care Ontario.

Table 6 – Follow-Up

Options for Follow-Up for All Settings

Follow-up should be based on each individual’s risk of cervical cancer recurrence; high-quality evidence is lacking on the bestmethods of post-treatment
surveillance; some guidance is offered in other guidelines5 and is provided here as guidance rather than as recommendations:

After 1 to 2 years, every 3 to 6 months

After 3 to 5 years, every 6 to 12 months

After > 5 years, every year based on risk of recurrence

Type of recommendation: consensus based

Evidence: insufficient

Recommendation: weak

Pelvic and physical examination

Imaging and laboratory tests based on symptoms or suspicion

Patient education

Cytologymay be offered, if available, every 3 years after cone biopsy, radical hysterectomy, or trachelectomy; cytology should not be performed after RT

In patients at high risk for locoregional failure, PET-CT 3 months after therapy is optional

Type of recommendation: consensus based

Evidence: insufficient

Recommendation: weak

Abbreviations: CT, computed tomography; PET, positron emission tomography; RT, radiotherapy.
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complete response, with no residual tumor in the
radical hysterectomy specimen.26 Because of the
concern of the risks associated with performing
radical hysterectomy in limited settings, the ASCO
Expert Panel recommends extrafascial hysterec-
tomy or its modification for women who have re-
sidual tumor 2 to 3 months after concurrent
chemoradiotherapy and additional boost in place
of brachytherapy. For some women without these
risks factors, the potential harms of surgery may
outweigh incremental potential risk factors (infor-
mal consensus based on subset analyses of pa-
tients with bulky stage IB disease).42 If women do
not receive surgery, they should be closely moni-
tored; however, thepanel acknowledges the serious
issue of loss to follow-up, especially when women
lack access to transportation and/or face other high
potential opportunity costs to attend follow-up.

The Expert Panel also discussed adjuvant chemo-
therapy after chemoradiotherapy. The phase III,
open-label, randomized study comparing concur-
rent gemcitabine plus cisplatin and radiotherapy
followed by adjuvant gemcitabine and cisplatin
versus concurrent cisplatin and radiotherapy in
patients with stage IIB to IVA carcinoma of the
cervix by Due~nas-González et al43 was the first
adjuvant chemotherapy study. In this study, there
was improved efficacy in the adjuvant therapy arm
but also more adverse events (both statistically
significant). The primary outcome was 3-year
progression-free survival, which was 74.4%
(95% CI, 68% to 79.8%) in the intervention
arm versus 65% (95% CI, 58.5% to 70.7%;
P5 .029). There were more grade 3 to 4 adverse
events in intervention arm (eg, neutropenia), and
there were two potentially study-related deaths.
There is one ongoing trial examining differ-
ent adjuvant chemotherapy agents: OUTBACK,
a phase III trial of adjuvant chemotherapy after
chemoradiotherapy as primary treatment of lo-
cally advanced cervical cancer compared with
chemoradiotherapy alone (ClinicalTrials.gov
identifier NCT01414608). This trial is investi-
gating the addition of adjuvant carboplatin
and paclitaxel after chemoradiotherapy versus
concurrent cisplatin and radiotherapy in pa-
tients with stage IB to IVA carcinoma of the
cervix. An additional phase III trial of concur-
rent chemotherapy and pelvic irradiation with
or without adjuvant carboplatin and pacli-
taxel is open for high-risk patients with stage
IA2, IB, or IIA cervical carcinoma after ra-
dical hysterectomy (RTOG [Radiation Ther-
apy Oncology Group] 0724/GOG [Gynecologic

Oncology Group] 0724; ClinicalTrials.gov identifier
NCT00980954).

Management of women who have early cervical
cancer and desire fertility preservation requires
careful counseling, because radical trachelec-
tomy requires surgical expertisenot usually available
in basic or limited settings. Although prospective
clinical trials to evaluate the outcomes of cone
biopsy and pelvic lymphadenectomy for women
with stage IB1 cervical cancer with tumor size
smaller than 2 cm are ongoing, retrospective stud-
ies have suggested equivalent outcomes can be
achieved with the less aggressive approach. If
follow-up is available, the Expert Panel recom-
mends cone biopsy for women with stage IA2
disease in basic settings and cone biopsy plus
pelvic lymphadenectomy for those in limited set-
tings. In enhanced and maximal settings, radical
trachelectomy is recommended for patients with
stage IB1 cervical cancer with tumor size up to
2 cm. Because the risk of metastasis increases
with tumor size between 2 and 4 cm,44,45 radical
trachelectomy and pelvic lymphadenectomy have
been performed after NACT in the research setting,
but there is no conclusive evidence to support their
routineuse.Completehysterectomymaybeusedin
patients with stage IB diseasewith high risk factors,
including positive margins and lymph nodemetas-
tasis.46 (The presence of lymphovascular space
invasion [LVSI] is one of the three highest risk
factors for disease recurrence. Radical trachelec-
tomy may be considered if only one of these risk
factors is present. See definitions of Sedlis et al37

regarding risk factors under Definition.)

The Expert Panel recommends pelvic lymphade-
nectomy in the enhancedandmaximal settings for
the purpose of fertility preservation; this is based
on the current evidence for patients with stage IA1
to IA2 disease and positive LVSI. Fertility sparing is
recommended as an option clinicians should offer
to women in their reproductive years (up to approx-
imately 45 years of age) andwith a desire for fertility
preservation. The ASCO guideline on fertility pres-
ervation discusses these issues in depth.47 That
guideline states for conservative gynecologic
surgery, “it has been suggested that radical
trachelectomy (surgical removal of the uterine
cervix) should be restricted to stage IA2 to IB
cervical cancer with diameter , 2 cm and in-
vasion , 10 mm.”47(p2503) For the purposes of
the current guideline, the authors suggest that
for women with stage IA1 to IA2 disease who
are approximately 45 years of age and have a
desire for fertility preservation, radical trache-
lectomy and pelvic lymphadenectomy may be
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an option in enhanced and maximal settings.
Three ongoing clinical trials will help determine
if cone biopsy or extrafascial hysterectomy and
pelvic lymphadenectomy may have equiva-
lent outcomes for these patients (see Future
Directions).

Late-Stage or Advanced Disease

For patients with stage IV or recurrent cervical
cancer, single-agent chemotherapy (carboplatin
or cisplatin) is recommended in basic settings.
The purpose is to minimize the increased toxic-
ity associated with the doublet chemotherapy
regimen or to offer treatment when doublet che-
motherapy is not readily available and/or there
is limited capacity for managing adverse effects
women experience from chemotherapy (Table 4).
On the basis of the recent report by the JSGO, in
which carboplatin plus paclitaxel was not found to
be inferior to a cisplatin plus paclitaxel combination,
the panel recommends carboplatin as the first-line
chemotherapeutic agent; it is associated with a
favorable therapeutic index.48 In the Cochrane
Database Systematic Review in 2012, single-
agent cisplatin resulted in a lower response rate
(relative risk [RR], 0.60; 95%CI, 0.44 to0.81)but
was associated with less toxicity when compared
with a platinum-based combination, including less
serious (grade 3 to 4) neutropenia (RR, 0.04; 95%
CI, 0.02 to 0.12) and thrombocytopenia (RR, 0.16;
95%CI, 0.05 to 0.48). Overall survival was longer in
the combination versus single-agent group (13 to 15
v 7 to 9 months). In settings where resources are
limited, single-agent cisplatin or carboplatin is a
reasonable alternative.32 The GOG 240 study
reported a 3.7-month survival benefit with the
addition of bevacizumab to the combination
chemotherapy regimen in patients with ad-
vanced or recurrent cervical cancer.49 The Ex-
pert Panel recommends the inclusion of this
agent with carboplatin or cisplatin and paclitaxel
combination in maximal settings, with careful
attention to potential toxicities of this regimen. In
addition, this guideline contains suggestions on
modifications to radiation therapy protocols in
limited-resource settings; please see Radiation
Therapy in Resource-Constrained Settings.

Lymphadenectomy

Throughout the treatment recommendations, the
Expert Panel primarily recommends para-aortic
lymph node sampling rather than complete lym-
phadenectomy; however, if the clinician finds
enlarged nodes, he or shemay remove those. This

is performed for prognostic purposes anddoes not
have therapeutic implications.

RADIATION THERAPY IN RESOURCE-CONSTRAINED
SETTINGS

Radiation therapy is a mainstay of cervical can-
cer treatment. For women with advanced cervi-
cal cancer in maximal resource–level settings
(>bulky stage IB), treatment involves radiother-
apywithconcurrentplatinum-basedchemotherapy.
This radiotherapy includes both external-beam
radiation therapy (EBRT) andbrachytherapy.How-
ever, radiation therapy is limited or nonexistent
in some settings, and there is little evidence to
guide clinicians in these situations. In settings
with more limited resources, the most appropri-
ate management must depend on the available
treatments, including surgical and radiation
oncology expertise, available chemotherapy
agents, EBRT and brachytherapy equipment,
and trained physics and dosimetry personnel.
De novo expert consensus–based recommenda-
tions on alternative management of patients with
cervical cancer in settings with no or limited
radiation oncology resources are provided as
follows.

Clinical Question R1

Which alternative treatment options can be offered
when there is a lack of radiation therapymachines
or physics supports?

Recommendation R1A: Basic setting. As listed in
the recommendations table (Table 3), for patients
with stage IA cervical cancer, qualified surgeons
may perform extrafascial hysterectomy (without
LVSI). For larger tumors (stage IB1 to IIA1), if there
is surgical expertise, extrafascial hysterectomy or
itsmodificationmaybe performed if the tumor can
be removed completely without cutting through
grossdisease. If chemotherapy is availableand the
patient’s tumor is too large to remove completely,
NACT may be used to shrink the tumor to make it
surgically removable. If the patient’s tumor does
not shrink and is not resectable with negative
margins, palliative measures, including best sup-
portive care, should be used. (This recommenda-
tion concurs with the other recommendations
[Table 3].)

Recommendation R1B: Limited-resource set-
tings, with limited EBRT and no brachytherapy
available. If chemotherapy is available and the
patient’s tumor is too large to remove completely
(> stage IB2), NACT may be used to shrink the
tumor to make it removable by surgery. (Evidence
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quality: intermediate. Strength of recommenda-
tion: moderate. Qualifying statement: There are
ongoing trials regarding NACT, and on publication,
the Expert Panel may reconsider this recommen-
dation.) Additional adjuvant therapies may poten-
tiallybeused if risk factorsexist on thehysterectomy
specimen. If EBRT is available, up to50Gy external
radiation followedbyanadditional radiationboost of
18 to 20 Gy (portal size, 10 3 10 or 12 3 12 cm)
may be used. (Evidence quality: intermediate.
Strength of recommendation: moderate.) Extrafas-
cial hysterectomy or its modification may be per-
formed if there is limited residual tumor on the
cervix. (Evidence quality: low. Strength of recom-
mendation:weak.) If the tumordoesnot shrinkafter
NACT or radiotherapy, palliative measures, includ-
ingbest supportivecare, shouldbeused. (Evidence
quality: intermediate. Strengthof recommendation:
strong. Qualifying statement: If a patient has a large
inoperable tumor, chemotherapy is available, and it
is possible to perform surgery if the tumor shrinks,
NACT may be used. If NACT does not shrink the
tumor, radical radiation therapy may be used. If
after this the tumor does not shrink and/or there is
more than limited residual disease and the tumor is
inoperable,palliativemeasures, includingbest sup-
portive care, should be used.)

Discussion of R1.With no radiotherapy available in
some settings, treatment must rely on other avail-
able resources. The Expert Panel is in favor of
NACT followed by surgery compared with surgery
followed by chemotherapy. In settings where re-
sources are limited, risks associated with surgery
in locally advanced cervical cancer may be min-
imizedwith the administration ofNACT.NACTcan
frequently shrink tumors, but hysterectomy should
be performed only if negative surgery margins
can be achieved. The evidence for NACT comes
primarily from retrospective studies. There are
two ongoing randomized controlled trials comparing
NACT plus surgery with chemoradiotherapy, which
may inform recommendations regarding NACT in
the future.

Clinical Question R2

Which alternative treatment options should be
offered where there is limited availability of radio-
therapy resources? What is the reasonable mini-
mal fractionation?

Recommendation R2A: Limited setting. Where the
number of patients requiring radiotherapy over-
whelms the available EBRT resources, providers
may have to triage patients. Thiswould include the

whole population andmay involve using resources
for those with higher likelihood of potential cure.
Radiotherapy could possibly be used for palliative
treatment in those least likely to be cured. Imple-
mentation of these suggestions is dependent on
the setting and local conditions. Shorter radiation
fractionation schemes with curative intent may be
used where resources are constrained. (Evidence
quality: intermediate. Strength of recommenda-
tion: moderate.)

If surgical expertise is available and there is limited
radiotherapy for those with resectable disease,
clinicians may potentially perform surgery after
NACT.Typeof surgery is listedby stageandsetting
in Table 3 (eg, extrafascial hysterectomy or mod-
ified radical hysterectomy plus pelvic lymph node
resection if there are positive margins). (Evidence
quality: weak. Strength of recommendation: low.)

Recommendation R2B: When brachytherapy is
not available or there is residual tumor after
radiotherapy. Ideally, if EBRT and sufficient re-
sources are available and the decision has been
made to treat a patient with curative intent, radical
irradiation should include an initial whole-pelvic
dose of 45 to 50 Gy of EBRT, using 1.8- or 2.0-Gy
fractions. If brachytherapy is not available, clini-
cians should use an external-beam boost up to a
dose of 68 to 70 Gy. (Evidence quality: intermedi-
ate. Strength of recommendation: moderate.) The
field volume for the boost should be reduced so that
the superior border is at the lower sacroiliac joint and
the volume encompassing residual disease.

In a situation of constrained radiotherapy resources
but an intent to provide cure, clinicians may use
fewer fractions of radiation in a higher dose per
fraction. Where this may result in higher complica-
tion rates, the initial pelvic volume to be treated can
bereduced (eg, thesuperior levelof the fieldmaybe
at the inferior S-I joint, because failure ismost likely
to occur in the low pelvis). (Evidence quality: low.
Strength of recommendation: moderate.)

If residual central disease persists in the pelvis at
2 months after treatment completion and there is
no overt distant disease, surgery to remove the
residuum should be an option. (Evidence quality:
low. Strength of recommendation: weak. Qualify-
ing statement: If the surgeon feels that there is a
reasonable chanceof resecting residual persistent
tumor after an incomplete response to radiation
therapy, an extrafascial hysterectomy could be
attempted. Expert opinion is that in these circum-
stances, resectability ismore likelywhen the tumor
size is , 4 cm in its greatest dimension.)
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Recommendation R2C. If patients have disease
with a low likelihood of cure, a palliative ap-
proach may be used (ie, limited number of
larger-fraction treatments delivered to a smaller
field of irradiation [eg, 3.7 Gy twice per day for
2days, repeatedup to3 timesevery2 to4weeks]
or a single fraction of 8 to 10 Gy, possibly re-
peated once permonthup to 3 times). (Evidence
quality: intermediate. Strength of recommenda-
tion: moderate.)

Discussion of R2. In a situation with high volumes
of cervical cancer and limited numbers of ra-
diotherapy treatment machines, the goal should
be optimizing the use of resources. For patients
who cannot adequately be treated with surgery
or the combination of NACT and surgery, radio-
therapy is the optimal treatment approach. Cu-
rative radiotherapy generally consists of 45 to
50 Gy of EBRT, using 1.8- or 2.0-Gy fractions.
Brachytherapy, which may not be available in
limited-resource settings, is introduced in the
third to fifth week of EBRTor after its completion.
Once initiated, every effort should be made to
complete all treatment in approximately 55days.
Treatment breaks should be avoided, because
prolongation of treatment time decreases cure
rates. With more patients with cervical cancer
to be treated than available radiotherapy ma-
chine resources, triaging of patients can be
important for improving disease control out-
comes for patients with potentially curative dis-
ease and maximizing symptom control for
patients with advanced disease.

If the resources are available and the patient
cannot receive treatment with curative intent,
irradiation should be used to relieve symptoms of
pain and bleeding (Table 7).33 A single large
fraction or palliative approach may be used, as
may a limited number of large-fraction treatments
delivered to a smaller irradiation field. No phase III
datahaveestablishedanoptimal fractionation, but
available data as examples of possible fraction-
ation schemes are listed in Table 7.33 The ap-
proach used in RTOG 8502 of 3.7 Gy twice per day
for 2 days and repeated up to 3 times every 2 to
4 weeks showed 76% and 31% of patients with
cervical cancer experiencing significant improve-
ment in bleeding and pain, respectively.50 Although
it is commonly taught that higher doses of protracted
radiation provide better palliation in terms of symp-
tom relief and duration of such, randomized data
in patients with bladder or lung cancer compar-
ing shorter versus longer schedules with higher
total doses do not suggest an advantage.33 There-
fore, where resources are constrained, single- or

short-courseschemescanbeusedwithretreatments
if feasible for persistent or recurrent symptoms.

Clinical Question R3A

What shouldproviders do in situationswhere there
is limited brachytherapy?

Recommendation R3A: Limited setting with limited
brachytherapy. No optimal dose per fractionation
scheme has been defined. Various schemes are
used, most commonly three- to five-dose cervical
high-dose rate brachytherapy. The dose per frac-
tion varies with the number used to achieve bi-
ologic equivalence (the combined biologically
equivalent dose at point A achieved by a combi-
nation of EBRT and brachytherapy should ideally
approximate 75 to 85 Gy).51 (Evidence quality:
high. Strength of recommendation: strong.)

Discussion of R3. Ideally, definitive cervical irradi-
ation should include brachytherapy; its use shows
improved survival and decreased toxicity, but if
brachytherapy resources are not available, treat-
ment with an external-beam boost as described
in Recommendation R2B should be used. For
residual disease 2 months after radiotherapy,
surgery may be an option as described in Rec-
ommendation R2A.20

In data reported from the United States, although
definitive cervical treatment without brachyther-
apy shows lower survival rates, it does result in
long-termsurvival in somepatients.On thebasis of
US SEER data collected between 1988 and 2009,
cervical cancer 4-year cause-specific survival is
approximately 13% lower without brachyther-
apy (64.3% v 51.5%; P , .001), and 4-year
overall survival is 12% lower (58.2% v 46.2%;
P, .001).52 Among 907 patients with stage IIIB
cervical cancer treated with curative intent be-
tween 1960 and 1993 at MD Anderson Cancer
Center (Houston, TX), 641 were treated with
EBRT and brachytherapy, and 266 were treated
with EBRT only; 5-year disease-specific survival
was approximately 21% lower without brachy-
therapy (45% v 24%).53 Details on the external-
beamboost volume to decrease complications sug-
gest it would be reasonable to use a smaller pelvic
field tocoverapalpable tumor.Asuggestedsuperior
border would be mid bony pelvis (this level is
approximately 2 cm distal to the inferior sacroiliac
joints) or at the inferior sacroiliac joint. For lateralized
stage IIBor IIIBdisease, the lateralborderswouldbe
2 cm beyond the bony pelvis on plain x-ray. The
inferiorbordershouldbe2cmbelowpalpable tumor
in the vagina. The field arrangement may be a four-
fieldboxoraparallel pair asasecondchoice, if there
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are no resources available for delivering a four-field
beam arrangement.

Clinical Question R4

Where there are no simulators, what can be used
with bony anatomy to target correctly?

RecommendationR4: Settingwithout simulators. In
basic and limited settings where women do not
have access to facilities with simulators at either
local or referral institutions, plain diagnostic x-rays
visualizing the bony pelvis may be used to guide
field placement. Clinicians in enhanced and maxi-
mal settings should not apply this recommendation.
(Evidence quality: high. Strength of recommenda-
tion: strong.)

Discussion of R4. Where there are no simulators
for planning pelvic irradiation, plain diagnostic
x-rays visualizing the bony pelvis may be used
to guide field placement. The field arrangement is
preferably a four-field box, particularly for patients
who are obese, but parallel anterior and posterior
fields may be used if necessary. The superior and
inferior borders of the field are the same for both
field arrangements; the superior border may be
between L4-5 and L5-S1, and the inferior border is
placed 2 cmbelow palpable disease in the vagina.
The lateral borders are placed 2 cm beyond the
bony pelvis. Where lateral fields are used for the
four-field box, the anterior border should be in
front of the pubic arch, and the posterior border
varies with the extent of disease and may often
include the hollow of the sacrum inferiorly to S4-5.
Where there is no means for shielding the supe-
rior lateral corners around the potential position of
lymph nodes in the common iliac region and the
fraction size is higher (. 2 Gy), a lower superior
border, such as the mid S-I joint, may be used to
spare normal small bowel. Clinical experience has
indicated a smaller volume may decrease com-
plications, and the additional curative value of
higher superior borders is doubtful.

Alternatively, where there is no simulator and the
patient is to be treated with a parallel pair of
anterior and posterior fields, with the patient ly-
ing supine on the linear accelerator (LINAC) or
cobalt-60 (60Co) bed, anterior–posterior separation
should be measured. If both a LINAC and 60Co
are available, a patient with a larger separation is
better treated on the LINAC. To locate the skin
mark for the isocenter, 2 cm should be measured
superior to the pubic tubercle, and a 16 3 16 or
18 3 18 cm field should be placed at the axis.
Before treatment, it should be verified on the

treatment unit that the field covers the bony land-
marks as described.

POST-TREATMENT FOLLOW-UP

The ASCO Expert Panel concludes that there is
insufficient evidence guiding follow-up in all re-
source settings, especially those that are resource
constrained, including supporting theuseof visual
inspectionwith acetic acid, humanpapillomavirus
DNA testing, cytology (where tissue samples
and/or laboratories are not available), or imaging
for follow-up in those settings. In addition, the
evidence for using squamous cell carcinoma an-
tigen and/or high-sensitivity C-reactive protein is
insufficient; prospective studies are needed.
Therefore, this guideline does not recommend
their use. ASCO informally endorses the CCO
guideline on follow-up for cervical cancer5 and
provides similar intervals as a guide (Table 6).
Pelvic and physical examinations should be per-
formed at follow-up. Suspicious lesions should be
biopsied. Most evidence by expert opinion is that
vaginal smear with cytology has been of low value.
On the basis of the opinion of the ASCO Expert
Panel, cervicovaginal cytology is not recom-
mended for women after radiotherapy. Cytology
may assist the diagnosis of early recurrences in
cases ofwomen treatedwith radical hysterectomy,
with the caveat that the evidence is insufficient.
PET-CT scans are often used in surveillance 3 to
6 months after treatment of patients at risk for
treatment failure in high-resource settings. It is not
within the scope of this guideline to review
the evidence on post-treatment imaging, and
the CCO guideline does not recommend PET-
CT, because of the lack of prospective studies.
However, there are indications that post-treatment
PET scans may provide information for prognos-
tic purposes in maximal-resource settings. For
example, a prospective cohort study in which
92 women received an [18F]fluorodeoxyglucose-
PET scan 3 months after treatment found that
abnormal [18F]fluorodeoxyglucose-PET results
were statistically significantly associated with
lower cause-specific and progression-free sur-
vival compared with those in women whose
PET scans showed complete response to
treatment.54

PALLIATIVE CARE

Palliative care and pain management are part of
the treatment of cancers, including cervical can-
cer. The goal of palliative care is to avoid unnec-
essary suffering during the final stages of
disease. Palliative care is multifaceted and in
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some contexts can be provided concurrently
with tumor-directed therapy. Pain control is a
vital (but not the sole) component of palliative
care and is a basic human right. This guideline
adapts guidance9 on palliative care provided in
the WHO guideline on women with cervical can-
cer, plus other guidelines and additional sources
referenced in the Special Commentary under
Palliative Care. In its guideline, WHO discusses
the teamapproach.Our guideline encourages all
policymakers to follow the WHO declaration on
palliative care.55 Women with advanced cervical
cancer with or without access to tumor-directed
therapy may have specific late-stage symptoms
that require clinicians to perform urogenital-
specific interventions. The management of pri-
mary symptoms, which is discussed in the
WHO guideline, includes but is not limited to
pain, fistula, loss of appetite, wasting, bleed-
ing, and GI and genitourinary symptoms. WHO
provides practice sheets for caregivers to
help women with vaginal discharge, fistula, and
bleeding. Further discussion occurs in Special
Commentary.

SPECIAL COMMENTARY

Radiation Therapy Shortages

There are enormous inequities in the supply of
radiotherapy equipment and personnel be-
tween maximal and enhanced settings and lim-
ited and basic settings.56 There are many
publications calling attention to this critical sit-
uation; therefore, this section will only briefly
touch on it.

In somesettings, only 10%ofpatients haveaccess
to radiation therapy; in others, such as in sub-
Saharan Africa and Latin America, 0% to 4% of
patients do, whereas in upper- and middle-
income countries in Europe and Central Asia,
59% to 79% have access.57 Depending on the
source, 39 to 55 LMICs have no radiation therapy
resources.56-58 One publication states that “it has
been estimated that Africa is functioning at 25%of
its potential treatable capacity for cervical cancer
alone.”59,60(p459) Several organizations are working
to increase awareness of this shortage and address
supply issues, including the International Atomic
Energy Agency, Union for International Cancer Con-
trol, Global Task Force on Radiotherapy for Cancer
Control, and American Society for Radiation Oncol-
ogy Association of Residents in Radiation Oncology.
This guideline strives to support these efforts
and provides guidance to clinicians practicing in
resource-constrained settings.

PalliativeCare forWomenWithAdvancedCervical
Cancer

This commentary supplements this guideline and
is based on additional literature, some of which
was not included in the formal adaptation reviews.
Palliative care and pain management are part of
the treatment of cancers, including cervical can-
cer, to avoid unnecessary suffering during the final
stages of disease. Pain control is a vital component
of palliative care; it is a basic human right often
neglected in cancer control programs. Pain can
be effectively controlled using a combination of
medical and nonmedical interventions. Patients
and caregivers need training for effective palliative
care, including end-of-life counseling. Patients
with advanced or recurrent cervical cancer may
haveanyof the following symptoms: vaginal bleed-
ing or discharge, pelvic or back pain, urinary
or bowel fistulas, lower-extremity edema, deep-
venous thrombosis, dyspnea resulting fromanemia
or pulmonary involvement, and uremia resulting
from ureteral obstruction.

In limited-resource settings where radiation ther-
apy is limited, providers may have to prioritize its
use to treat selected patients with advanced-stage
disease and palliate symptoms in other patients
who normally receive antitumor treatment in
maximal-level settings. Interventions to control
vaginal bleeding include radiation therapy or bra-
chytherapy, embolization of the uterine arteries,
surgical resection, and arterial ligation. Vaginal
packing is usually a temporary measure. The type
and length of treatment should depend on the
patient’s Karnofsky performance status.

Pain is often a disabling symptom of advanced or
recurrent cervical cancer. Regional nerve, mus-
cle, and bone infiltration can cause severe pain.
Narcotic analgesics are a fundamental com-
ponent of cancer pain treatment and may be
prepared for oral, rectal, vaginal, sublingual, in-
travenous, intramuscular, epidural, or topical
administration.

When pain is directly attributable to specific foci
of disease, such as bone metastasis or para-
aortic lymph node recurrence, a brief course of
palliative radiation therapy yields substantial pain
reduction in a high percentage of patients. How-
ever, pain relief may not be maximally achieved
until weeks after the palliative radiation therapy
ends.

Advanced cervical cancer may cause urinary fis-
tulas, with vesicovaginal occurring more com-
monly than ureterovaginal fistulas. Although not
necessarily painful, fistulous drainage can have
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an extremely negative impact on quality of life
because of the constant odor.

Palliation of fistulas may be surgically accom-
plished by creation of a ureterointestinal conduit
or placement of bilateral percutaneous nephros-
tomies to decompress the ureters. Rectovaginal
fistulasmay occur fromprimary tumor invasion of
the adjacent rectum. These more often result from
radiation injury or tumor recurrence. A diverting
colostomy is the surgical procedure of choice. In
some lower-resource settings, because the avail-
ability of radiotherapy is sometimes difficult or non-
existent, some fistulas and bleeding will be treated
with other interventions.

Progressive or recurrent cervical cancer may
cause uremia secondary to ureteral obstruction,
whichmay inducenausea, vomiting, somnolence,
confusion, and seizures. Ureteral obstruction is
relieved by percutaneous nephrostomy or ureteral
stents. Treatment of other symptoms is standard in
patients needing palliative care, and the reader is
referred to Chapter 7 of the WHO comprehensive
cervical cancer book.5,8,61

COST IMPLICATIONS

There have been few studies of the cost effective-
ness of treatment in LMICs. We can make some
inferences as to how cost effective treatment is,
using studies from threemiddle-income countries
(Thailand,which is anuppermiddle–incomecoun-
try, and China andMorocco; both of the latter were
lower middle–income countries at the time the
studies were conducted).

Katanyoo et al34 compared two different treatment
options for stage IIB disease (radical hysterectomy
with pelvic lymph node dissection with or without
postoperative adjuvant therapy v concurrent che-
moradiotherapy). The first option (compared with
no intervention) cost $322 per quality-adjusted
life-year (QALY), and the second cost $327.4 per
QALY in 2012 US dollars. This is considerably
below the Thai per capita gross national income
($5,180 in the same year).62 Any intervention
costing less than one times the per capita national
income per disability-adjusted life-year is consid-
ered highly cost effective.63 Although QALYs and
disability-adjusted life-years are not identical,
they are roughly comparable. Cost of treatment
of stage IIB disease in Thailand was $5,218 to
$5,281 (ie, slightly greater than per capita in-
come). However, the number of QALYs saved is
large (15.9 to 16.4).

Cost data areavailable for treatment of similar-stage
disease inMoroccoandChina.Thecost inMorocco

in 2008 was $6,883 (total colpohysterectomy, pel-
vic lymphadenectomy, and postoperative chemo-
therapy and radiotherapy), approximately 2.7 times
the per capita national income of Morocco in that
year.35IfQALYssavedweresimilar tothoseinThailand
(approximately 16), the cost per QALY saved of $430
would also fall into the cost-effective range.

For China, costs of the treatment components
were estimated for a second-level (prefecture)
hospital for 2008.36 Cost ranged from $404.73
to $544.39 for hysterectomy (simple to radical),
was $281.65 for radiation therapy, and was
$125.46 for adjuvant chemotherapy, such that
treatment costs for stage IIB disease would be a
little less than $1,000, compared with the per
capita national income in that year of $2,975.
Again, if the QALYs saved compared with no
treatment were similar to those of Thailand, the
cost per QALY would fall into the cost-effective
range (, $100 per QALY).

Thus, treatment of patients with stage IIB disease
is likely cost effective inmiddle-incomecountries,
although the cost per patient is significant (ranging
from one third of the per capita income in China to
approximately one times the per capita income in
Thailand to 2.7 times the per capita income in
Morocco). Key needs are therefore to expand sur-
gical capacity andensurewomenaccess treatment
sufficiently early in disease progression.63

The risk of metastasis to pelvic lymph nodes in
patientswithearlydisease is approximately15%to
20%and 25% to 40% for patients with stage I and
II disease, respectively, so there is a potential for
cure in many of these patients whose disease has
not yet spread. This is the rationale for extrafascial
hysterectomy or its modification in the basic set-
ting, but this recommendation depends on the
ability to safely perform these procedures in these
low-resource settings. This would depend as well
on the ability to perform simple hysterectomies
safely in low-resourcesettings.Concentratingsurgical
volumeinhigh-riskcentersandbyhigh-risksurgeons
has been shown in many clinical settings to improve
outcomes. Thus, even in countries without trained
gynecologic oncologists or access to ideal radiation
therapy facilities, surgical outcomes could be im-
proved by concentrating resources and designating
experts.These typesofchangesmaybecosteffective
bothby improving clinical outcomesandbyoptimally
using existing resources.

EXTERNAL REVIEW

The draft was submitted to one external reviewer
with content expertise. It was rated as high quality,
and it was agreed it would be useful in practice.
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Review comments were reviewed by the co-chairs
of the Expert Panel and integrated into the final
manuscript before approval by the CPGC.

GUIDELINE IMPLEMENTATION

ASCO guidelines are developed for implementa-
tion across health settings. Barriers to implemen-
tation include the need to increase awareness of
the guideline recommendations among front-line
practitioners, survivors of cancer, and caregivers
and the need to provide adequate services in the
face of limited resources. The guideline Bottom
LineBoxwasdesigned to facilitate implementation
of recommendations. This guideline will be dis-
tributed widely, including through the ASCO Prac-
tice Guideline Implementation Network and the
ASCO Web site.

LIMITATIONS OF RESEARCH

There were several areas where evidence was
lacking to make strong recommendations. These
areas included the following: optimal post-treatment
surveillance for women with cervical cancer at
risk for recurrence, including the role of PET scans
in maximal-resource settings; using squamous
cell carcinoma antigen and/or high-sensitivity
C-reactive protein; optimal dose fractionation of bra-
chytherapy; surgery for womenwith stage IA2 or IB1
disease with tumor smaller than 2 cm in size and
1 cm in depth in the non–fertility-sparing setting;
optimal treatment of patients with stage IB1 cervical
cancerwith tumor size between2and4cm; optimal
fertility-sparingprocedures forwomenwithstage IA1
or IA2disease;and treatmentofwomenwith invasive
cervical cancer inbasic settings, including regarding
chemotherapy and radiation therapy.

ASCO believes that cancer clinical trials are vital to
inform medical decisions and improve cancer
care. All patients should have the opportunity to
participate.

FUTURE DIRECTIONS

Furtherprospectivecomparativeresearchisneeded,
conducted especially in basic- and limited-resource
settings. There are ongoing studies of treatment for
patients with stage IA2 versus 1B1 disease. Radical
versussimplehysterectomy(the feasibility andsafety
of performingconebiopsy or simplehysterectomy) is
an active area of investigation:

·Nonrandomized GOG 278 (Studying the Physi-
cal Function and Quality of Life Before and After
Surgery in PatientsWith Stage I Cervical Cancer)
compares cone and pelvic lymphadenec-
tomy versus simple hysterectomy and pelvic

lymphadenectomy for patients with stage IA2
versus 1B1IA1 to IB1 disease with tumors
smaller than 2 cm (ClinicalTrials.gov identifier
NCT01649089)

·Similar nonrandomized ConCerv (Conservative
Surgery for Women With Low-Risk Early Stage
Cervical Cancer) study (ClinicalTrials.gov identifier
NCT01048853)

·Randomized SHAPE (Radical Versus Simple
Hysterectomy and Pelvic Node Dissection in
Patients With Low-Risk Early Stage Cervical
Cancer) trial of patients with stage IA2 or IB1
diseasewith tumors smaller than2cm, invasion
smaller than 10 mm, and invasion less than
50% on magnetic resonance imaging (Clin-
icalTrials.gov identifier NCT01658930)

Postchemoradiotherapy with adjuvant chemo-
therapy trials:

·OUTBACK (Phase III Trial of Adjuvant Chemo-
therapyAsPrimaryTreatmentofLocallyAdvanced
Cervical Cancer Compared With Chemoradiation
Alone) trial (ANZGOG [Australia New Zealand
Gynaecological Oncology Group] 0902/GOG
0274/RTOG 1174; ClinicalTrials.gov identi-
fier NCT01414608)

·TACO (Triweekly Cisplatin Based Chemo-
radiation in Locally Advanced Cervical Cancer)
trial (ClinicalTrials.gov identifier NCT01561586)

·RTOG 0724 (Phase III Randomized Study of
Concurrent Chemotherapy and Pelvic Radiation
Therapy With or Without Adjuvant Chemo-
therapy in High-Risk Patients With Early-Stage
Cervical Carcinoma Following Radical Hys-
terectomy) trial (ClinicalTrials.gov identifier
NCT00980954)

Selected ongoing trials of NACT:

·EORTC 55994 (Randomized Phase III Study of
Neoadjuvant Chemotherapy Followed by Sur-
gery vs. Concomitant Radiotherapy and Che-
motherapy in FIGO Stage Ib2, IIa . 4 cm, IIb
Cervical Cancer) trial (ClinicalTrials.gov identi-
fier NCT00039338)

·NACTcervix (Prospective Randomized Trial
of Neoadjuvant Chemotherapy and Surgery
Versus Concurrent Chemoradiation Therapy in
Patients With Stage IB2-IIB Squamous Carci-
noma of the Uterine Cervix) trial (ClinicalTrials.
gov identifier NCT00193739)

·SYSGO002 (Neoadjuvant Chemotherapy and
Radical Surgery Versus Concurrent Chemo-
irradiation inFIGOStage IIBCervicalCancer) trial
(ClinicalTrials.gov identifier NCT02595554)
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DEFINITION

The panel advocates para-aortic lymph node sam-
pling insteadof lymphadenectomy.This isperformed
for the purpose of prognostic and not therapeutic
implication.Sedlisetal37criteria forpara-aortic lymph
node sampling are as follows (Appendix Table A4):
presenceofLVSIplusdeepone-thirdcervical stromal
invasion and tumor of any size, presenceof LVSI plus
middle one-third stromal invasion and tumor size of
2 cmor larger, presence of LVSI plus superficial one-
third stromal invasion and tumor size of 5 cm or
larger, or no LVSI but deep or middle one-third
stromal invasion and tumor size of 4 cm or larger.

ADDITIONAL RESOURCES

More information, including a Data Supplement
with additional evidence tables, a Methodology
Supplement with information about evidence qual-
ity and strength of recommendations, slide sets,
and clinical tools and resources, is available at www.
asco.org/rs-cervical-cancer-treatment-guideline. Pa-
tient information is available at www.cancer.net. Visit
www.asco.org/guidelineswiki to provide comments
on the guideline or submit new evidence.
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APPENDIX

Table A2 – Framework of Resource Stratification: Treatment

Setting

Basic Limited Enhanced Maximal

Core resources or fundamental
services absolutely necessary for
any gynecologic health care
system to function; basic-level
services are typically applied in
a single clinical interaction

Second-tier resources or services
that producemajor improvements
in outcome, such as increased
survival, but that are attainable
with limited financial means and
modest infrastructure; limited-
level servicesmay involve single or
multiple clinical interactions

Third-tier resources or services that
are optional but important;
enhanced-level resources may
produce minor improvements in
outcome but increase the number
and quality of therapeutic options
and patient choices

Mayuseguidelines for high-resource
settings; high-level resources or
services that may be used in some
high-resource countries; this
should be considered lower
priority than those in the other
settings based on cost or
impracticality for limited-resource
environment

NOTE. Data adapted (http://apps.who.int/iris/bitstream/10665/94830/1/9789241548694_eng.pdf).11,12

Table A1 – Guidelines Considered in ADAPTE Process

Guideline Link

Colombo6 (ESMO) http://annonc.oxfordjournals.org/content/23/suppl_7/vii27.full

Koh18 (NCCN) http://www.nccn.org/professionals/physician_gls/pdf/cervical_basic.pdf

Koh16 (NCCN) http://www.nccn.org/professionals/physician_gls/pdf/cervical_limited.pdf

Koh17 (NCCN) http://www.nccn.org/professionals/physician_gls/pdf/cervical_enhanced.pdf

Koh8 (NCCN) http://www.nccn.org/professionals/physician_gls/pdf/cervical.pdf

Hirte4 (CCO) https://www.cancercare.on.ca/common/pages/UserFile.aspx?fileId534224

Elit5 (CCO) https://www.cancercare.on.ca/common/pages/UserFile.aspx?fileId514090

Ebina7 (JSGO) http://link.springer.com/article/10.1007/s10147-015-0806-7

WHO9 http://www.who.int/reproductivehealth/publications/cancers/cervical-cancer-guide/en/

Abbreviations: CCO, Cancer Care Ontario; ESMO, European Society of Medical Oncology; JSGO, Japan Society of Gynecologic Oncology;
NCCN, National Comprehensive Cancer Network.
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Table A3 – Expert Panel Membership

Member Affiliation Role or Area of Expertise

Jonathan S. Berek, MD,
co-chair

Comprehensive Cancer Institute, Stanford,
CA

Gynecologic oncology

Linus T. Chuang, MD,
co-Chair

Icahn School of Medicine at Mt Sinai, New
York, NY

Gynecologic oncology

Rolando Camacho, MD retired, Mallorca, Spain Cancer control

Alfonso Due~nas-Gonzalez,
MD

Instituto Nacional de Cancerologia, Mexico
City, Mexico

Medical oncology

Sarah Feldman, MD Dana-Farber Cancer Institute and Brigham
and Women’s Hospital, Boston, MA

Gynecologic oncology

Murat Gultekin, MD Turkish Ministry of Health, Ankara, Turkey Cancer control and gynecologic oncology

Susan Horton, PhD University of Waterloo, Waterloo, Ontario,
Canada

Health economics

Graciela Jacob, MD Instituto Nacional de Cancerologia, Buenos
Aires, Argentina

Palliative care

Elizabeth A. Kidd, MD Stanford University, Stanford, CA Radiation oncology

Kennedy Lishimpi, MD Cancer Diseases Hospital, Lusaka, Zambia Medical oncology

Carolyn Nakisige, MD Mulago Hospital, Kampala, Uganda Medical oncology

Joo-Hyun Nam, MD, PhD Asan Medical Center, Seoul, South Korea Obstetrics and gynecology

Hextan Yuen Sheung Ngan,
MD

University of Hong Kong, Hong Kong,
Special Administrative Region, People’s
Republic of China

Obstetrics and gynecology

William Small, MD Cardinal Bernardin Cancer Center, Stritch
School of Medicine, Loyola University,
Chicago, IL

Radiation oncology

Gillian Thomas, MD Sunnybrook Odette Cancer Centre and
University of Toronto, Toronto, Ontario,
Canada

Radiation oncology

Vandana Gupta V Care, Mumbai, India Patient representative

NOTE. American Society of Clinical Oncology staff: Sarah Temin, MSPH.

Table A4 – Combination of Three Risk Factors: CLS, Stromal Invasion, and Tumor Size by Treatment Regimen

CLS Stromal Invasion Tumor size (cm)

No. (%)

RT No Additional Therapy

Positive Deep one-third Any 60 (43.0) 68 (48.6)

Positive Middle one-third > 2 28 (20.4) 37 (26.4)

Negative Deep or middle one-third > 4 48 (35.0) 34 (29.3)

Positive Superficial one-third > 5 1 (0.7) 1 (0.7)

Total 137 (100.0) 140 (100.0)

NOTE. Data adapted with permission.37

Abbreviation: CLS, capillary lymphatic space.
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