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Compilation of key points

Chapter 1. Background

e (Cervical cancer is a largely preventable disease, but worldwide it is one of the
leading causes of cancer death in women. Most deaths occur in low- to middle-
income countries.

e The primary cause of cervical pre-cancer and cancer is persistent or chronic
infection with one or more of the “high-risk” (or oncogenic) types of human
papillomavirus (HPV).

e HPV is the most common infection acquired during sexual relations, usually early
in sexual life.

¢ |n most women and men who become infected with HPV, these infections will
resolve spontaneously.

e A minority of HPV infections persist; in women this may lead to cervical pre-cancer,
which, if not treated, may progress to cancer 10 to 20 years later.

e Women living with HIV are more likely to develop persistent HPV infections at an
earlier age and to develop cancer sooner.

e Basic knowledge of women’s pelvic anatomy and the natural history of cervical
cancer gives health-care providers at primary and secondary levels the knowledge
base to effectively communicate and raise the understanding of cervical cancer
prevention in women, families and communities.

Chapter 2. Essentials for cervical cancer prevention and control programmes

e Development of any national cervical cancer prevention and control programme
should be done in accordance with the WHO framework of the “six building blocks”
to strengthen the overall health system.

e Cervical cancer prevention and control programmes are developed and designed to
decrease cervical cancer incidence, morbidity and mortality.

e There are large inequities in access to effective cervical cancer screening and
treatment; invasive cervical cancer predominantly affects women who lack access
to these services.

e A comprehensive programme should include primary, secondary and tertiary
prevention activities (including treatment), and access to palliative care.

e Screening services must be linked to treatment and post-treatment follow-up.

e Monitoring and evaluation are essential components of cervical cancer prevention
and control programmes.



Chapter 3. Community mobilization, education and counselling

Outreach, community mobilization, health education and counselling are essential
components of an effective cervical cancer prevention and control programme to
ensure high vaccination coverage, high screening coverage and high adherence to
treatment.

Outreach strategies must reach and engage young girls and women who would
most benefit from vaccination and screening, respectively, as well as men and boys
and leaders in the community, and key stakeholders.

Community mobilization and health education are essential tools for overcoming
common challenges that impede access to and utilization of preventive care; these
common barriers include social taboos, language barriers, lack of information and
lack of transportation to service sites.

Health education ensures that women, their families and the community at large
understand that cervical cancer is preventable.

Health education messages about cervical cancer should reflect the national policy
and should be culturally appropriate and consistent at all levels of the health system.

Health-care facilities should have a private room that can be used to provide
individual women with information and counselling, if appropriate, to help them
make the best choices for their health.

Health-care providers should be trained to discuss sexuality in a nonjudgemental
way and to address issues related to cervical cancer and human papillomavirus
(HPV) while protecting patient privacy and confidentiality.

It is critical that educational messages emphasize that women with abnormal
screening results must return for follow-up.

Chapter 4. HPV vaccination

Human papillomavirus (HPV) is the most common sexually transmitted infection
(STI).

Cervical cancer is caused by high-risk types of HPV; the two high-risk HPV types
that most commonly cause cervical cancer are types 16 and 18, which together are
responsible for approximately 70% of cervical cancer cases in all countries around
the world.

Two vaccines that prevent infections from high-risk HPV types 16 and 18 are
presently licensed in most countries; they both have excellent safety records and
may be safely co-administered with other vaccines, such as those for diphtheria,
tetanus and pertussis (DTP) and hepatitis B.

One of the HPV vaccines, the quadrivalent vaccine, also prevents infections from
HPV types 6 and 11, which cause 90% of anogenital warts or condyloma.



e Vaccinating girls before initiation of sexual activity is an important primary prevention
intervention in a comprehensive cervical cancer prevention and control programme.

e The vaccines do not treat pre-existing HPV infection or HPV-associated disease,
which is why vaccination is recommended prior to initiation of sexual activity.

e Because the vaccines do not protect against all HPV types that can cause cervical
cancer, girls vaccinated against HPV will still require cervical cancer screening later
in their lives.

Chapter 5. Screening and treatment of cervical pre-cancer

e FEarly detection, by screening all women in the target age group, followed by
treatment of detected precancerous lesions can prevent the majority of cervical
cancers.

e (Cervical cancer screening should be performed at least once for every woman in the
target age group where most benefit can be achieved: 3049 years.

e (Cervical cancer screening, at least once, is recommended for every woman in the
target age group, but this may be extended to women younger than age 30 if there
is evidence of a high risk for CIN2+.

e HPV testing, cytology and visual inspection with acetic acid (VIA) are all
recommended screening tests.

e For cervical cancer prevention to be effective, women with positive screening test
results must receive effective treatment.

e |tis recommended to take either a “screen-and-treat” approach or a “screen,
diagnose and treat” approach.

e Decisions on which screening and treatment approach to use in a particular country
or health-care facility should be based on a variety of factors, including benefits
and harms, potential for women to be lost to follow-up, cost, and availability of the
necessary equipment and human resources.

¢ |n the screen-and-treat approach, the treatment decision is based on a screening
test and treatment is provided soon or, ideally, immediately after a positive screening
test (i.e. without the use of a diagnostic test).

¢ The screen-and-treat approach reduces loss to follow-up, and can reduce the time
lag for women to receive treatment.

e Among women who test negative with VIA or cytology, the interval for re-screening
should be three to five years.

e Among women who test negative with HPV testing, re-screening should be done
after a minimum interval of five years.

e If cancer is suspected in women who attend screening, they should not be treated
but should be referred to a facility for diagnosis and treatment of cancer.



Cryotherapy or loop electrosurgical excision procedure (LEEP) can provide effective
and appropriate treatment for the majority of women who screen positive for cervical
pre-cancer.

Chapter 6. Diagnosis and treatment of invasive cervical cancer

Women diagnosed with early invasive cervical cancer can usually be cured with
effective treatment.

It is important for health-care providers at all levels to be able to recognize and
promptly manage common symptoms and signs of cervical cancer.

The definitive diagnosis of invasive cervical cancer is made by histopathological
examination of a biopsy.

Women with invasive cervical cancer benefit from referral for treatment at tertiary-
level cancer facilities.

Treatment options include surgery, radiotherapy and chemotherapy; these may
be used in combination.

Patients should be made aware of the potential side-effects of treatment, such
as infertility, menopause, discomfort or pain with intercourse and possible bowel
or bladder changes.

Patients need to be informed that they will need long-term follow-up and contact
with the cancer unit where they received their treatment.

Tertiary-level providers should send complete written records of the treatment and
ongoing care plan to providers closest to the patient’s home who will be charged
with facilitating her follow-up care.

If left untreated, invasive cervical cancer is almost always fatal.

Chapter 7. Palliative care

Palliative care is an essential element of cervical cancer control.

Palliative care improves the quality of life of patients and their families facing the
problems associated with life-threatening illness.

Palliative care consists of the prevention and relief of suffering by means of early
identification and assessment and treatment of pain and other forms of physical,
psychosocial and spiritual suffering.

Palliative care can help people with advanced disease to have dignity and peace
during difficult and final phases of life.

Palliative care is best provided using a multidisciplinary team approach involving the
patient, her family and close support persons, community health workers and special
palliative care workers in the community, as well as health-care providers

at all levels of facilities.



The mechanisms for palliative care implementation, including education and the
availability of medicines, need to be strengthened.

Using a broad combination of medical and nonmedical methods, most pain can be
effectively controlled.

Nurses with appropriate training should be allowed to prescribe strong oral opioids,
subject to the national norms and guidelines.

Quality of palliative care very much depends on adequate training and supervision
for health care providers and, if possible, for community-based caregivers.

Access to all necessary medicines, equipment and supplies is critical for symptom
management, both at the health-care facility and in the patient’s home.



Preface

Cervical cancer is one of the gravest threats to women’s lives. It is estimated that over a
million women worldwide currently have cervical cancer. Most of these women have not
been diagnosed, nor do they have access to treatment that could cure them or prolong
their lives. In 2012, 528 000 new cases of cervical cancer were diagnosed, and 266 000
women died of the disease, nearly 90% of them in low- to middle-income countries.
Without urgent attention, deaths due to cervical cancer are projected to rise by almost
25% over the next 10 years.

Cervical cancer occurs worldwide, but the highest incidence rates are found in Central
and South America, East Africa, South and South-East Asia, and the Western Pacific.
Over the past three decades, cervical cancer rates have fallen in most of the developed
world, largely as a result of screening and treatment programmes. In contrast, rates in
most developing countries have risen or remained unchanged. Major disparities also
exist in the developed world, where rural and poorer women are at greatest risk of
invasive cervical cancer.

Most women who die from cervical cancer, particularly in developing countries, are
in the prime of their lives. They may be raising children, caring for their families and
contributing to the social and economic lives of their towns and villages. A woman’s
death is both a personal tragedy and a sad and unnecessary loss to her family and
her community, with enormous repercussions for the welfare of both. These deaths
are unnecessary because there is compelling evidence that cervical cancer is one
of the most preventable and treatable forms of cancer if it is detected early and
managed effectively.

While less developed countries are clearly more likely to lack effective health
systems and adequate financial resources compared with developed countries, it

is crucial to underscore that another of the most overlooked but powerful drivers

of cervical cancer is lack of equality for women in terms of access to health care in
many societies. We can address the needs for adequate resources and improved
health care for women in developing countries. And we can also seek to better
understand gender inequality and take it into account in the design of health policies
and programmes, as well as other important social determinants of health, such as
wealth, education, religion and ethnicity.

In 2007, as a matter of policy, the World Health Assembly adopted a resolution that
committed the World Health Organization (WHO) and its Member States to the process
of gender mainstreaming. Gender mainstreaming refers to the systematic process of
understanding gender and taking it into account in the design, implementation and



evaluation of all policies and programmes. This knowledge and action is an essential
component of developing equitable and accessible programmes, including innovative
ways of reaching women, especially the most disadvantaged.

While continuing to advocate for greater attention and resources for women'’s health,
beyond addressing maternal care and family planning, WHO is also actively involved in
strengthening health systems in general, and in developing, testing and implementing
appropriate technologies to make comprehensive cervical cancer care feasible and
affordable in low- and middle-income countries. New technological developments offer the
potential to tackle cervical cancer in a more comprehensive way and build a healthier future
for girls and women. The increasing availability of alternative screening technologies, such
as visual inspection with acetic acid (VIA) and HPV testing, and new vaccines against human
papillomavirus (HPV) can help to prevent a great many cases of cervical cancer. Moreover,
because HPV vaccination targets girls between the ages of 9 and 13, before they become
sexually active, there is the opportunity to launch a life-course approach to cervical cancer
prevention and control, starting from childhood and continuing through adulthood, with
screening recommended between the ages of 30 and 49.

Implementation of cervical cancer prevention and control programmes expands universal
access to sexual and reproductive health services that improve women’s health. This in
turn contributes to the attainment of the Millennium Development Goals and the future
international development agenda beyond 2015. These programmes also contribute to
the United Nations Secretary-General’s 2010 Global Strategy for Women’s and Children’s
Health.

In addition, cervical cancer is highlighted in the 2011 Political Declaration of the
High-Level Meeting of the General Assembly on the Prevention and Control of Non-
communicable Diseases (NCDs). At the World Health Assembly in 2013, an action plan
for the prevention and control of NCDs 2014—-2020 was agreed with Member States;
in this action plan, cervical cancer control is among the priority interventions to be
universally recommended for cancer control. WHO leads the process of implementing
this NCD action plan, and Member States are now committed to including cervical
cancer and other NCD interventions in their national health plans.

There are multiple opportunities to integrate cervical cancer prevention and control

into existing health care delivery systems, such as reproductive health and HIV/AIDS
programmes. National cervical cancer prevention and control programmes offer a model
for collaboration among several programmes, including reproductive health, NCD and
cancer, immunization and adolescent health. These national programmes could thus
catalyse changes in the planning and delivery of health care, supporting a transition from
vertical approaches to horizontal systems.
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This publication, Comprehensive cervical cancer control: a guide to essential practice
(CAGEP), gives a broad vision of what a comprehensive approach to cervical cancer
prevention and control means. In particular, it outlines the complementary strategies

for comprehensive cervical cancer prevention and control, and highlights the need for
collaboration across programmes, organizations and partners. This new guide updates
the 2006 edition and includes the recent promising developments in technologies and
strategies that can address the gaps between the needs for and availability of services for
cervical cancer prevention and control.

Dr Flavia Bustreo Dr Marie-Paule Kieny
Assistant Director-General Assistant Director-General
Family, Women’s and Children’s Health Health Systems and Innovation
Dr Oleg Chestnov

Assistant Director-General
Noncommunicable Diseases and Mental Health
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Introduction

About the guide

This is the 2014 edition of Comprehensive cervical cancer control: a guide to
essential practice (CAGEP), which has been revised and updated from the 2006
edition.

Why revision was important

In the last few years, there has been an emergence of ground-breaking new
strategies in cervical cancer prevention and control. Because such strategies require
evidence-based evaluation for decision-making in clinical practice

and programme planning, a World Health Organization (WHO) Steering ~ Aexy &
Committee and a group of invited experts met in Geneva, Switzerland,

in September 2010, to ensure that the WHO’s guidance on cervical Participants and
contributors

cancer continues to encompass all the relevant technologies and
strategies. Annex 1 provides the lists of participants and contributors,
and Annex 2 describes the guideline development methodology, the
roles of the technical and working groups and the management of

. . . ; Guideline development
conflicts of interest and presents the declarations of interests. methods and roles

This revised C4GEP includes WHO recommendations on screening and treatment of
pre-cancer lesions and on HPV vaccination made through

April 2014, taking account of relevant evidence-based findings published up to
December 2013; emerging practices that are still being evaluated are also noted in
this publication.

This guide has two new chapters, one newly organized chapter, and two substantially
revised chapters. All chapters have been thoroughly updated and edited as needed.

The new chapters are:

Chapter 2: Essentials for cervical cancer prevention and control programmes.
In response to requests from programme managers and other readers at all levels of
health care, WHO has included this entirely new chapter which describes key aspects
of programmatic considerations associated with cervical cancer prevention and
control programmes: planning, preparing, implementing, monitoring and evaluating,
supervising and training.

Chapter 4: HPV vaccination. This chapter provides a detailed description of HPV
vaccination programmes for girls aged 9—13 years. Such programmes did not exist
in developing countries at the time of the first edition, but today they are found

in more and more countries. This chapter also includes a set of three key WHO
recommendations on HPV vaccines.
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The reorganized chapter is:

Chapter 5: Screening and treatment of cervical pre-cancer. Chapter 5 now
consolidates information from what were two chapters: screening for cervical pre-
cancer and treatment for cervical pre-cancer. This consolidation was done because
screening without treatment of pre-cancer is not an intervention that will reduce the
incidence of cervical cancer or the associated mortality. Additionally, research on the
screen-and-treat approach to cervical cancer prevention and control has markedly
advanced since the last edition of this guide.

The two other substantially revised chapters are:

Chapter 6 (Diagnosis and treatment of invasive cervical cancer) and Chapter 7
(Palliative care). These chapters do not include WHO recommendations because
WHO guidelines on these subjects are currently being prepared. These two chapters
have been revised to reflect the current available evidence.

Scope and objectives

This guide’s principal objective is to assist those responsible for providing services
aimed at reducing the burden of cervical cancer on women, their communities and
health systems. It focuses on the knowledge, best practices and communication skills
needed by health-care providers working at community and primary and secondary
levels of care to offer quality services for prevention, screening, treatment and
palliative care for cervical cancer: the full continuum of care.

The four levels of care referred to throughout this guide are:
e Community

e Health centre or primary care level

e District hospital or secondary care level

e (Central or referral hospital or tertiary care level.

A description of each level is given on page 16 (Levels of the health-care system).

Target audience

This guide is intended primarily for health-care providers in health centres and district
hospitals who deal with women’s health and/or adolescent’s health. It may also be of
interest to community-based and tertiary-level providers.

A second target audience, particularly for Chapter 2 on programme essentials,
includes providers and managers at the subnational level whose responsibilities may
include programme planning, implementation, monitoring and evaluating, and/or
supervising and training other health-care providers.
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National-level decision-makers will find updated evidence-based information in this
guide on what works in cervical cancer prevention and control programmes, which
may be of use as a basis for updating their own guidelines and protocols.

Language used in the guide

The language throughout the guide has intentionally been adapted for the primary
target audience: primary- and secondary-level workers whose ultimate beneficiaries
are their clients, patients and communities. It avoids technical jargon when describing
tertiary-level procedures and services provided by specialists. Instead, it provides the
tools to explain and discuss basic issues with patients and their support circles so
they can understand and make informed decisions. Technical terms used in this guide
that may be unfamiliar to the reader are defined in the glossary.

uon9aNPo.U| ‘

Structure of the guide
This guide consists of seven chapters:
Chapter 1: Background

Chapter 2: Essentials for cervical cancer prevention and control programmes
Chapter 3: Community mobilization, education and counselling

Chapter 4: HPV vaccination

Chapter 5: Screening and treatment of cervical pre-cancer

Chapter 6: Diagnosis and treatment of invasive cervical cancer

Chapter 7: Palliative care

Each chapter contains comprehensive, need-to-know information on an aspect of
cervical cancer prevention and/or control. The contents of each chapter are organized
as follows:

e key points from the material covered in the chapter;
e adescription of the roles and responsibilities of primary- and secondary-level
providers in relation to the topic of the chapter;

e essential background information on the topic, followed by discussion of established
and evolving practices in clinical care, and recommendations for practice, as
appropriate (this section presents the basic information and skills that will enable the
provider to offer good quality, up-to-date services);

e guidance and suggestions about how to counsel and communicate with patients,
families and communities;
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¢ information on services at each of the four levels of the health-care system, where
applicable;

e counselling messages to help providers communicate with patients about the
services they have received and the follow-up they will need (Chapters 6 and 7
contain suggestions intended to assist specialist providers at tertiary-level facilities
to have effective two-way conversations with patients, their families and support
circles);

e alist of further reading.

The practice sheets, provided after the chapters, are designed as:

e reminders for providers on the important elements to include when describing,
providing counselling about, and/or performing a specific procedure or component
of care (including answers to many frequently asked questions); and/or

e checklists to help providers assure the availability of necessary items before starting
an activity (e.g. before conducting an HPV vaccination session), or to document
competency as part of supportive supervision (e.g. the correct way to perform
cryotherapy).

The chapters on cervical cancer treatment and palliative care (Chapters 6 and 7) are
supplemented by practice sheets for trained lower- and mid-level providers so that
they have clear information as a basis for explaining to patients and their families
what services they can expect at specialist hospitals when they are referred for
further testing and/or treatment.

The practice sheets can be individually copied or adapted. Please note that they are
not intended to be used by a novice as a way of learning to carry out a procedure.

The annexes at the end of the guide provide details on specific practice components,
using internationally established protocols (e.g. management flowcharts and
treatment protocols) and strategies to ensure service quality (e.g. infection prevention
and control).

The glossary contains definitions of scientific and technical terms used in the guide.

The health-care team

In an ideal cervical cancer prevention and control programme, providers

work as a team in a complementary and synergistic way, maintaining good
communication within and between levels of care. In some countries, the private
and nongovernmental sectors are important providers of services for cervical
cancer. Efforts to integrate them, as well as professional organizations representing
a range of providers (such as associations of general practitioners, gynaecologists,
paediatricians, public health specialists and vaccinologists), can be valuable for
extending the reach of services and ensuring that similar protocols and standards
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are applied. With the increasing availability of HPV vaccines in more countries,
paediatricians and educators also play a key role in the provision of cervical cancer
prevention services. The new simpler technologies (as used in the screen-and-
treat approach) offer opportunities for task shifting within the team of health-care
providers.

Some possible roles for providers at different levels of the health-care system are as
follows:

e Community health workers (CHWs) may be involved in raising awareness about
cervical cancer in the community, motivating and assisting women to use services,
and following up with those who have received a positive screening test result and
those who have been treated at higher levels of care when they return home.

e Primary care providers can promote services and conduct screening, follow-up
and counselling, and can refer their patients to higher-level facilities as necessary,
including provision of clear information about what to expect at those facilities.

e Secondary care (district-level) providers perform a range of diagnostic and treatment
services, and refer patients to both higher and lower levels of care. As outlined
above, these providers may also be charged with programme considerations.

e Tertiary care providers manage patients with invasive and advanced disease, and
refer them back to lower (primary and secondary) levels of care, when appropriate.

uon9aNPo.U| ‘

Using the guide
As with the first edition, this revised guide provides broadly applicable information

that can be adapted to local health systems as well as to local needs, language and
culture.

This guide and its recommendations can be used at the national level as a basis for
developing or adapting national guidelines, for modifying policies and practices, and/
or for updating programmes, so that they are clearly in line with WHQO’s internationally
recognized evidence-based standards.

This guide can be used by health-care providers and programme managers at all
levels of the health system:

* as a reference manual, providing basic, up-to-date information about prevention,
screening, diagnosis and treatment of cervical cancer;

e 1o design pre-service and in-service education and training, and as a self-education
tool;

e as areview of the procedures for prevention and management of cervical cancer;
¢ 1o find evidence-based advice on how to handle specific situations;

¢ to understand how the roles of different providers are linked with each other at the
various levels of the health-care system.
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It may also be used for the development of human resources for health, as a
reference when developing training courses and support materials for community-
based and other workers newly involved in cervical cancer services at the local level.

This guide can be used as a whole, or users can focus on the sections that are
relevant to their area and level of practice.

Guideline dissemination

These guidelines will be available online at the WHO Library database and there

will be a link on WHO’s Sexual and Reproductive Health web page and in the WHO
Reproductive Health Library (RHL), an electronic review journal.’ The publication will
also be announced in the UNDP/UNFPA/UNICEF/WHO/World Bank Special Programme
of Research, Development and Research Training in Human Reproduction (HRP)

WHO Reproductive Health Update,> which reaches more than 2000 subscribers and
numerous organizations with whom we are working. Many of these organizations will
also copy the announcement in their newsletters.

The guidelines will be distributed in print to subscribers to WHO publications, to the
WHO mailing list for mandatory free distribution (national chief health executives,
ministers of health or directors-general of health, depository libraries for WHO
publications, WHO representatives/liaison officers, WHO/HQ library, WHO regional
offices, and off-site office libraries), additional non-mandatory free recipients
(competent national authorities for sexual and reproductive health, cancer

control programmes, national research centres in reproductive health, and WHO
collaborating centres), WHO staff at headquarters, regional and country offices and
elsewhere, concerned NGOs, medical societies concerned with cancer control and/
or sexual and reproductive health, scientific journals (including general medical
journals and journals specialized on sexual and reproductive health or cancer),
international organizations, and donors, potential donors, potential publishers of
translated versions, as well as all those who contributed to the documents,® and the
International Federation of Gynecology and QObstetrics (FIGO) World Congress,* among
others. A number of webinars are also planned in 2015 and 2016 in each of the WHO
regions with the Cervical Cancer Action group.

' The WHO Library database is available at http://www.who.int/library/databases/en/;

WHO’s Sexual and Reproductive Health web page is available at http://www.who.int/reproductivehealth/
topics/cancers; WHO’s RHL is available at: http://apps.who.int/rhl/en/.

2 A subscription to HRP’s WHO Reproductive Health Update can be requested at
http://www.who.int/reproductivehealth/RHUpdate/en/.

3 See: http://www.uicc.org/convening/world-cancer-congress

4 See: http://figo2015.0rg/

5 See: http://www.cervicalcanceraction.org/home/home.php
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Regional workshops are already planned in the Americas and Africa to present the
new WHO guidelines to a number of stakeholders involved in national programme
planning in 2015. The other regions will be covered in 2016-2017.

If requested by WHO regional offices, countries will be supported to adapt the
guideline to their country-specific needs and to integrate the material with existing
national guidelines. Adaptation will be done by organizing regional, sub-regional

and country-level workshops for discussion of the key elements of the guidelines,

in order to adapt them to the national epidemiologic, cultural and socioeconomic
context. Initially, the guidelines will be available in English only and translations will
be developed subject to the availability of funding. Translation into non-UN languages
and publication in these languages by third parties will be encouraged.
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Guideline evaluation

The number of downloads from the WHO web sites (headquarters and regional) will
be used as an indicator of interest in these guidelines.

At WHO headquarters, Department of Reproductive Health and Research, we are
working with the WHO regional offices to monitor requests from countries for
technical assistance to use these guidelines. For this purpose, national stakeholder
meetings will be organized in-country, and feedback on the clarity, feasibility

and usefulness of the recommendations and guidelines will be recorded. We will
also monitor, with the regional offices, how many countries change their national
guidelines based on the publication of these new WHO guidelines.

Guideline update

The Guideline Development Group will continue to work with WHO in an ad hoc
manner for each of the chapters, so that the research gaps identified during the
process can be addressed. In addition, evidence published on new cervical cancer
and pre-cancer screening and treatment methods will be monitored so that updates
to the guidance and recommendations can be promptly considered. The same

will apply to the recommendations relating to HPV vaccination, with the Strategic
Advisory Group of Experts (SAGE) on Immunization constantly reviewing relevant
new published data. A group at WHO’s Cancer Control Programme will also work on
the recommendations for the treatment of cancer in general. Finally, following the
2014 World Health Assembly resolution on palliative care, a group will also develop
new recommendations on this subject. At WHO, we anticipate that approximately five
years after the publication of these recommendations sufficient new evidence will be
available to update the present WHO guidelines and potentially add new ones.
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In the community

At the health centre

Health Center

i)

At the district hospital

At the central hospital

Introduction

Levels of the health-care system®

Community Level

This level includes individuals and organizations; commu-
nity-based, faith-based and other nongovernmental organ-
izations; and community and home-based palliative care
services. Also included are health posts, which are usually
staffed by an auxiliary nurse or community health worker.

Health Centre — Primary Care Level

A health centre is a primary care facility with trained staff
and regular working hours. Maternity and minimal laboratory
services may be available.

Providers at this level include nurses, auxiliary nurses or
nursing assistants, counsellors, health educators, medical
assistants, clinical officers and, sometimes, physicians.

District Hospital — Secondary Care Level

Typically, a hospital at this level provides general medical,
paediatric and maternity services, general surgery, inpatient
and outpatient care, and specialized care in some specific ar-
eas. Patients may be referred to this level from health centres
and private practitioners in the district. Laboratory services
may include cytology and histopathology.

Providers include generalist physicians or clinical officers,
nurses, pharmacy technicians or dispensing clerks, medical
assistants, nurse assistants and laboratory technology assis-
tants, and possibly a gynaecologist and a cytotechnologist.
Private and mission hospitals are often present at this level.

Central Or Referral Hospital — Tertiary Care Level

Tertiary care hospitals provide specialized care for complex cases
and acutely ill patients, including surgery, radiotherapy and multiple
outpatient and inpatient services. General medical, acute and

~ chronic care clinics are offered. The most complete public-sector

diagnostic and reference laboratory services are available with pa-
thologists and cytotechnologists, radiology and diagnostic imaging.
Providers may include gynaecologists, oncologists and radiothera-

pists, as well as those present at lower levels of care.

8 This description does not include services and providers outside the formal
health system, such as traditional healers, traditional birth attendants, medi-
cine sellers and others, who also play important roles.



Introduction 19

Essential reading

Alliance for Cervical Cancer Prevention (ACCP). Planning and implementing cervical
cancer prevention and control programs: a manual for managers. Seattle (WA):
ACCP; 2004 (http://whglibdoc.who.int/paho/2004/a92126.pdf, accessed 18 July
2014).

International Agency for Research on Cancer (IARC). IARC handbooks of cancer
prevention, volume 10: cervix cancer screening. Lyon: IARC; 2005 (http://www.iarc.
fr/en/publications/pdfs-online/prev/handbook10/index.php, accessed 18 July 2014).

World Health Organization (WHQO). Cancer pain relief: with a guide to opioid availability,
2nd edition. Geneva: WHO; 1996 (http://whglibdoc.who.int/publications/9241544821.
pdf, accessed 21 November 2014).

World Health Organization (WHO). Cervical cancer screening in developing countries:
report of a WHO consultation. Geneva: WHO; 2002 (http://whglibdoc.who.int/
publications/2002/9241545720.pdf, accessed 21 November 2014).

World Health Organization (WHO). Surgical care at the district hospital. Geneva: WHO;
2003 (http://www.who.int/surgery/publications/en/SCDH.pdf, accessed 18 July
2014).

World Health Organization (WHO). Resolution WHA58.22. Cancer prevention and control.
Fifty-eighth World Health Assembly, Geneva, 16—-25 May 2005. Geneva: WHO; 2005
(hitp://www.who.int/ipcs/publications/wha/cancer_resolution.pdf, accessed 18 July
2014).

World Health Organization (WHO). Cancer control knowledge into action: WHO guide for
effective programmes: palliative care (module 5). Geneva: WHO; 2007 (http://www.
who.int/cancer/publications/cancer_control_palliative/en/, accessed 21 November
2014).

World Health Organization (WHO). Cervical cancer, human papillomavirus (HPV), and HPV
vaccines: key points for policy-makers and health professionals. Geneva: WHO; 2007
(http://whglibdoc.who.int/hg/2008/WHO_RHR_08.14_eng.pdf, accessed 21
November 2014).

World Health Organization (WHO). Everybody’s business: strengthening health systems
to improve health outcomes: WHO's framework for action. Geneva: WHO; 2007
(http://www.who.int/healthsystems/strategy/everybodys_business.pdf, accessed 21
November 2014).

World Health Organization (WHO). Cancer control knowledge into action: WHO guide
for effective programmes: diagnosis and treatment (module 4). Geneva: WHO; 2008
(http://www.who.int/cancer/publications/cancer_control_diagnosis/en/, accessed 21

November 2014).

uon9aNPo.U| ‘



20 Introduction

World Health Organization (WHO). A strategic approach to strengthening control of
reproductive tract and sexually transmitted infections: use of the programme
guidance tool. Geneva: WHO; 2009 (http://www.who.int/reproductivehealth/
publications/rtis/9789241598569/en/, accessed 21 November 2014).

World Health Organization (WHO). New vaccine post-introduction evaluation (PIE) tool.
Geneva: WHO; 2010 (http://www.who.int/immunization/monitoring_surveillance/
resources/PIE_tool/en/, accessed 21 November 2014).

World Health Organization (WHO). WHO guidelines: use of cryotherapy for
cervical intraepithelial neoplasia. Geneva: WHO; 2011 (http://www.who.int/
reproductivehealth/publications/cancers/9789241502856/en/, accessed 18 July
2014).

World Health Organization (WHQ). Cervical cancer prevention and control costing tool
(C4P): user’s guide. Geneva: WHO; 2012 (http://www.who.int/immunization/diseases/
hpv/cervical_cancer_costing_tool/en/, accessed 21 November 2014).

World Health Organization (WHO). WHO guidelines for the pharmacological treatment
of persisting pain in children with medical illness. Geneva: WHO; 2012 (http://
whglibdoc.who.int/publications/2012/9789241548120_Guidelines.pdf, accessed 21
November 2014).

World Health Organization (WHQ). WHO information sheet: observed rate of vaccine
reactions: human papillomavirus vaccine. Geneva: WHO; 2012 (http://www.who.int/
vaccine_safety/initiative/tools/HPV_Vaccine_rates_information_sheet.pdf, accessed
21 November 2014).

World Health Organization (WHO). WHO technical specifications: cryosurgical equipment
for the treatment of precancerous cervical lesions and prevention of cervical
cancer. Geneva: WHO; 2012 (http://www.who.int/reproductivehealth/publications/
cancers/9789241504560/en/, accessed 18 July 2014).

World Health Organization (WHO). Global action plan for the prevention and control of
NCDs 2013-2020. Geneva: WHO; 2013 (http://www.who.int/nmh/publications/ncd-
action-plan/en/, accessed 21 November 2014).

World Health Organization (WHO). WHO guidance note: comprehensive cervical cancer
prevention and control: a healthier future for girls and women. Geneva: WHO; 2013
(http://www.who.int/reproductivehealth/publications/cancers/9789241505147/en/,
accessed 18 July 2014).

World Health Organization (WHQ). WHO guidelines for screening and treatment of
precancerous lesions for cervical cancer prevention. Geneva: WHO; 2013 (http:/
www.who.int/reproductivehealth/publications/cancers/screening_and_treatment_
of_precancerous_lesions/en/, accessed 18 July 2014).



Introduction 21

World Health Organization (WHO). Human papillomavirus vaccines: WHO position paper,
October 2014. WKly Epidemiol Rec. 2014; 89(43):465-92 (http://www.who.int/
wer/2014/wer8943.pdf, accessed 21 November 2014).

World Health Organization (WHO). Implementation tools: package of essential
noncommunicable (PEN) disease interventions for primary health care in low-
resource settings. Geneva: WHO; 2014 (http://www.who.int/nmh/ncd-tools/en/ ,
accessed 18 July 2014).

World Health Organization (WHO). Meeting of the Strategic Advisory Group of Experts on
immunization, April 2014 — conclusions and recommendations. Wkly Epidemiol Rec.
2014;89(21):221-36 (http://www.who.int/wer/2014/wer8921.pdf, accessed
21 November 2014).

World Health Organization (WHO). Principles and considerations for adding a vaccine
to a national immunization programme: from decision to implementation and
monitoring. Geneva: WHO; 2014 (http://www.who.int/immunization/programmes_
systems/policies_strategies/vaccine_intro_resources/nvi_guidelines/en/, accessed
21 November 2014 2014).

World Health Organization (WHO). Resolution WHA 67.19. Strengthening of palliative
care as a component of integrated treatment throughout the life course. Sixty-
seventh World Health Assembly, agenda item 15.5, Geneva, 24 May 2014. Geneva:
WHO; 2014 (WHA 67.19; http://apps.who.int/gb/ebwha/pdf_files/WHAG7/A67_R19-
en.pdf, accessed 18 July 2014).

World Health Organization (WHO). WHO guidelines for treatment of cervical
intraepithelial neoplasia 2—3 and adenocarcinoma in situ: cryotherapy, large loop
excision of the transformation zone, and cold knife conization. Geneva: WHO; 2014
(http://apps.who.int/iris/bitstream/10665/104174/1/9789241506779_eng.pdf,
accessed 18 July 2014).

World Health Organization (WHO), International Agency for Research on Cancer (IARC),
African Population and Health Research Center (APHRC). Prevention of cervical
cancer through screening using visual inspection with acetic acid (VIA) and
treatment with cryotherapy: a demonstration project in six African countries: Malawi,
Madagascar, Nigeria, Uganda, the United Republic of Tanzania, and Zambia. Geneva:
WHO; 2012 (http://apps.who.int/iris/bitstream/10665/75250/1/9789241503860_
eng.pdf, accessed 18 July 2014).

World Health Organization (WHO), Pan American Health Organization (PAHO). Monitoring
national cervical cancer prevention and control programmes: quality control and
quality assurance for visual inspection with acetic acid (VIA)-based programmes.
Geneva: WHO; 2013 (http://www.who.int/reproductivehealth/publications/
cancers/9789241505260/en/, accessed 18 July 2014).

uon9aNPo.U| ‘



22 Introduction

World Health Organization (WHQO), United Nations Children’s Fund (UNICEF). The WHO—
UNICEF joint statement: vaccine donations, August 7, 2010. Geneva: WHO; 2010
(http://whglibdoc.who.int/hg/2010/WHO_IVB_10.09_eng.pdf, accessed 21
November 2014).

World Health Organization (WHO), United Nations Children’s Fund (UNICEF). WHO—
UNICEF guidelines for developing a comprehensive MultiYear Plan (cMYP). Geneva:
WHO; 2014 (http://www.who.int/immunization/documents/control/WHO_IVB_14.01/
en/, accessed
21 November 2014).

Useful websites:

Alliance for Gervical Cancer Prevention (AGCP): www.alliance-cxca.org
EngenderHealth: www.engenderhealth.org

Grounds for Health: www.groundsforhealth.org

International Agency for Research on Cancer (IARC): www.iarc.fr
Jhpiego: www.Jhpiego.org

PATH: www.path.org

WHO Department of Reproductive Health and Research:
www.who.int/reproductivehealth

WHO Department of Inmunization, Vaccines and Biologicals:
www.who.int/immunization

WHO Department of Maternal, Newborn, Child and Adolescent Health:
www.who.int/maternal_child_adolescent

WHO Department of Management of Noncommunicable Diseases:
www.who.int/nmh/

WHO Department of Essential Medicines and Health Products:
www.who.int/medicines

WHO HPV Vaccine Introduction Clearing House: www.who.int/immunization/hpv
WHO Human papillomavirus (HPV): www.who.int/immunization/diseases/hpv



CHAPTER 1. BACKGROUND






Chapter 1. Background 25

Chapter 1. Background

e (Cervical cancer is a largely preventable disease, but worldwide it is one of the
leading causes of cancer death in women. Most deaths occur in low- to middle-
income countries.

e The primary cause of cervical pre-cancer and cancer is persistent or chronic
infection with one or more of the “high-risk” (or oncogenic) types of human
papillomavirus (HPV).

e HPV is the most common infection acquired during sexual relations, usually early
in sexual life.

¢ |n most women and men who become infected with HPV, these infections will
resolve spontaneously.

e A minority of HPV infections persist; in women this may lead to cervical
pre-cancer, which, if not treated, may progress to cancer 10 to 20 years later.

e Women living with HIV are more likely to develop persistent HPV infections at
an earlier age and to develop cancer sooner.

e Basic knowledge of women’s pelvic anatomy and the natural history of cervical
cancer gives health-care providers at primary and secondary levels the knowledge
base to effectively communicate and raise the understanding
of cervical cancer prevention in women, families and communities.

About this chapter
This chapter is based on the following WHO guidelines:

Cervical cancer screening in developing countries: report of a WHO consultation.
Geneva: WHO; 2002 (http://whglibdoc.who.int/publications/2002/9241545720.pdf).

WHO guidance note: comprehensive cervical cancer prevention and control: a
healthier future for girls and women. Geneva: WHO; 2013 (http://apps.who.int/iris/
bitstream/10665/78128/3/9789241505147_eng.pdf).

Other articles and publications on which the chapter is based can be found under
Further reading, at the end of the chapter.

This chapter has three sections. Section 1.1, Why focus on cervical cancer?,
summarizes global statistics and the large disparities within and between countries
in the rates of new cases diagnosed (incidence) and deaths recorded (mortality) each
year. This information illustrates the burden that cervical cancer places on women
and on health services, and the reasons why universal access to preventive services
is of the utmost importance.
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Section 1.2, Female pelvic anatomy and physiology, illustrates women’s pelvic
anatomy and describes the changes to the cervix that take place across the lifespan,
from infancy to postmenopause. It also explains how these changes relate to cervical
cancer prevention. Basic knowledge of women’s reproductive anatomy gives
health-care providers helpful tools for communicating with women, families and
communities about cervical cancer prevention services (see Chapter 3).

Section 1.3, Natural history of cancer of the cervix, provides information on the
very slow progression of changes caused by persistent HPV infection. Health-care
providers need to understand these sequential changes to be able to explain to
the community why we have the opportunity to prevent most cervical cancer from
occurring, and thus avoid the suffering and premature deaths that it causes.

1.1 Why focus on cervical cancer?
1.1.1 Reasons to focus on cervical cancer

The reasons to focus on cervical cancer include:

e Worldwide, 266 000 women die of cervical cancer each year. It is the leading cause
of cancer deaths in Eastern and Central Africa.

e The majority of these deaths can be prevented through universal access to
comprehensive cervical cancer prevention and control programmes, which have
the potential to reach all girls with human papillomavirus (HPV) vaccination and all
women who are at risk with screening and treatment for pre-cancer.

e We know what causes cervical cancer: aimost all cases are caused by a persistent
(very long-lasting) infection with one or more of the “high-risk” (or oncogenic) types
of HPV.

¢ We understand the natural history of HPV infection and the very slow progression of
the disease in immunocompetent women, from normal (healthy) to pre-cancer, to
invasive cancer, which is potentially fatal.

¢ The 10- to 20-year lag between pre-cancer and cancer offers ample opportunity to
screen, detect and treat pre-cancer and avoid its progression to cancer. However,
immunocompromised women (e.g. those living with HIV) progress more frequently
and more quickly to pre-cancer and cancer.

e There are several available and affordable tests that can effectively detect pre-
cancer, as well as several affordable treatment options.

e HPV vaccines are now available; if given to all girls before they are sexually active,
they can prevent a large portion of cervical cancer.

e Until there is universal access to cervical cancer prevention and control programmes,
which will require addressing present inequities, the large disparities in incidence
rates and mortality rates that exist in different settings will continue to be ample
evidence of lack of comprehensive and effective services.
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1.1.2 Global epidemiology of cervical cancer

Epidemiology is the study of the distribution and determinants of health-related
states or events (including disease), and the application of this study to the control of
diseases and other health problems.

a. Numbers and comparisons between countries

Cervical cancer is the most common cancer among women in 45 countries of

the world, and it kills more women than any other form of cancer in 55 countries.
These include many countries in sub-Saharan Africa, many in Asia (including India),
and some Central and South American countries. The maps in Figures 1.1 and 1.2
illustrate global differences in incidence and mortality rates between countries and
regions of the world. These maps do not include the wide disparities in incidence and
mortality between areas within specific countries, which are related to socioeconomic
and geographic variation, gender bias and culturally determined factors that can all
severely restrict access to preventive services among some groups of women.

Further, the following data clearly illustrate the great differences found between
women living in high-income versus low- to middle-income countries:

¢ In 2012, 528 000 new cases of cervical cancer were diagnosed worldwide; of these,
a large majority, about 85% occurred in less developed regions.

¢ |n the same year, 266 000 women died of cervical cancer worldwide; almost 9 out
of every 10 of these, or 231 000 women in total, lived and died in low- to middle-
income countries. In contrast, 35 000, or just 1 out of every 10 of these women, lived
and died in high-income countries.

The main reason for these disparities is the relative lack of effective prevention and
early detection and treatment programmes, and the lack of equal access to such
programmes. Without these interventions, cervical cancer is usually only detected
when it is already at an advanced stage so that it is too late for effective treatment,
and therefore mortality is high.

b. Changes observed in numbers of cases diagnosed and deaths in the last 30 years

Over the last 30 years, cervical cancer incidence and mortality rates have fallen in
countries where social and economic status has improved. This is largely a result
of the implementation of secondary prevention efforts, which include effective
screening, early diagnosis and treatment for pre-cancer and early cancer.

To summarize this section of Chapter 1, the statistics that have been presented here
reflect a shocking neglect of women in low- and middle-income countries, making it
imperative to establish effective services for all.
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Figure 1.1: Estimated cervical cancer incidence worldwide, 2012
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Source: International Agency for Research on Cancer (IARC), World Health Organization (WHO). GLOBOCAN
2012: estimated cancer incidence, mortality and prevalence worldwide in 2012: cancer fact sheets: cervical
cancer. Lyon: IARC; 2014.

Figure 1.2: Estimated cervical cancer mortality worldwide, 2012
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2012: estimated cancer incidence, mortality and prevalence worldwide in 2012: cancer fact sheets: cervical
cancer. Lyon: IARC; 2014.
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1.2 Female pelvic anatomy and physiology
1.2.1 Why understanding female genital anatomy is important

An understanding of the anatomy of the female pelvic structures will help health-care

providers involved in cervical cancer programmes to:

e perform their tasks, including community education, screening, diagnosis and
treatment of pre-cancer;

¢ refer women who have lesions that cannot be managed at the provider’s level to
appropriate higher-level facilities;

e interpret laboratory and treatment procedure reports and clinical recommendations
received from providers at higher levels of the health-care system;

e educate and provide one-on-one counselling to each patient (and her family if she
requests this) about her condition and the plan for her follow-up care; and

e communicate effectively with providers at all levels of care, including community
health workers and tertiary-level referral providers.

See Introduction for descriptions of the different levels of health-care services and the
providers at each level.

1.2.2 Identification of the external and internal organs

a. The external organs

The external organs include those visible with the naked eye and those visible using
a speculum. Figure 1.3 shows the area seen when a woman of reproductive age
spreads her legs. This includes the vulva (the area between the upper border in
figure and the level of the Bartholin glands), the perineum and the anus. The vulva
comprises the vaginal opening (introitus), which, with nearby structures, is protected
by the major and minor labia. The clitoris is a small and very sensitive organ that
enhances sexual pleasure. The urinary opening (urethra) is a very small opening
above the introitus. The perineum is the area between the vaginal opening and the
anus. Bartholin glands produce clear mucus which lubricate the introitus when a
woman is sexually stimulated.
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Figure 1.3: Female external genitalia

Chapter 1. Background

minor labia
major labia

Bartholin gland

W

clitoris
urethra
vaginal introitus

perineum

¥ anus

b. The internal organs

The organs inside the pelvis are not visible except when exposed by an incision or
laparoscopy. As shown in Figure 1.4, the urinary bladder and urethra are behind the
pubic bone and in front of the vagina and cervix. The body of the uterus is above

the cervix and the bottom of the colon and rectum are behind the genital structures.
The uterus is held in place by thickenings or ligaments in the lining of the abdomen
(peritoneum). The ureters (thin tubes that carry urine from the kidneys to the bladder)
are on either side of the uterus but are not shown in these figures.
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Figure 1.4: Front and side views of female internal organs
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1.2.3 Brief description of the pelvic organs

a. Vagina

The vagina is an elastic muscular tube with multiple folds, leading from the introitus
to the cervix. The lower portion of the cervix (ectocervix) protrudes into the upper end
of the vagina and the vaginal area surrounding it is called the vaginal fornix.
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b. Cervix

The cervix is the lower third of the uterus. In a non-pregnant woman of fertile age, it
measures approximately 3 cm in length and 2.5 cm in diameter. The lower part of the
cervix (ectocervix) lies within the vagina and is visible with a speculum; the upper two
thirds of the cervix (endocervix) lies above the vagina and is not visible. Most cervical
cancers originate in the area where the endocervix and ectocervix join. Figure 1.5
shows the uterus and the relative size of the cervix as part of the uterus in a woman
of reproductive age.

Figure 1.5: Uterus and cervix of a woman of reproductive age
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The cervix is composed of dense fibro-muscular tissue. The cervical canal runs
through the centre of the cervix from the internal os (the opening at the entrance
to the cavity of the uterus) to the external os (the opening in the cervix seen with a
speculum).

Figure 1.6 is a slightly enlarged photograph of the cervix as seen with a speculum in
place. It shows the slightly irregular opening to the cervical canal, or external os, in a
woman of reproductive age who has not had any vaginal deliveries. In a woman who
has had one or more deliveries, the os would look like a wide, mouth-like, irregular
slit. In this figure, the darker area surrounding the os is an extension of the columnar
epithelium lining the canal; the lighter area around it is composed of stratified
squamous epithelium extending from the vagina. The line where the two epithelia join
is the squamocolumnar junction (SCJ).
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Figure 1.6: Cervix
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Please see later sections for a more detailed description of the cervical epithelia and
normal changes that occur during the reproductive years (section 1.2.4), and for a
description of the changes in the appearance of the cervix across a woman’s lifespan
(section 1.2.5). Those sections serve as an important preamble to section 1.3: Natural
history of cancer of the cervix.

c. Uterus

The uterus or womb is a thick-walled, pear-shaped, hollow, muscular organ. When
not enlarged by pregnancy or a tumour, the uterus measures approximately 10 cm
from its top (fundus) to the bottom of the ectocervix (see Figure 1.5). It is supported by
several ligaments formed by thickenings of the peritoneum (the very thin membrane
lining of the abdominal wall), which are attached to the pelvic wall. The area between
the uterus and the pelvic wall is the parametrium.

The cavity of the uterus is lined by the endometrium, a layer of epithelium that
contains many glands; the endometrium undergoes dramatic changes during the
menstrual cycle and during pregnancy.

d. Ovaries

The ovaries are paired organs on either side of the pelvis. With few exceptions, in a
woman who is having natural monthly periods, an egg is produced by either one of
the ovaries (ovulation) every month.

e. Fallopian tubes

The fallopian tubes are thin hollow tubes and are the route used by the egg to travel
from the ovary to the uterus. It is in the fallopian tube that fertilization of the egg
takes place if the woman has intercourse in the days immediately before and/or after
ovulation without contraception.
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f. Blood and lymphatic structures in the pelvis

The arteries and veins that supply the uterus and cervix descend on both sides along
the length of the cervix. It is important to keep the vessel location in mind to avoid
injecting local anaesthetic into a vessel when applying cervical anaesthesia.

The lymph nodes and ducts draining the pelvic organs lie close to the blood vessels
and may act as a pathway for the spread of cervical cancer. In late stages of
cancer, large tumours may block lymphatic drainage and cause the legs to swell
(lymphoedema).

g. Nervous system of the pelvic region

The ectocervix has no pain nerve endings; thus, procedures involving only this area
(e.g. biopsy and cryotherapy) are well tolerated without anaesthesia. In contrast,
the endocervix has many sensory nerve endings that will cause a woman to feel
pain during procedures involving this area (e.g. endocervical curettage, injury and
stretching).

Networks of nerves are also present within the cervix; these nerves are part of the
autonomic nervous system, which is involved in the control of the heart rate, blood
pressure and other bodily functions. Procedures involving the endocervical canal,
such as insertion of an endocervical speculum or curette, may stimulate these nerves
and cause a vasovagal reaction, characterized by sweating, slow heart rate, low blood
pressure and fainting.

A paracervical block, to produce local anaesthesia for certain procedures, is
performed by injecting anaesthetic at various points in the body of the ectocervix
or the vaginal fornices, but avoiding inserting the needle at 3 and 9 o’clock, where
vessels are present.

1.2.4 The cervical epithelia and normal changes during the reproductive years

a. Description of the cervical epithelia

The surface of the cervix is lined by two types of epithelium, which is the lining that
is found on skin and inside hollow organs. The ectocervix is covered by the strong,
protective, stratified (multi-layered) squamous epithelium, which is a continuation of
the vaginal covering. The canal is covered by a single layer of tall columnar cells —
the columnar epithelium — which lines the cervical canal (see Figures 1.7 and 1.8).
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Figure 1.7: The normal cervix
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Source: Blumenthal PD, McIntosh N. Cervical cancer prevention guidelines for low-resource settings.
Baltimore (MD): Jhpiego; 2005.

Figure 1.8: The two types of cervical epithelium and the squamocolumnar junction (SCJ)
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Source: Adapted with permission from Sellors JW, Sankaranarayanan R. Colposcopy and
treatment of cervical intraepithelial neoplasia: a beginners’ manual. Lyon: International
Agency for Research on Cancer; 2003.

The stratified squamous epithelium, as shown in Figure 1.8, consists of a plump, deep
layer topped by multiple layers of increasingly tile-like, flatter cells.

The columnar epithelium, a single layer of tall cells, lines the cervical canal and extends
outwards to a variable portion of the ectocervix. It is much thinner and more fragile than
the squamous epithelium of the ectocervix and contains multiple glands that lubricate the
canal.

The squamocolumnar junction (SCJ) is where the two types of epithelia meet. The SCJ is
seen in Figure 1.8 as a sharp line with a step caused by the different thicknesses of the
two epithelia. The location of the SCJ varies with a woman’s age, hormonal status, history
of birth trauma, pregnancy status and use of oral contraceptives.
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b. Normal changes in the cervical epithelia during a woman’s reproductive years

When exposed to the acidic environment of the vagina, the more fragile columnar
epithelium that extends out from the cervical canal onto the face of the cervix is
replaced by more sturdy squamous epithelium. This normal replacement process is
termed squamous metaplasia; it gives rise to a second SCJ. The area of variable size
between the original and the new SCJs is the transformation zone.

As we will describe in the next section of this chapter, on the natural history of
cancer of the cervix (section 1.3), the cells of the transformation zone are particularly
vulnerable to HPV infection and it is here that most squamous cell carcinoma
develops.

Figure 1.9: The transformation zone of the cervix of a parous woman of reproductive age
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squamocolumar junction ~ __---== squamous epithelium
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external os

Source: Reproduced with permission from Sellors JW, Sankaranarayanan R. Colposcopy and treatment
of cervical intraepithelial neoplasia: a beginners’ manual. Lyon: International Agency for Research on
Cancer; 2003.

Figure 1.9 depicts the face of the cervix of a woman who has had one or more
vaginal births. It shows the normal changes that now include the squamous
metaplastic epithelium, the transformation zone and both SCJs.

1.2.5 Normal changes in the appearance of the cervix as a woman ages

In addition to the epithelial changes on the cervix described in section 1.2.4,

the appearance of the cervix also undergoes striking changes from birth to
postmenopause. Figure 1.10 is composed of schematic drawings showing these
age-induced changes in the cervix, although it should be noted that in real life the
appearance and demarcation of a woman'’s cervix at different life-stages is not quite
as neat as shown.
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Figure 1.10: Appearance of the cervix across a woman’s lifespan
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Source: Drawing by August Burns; adapted with permission from Sellors JW, Sankaranarayanan R.
Colposcopy and treatment of cervical intraepithelial neoplasia: a beginners’ manual. Lyon: International
Agency for Research on Cancer; 2003.

a. From birth to prepuberty
The original SCJ is present in girls at birth, and is found at or near the external os.

b. From menarche to early reproductive age

At puberty when the ovaries begin to secrete estrogen, the cervix grows in size;
columnar cells from the endocervix and the original SCJ become visible on the
ectocervix.

¢. In women in their 30s

Under the influence of estrogen, the normal maturing process or squamous
metaplasia has occurred and the original and new SCJs are both in place. The
transformation zone is the area between the two SCJs.

d. In perimenopausal women

As women age and the influence of estrogen decreases around the time of
menopause, the cervix shrinks, and the columnar epithelium and transformation zone
retreat back from the ectocervix into the cervical canal.
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e. In postmenopausal women

Without estrogen stimulation, the original SCJ is still visible on speculum examination,
but the new SCJ and a variable portion of the metaplastic epithelium of the
transformation zone have retreated into the cervical canal.

Progressive changes may be uneven, however, and in some postmenopausal women,
their cervix may look like the previous figure (perimenopausal), with the new SCJ still
partly or completely visible.

1.3 Natural history of cancer of the cervix
1.3.1 What is cancer?

Cancer is a term used for the malignant, autonomous and uncontrolled growth of
cells and tissues. Such growth forms tumours, which may invade the tissues around
the cancer and cause new growths similar to the original cancer in distant parts

of the body, called metastases. As cancer grows, it destroys normal tissues and
competes for nutrients and oxygen.

1.3.2 What is cervical cancer?

Persistent infection with cancer-causing HPV types is the cause of most cervical
cancer. Ninety per cent of cervical cancers are squamous cell cancers and initiate
in the transformation zone of the ectocervix; the other 10% are adenocarcinomas,
which arise in the glandular columnar layer of the endocervix.

As stated in section 1.1 of this chapter, cervical cancer is preventable by vaccinating
young girls against the human papillomaviruses that cause it and by screening for
and treating precancerous lesions in women, since these lesions precede cancer

by many years. In addition, if detected early and treated, cervical cancer can still be
cured.

1.3.3 What is cervical pre-cancer?

Cervical pre-cancer is a distinct change in the epithelial cells of the transformation
zone of the cervix; the cells begin developing in an abnormal fashion in the presence
of persistent or long-term HPV infection.

With the majority of cancers, even if they have a precursor stage, it is too short to be
noticed and not amenable to easy diagnosis and treatment. Cervical cancer is one of
the very few cancers where a precursor stage (pre-cancer) lasts many years before
becoming invasive cancer, providing ample opportunity for detection and treatment.

Unfortunately, although preventable, there are still large numbers of women who
die of cervical cancer in many countries (see section 1.1). This is because they lack
access to services for prevention and treatment — a problem that may be caused
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by many factors, such as barriers that limit their access to services (e.g. hours of
operation, distance, lack of transportation) as well as prevailing cultural and gender
barriers. In most cases, though, the overarching cause is poverty.

1.3.4 HPV infection and cofactors that facilitate persistent infections

The primary cause of cervical pre-cancer and squamous cervical cancer is symptom-
free, persistent or chronic infection with one or more of the high-risk (cancer-causing
or oncogenic) types of HPV. HPV is the most common sexually transmitted infection.

0f the more than 100 numbered types of HPV, most of them are not associated with
cervical cancer. Seven out of 10 (70%) of all cervical cancer cases reported throughout
the world are caused by only two types of HPV: 16 and 18. Another four high-risk HPV
types — 31, 33, 45 and 58 — are less commonly found to be associated with cervical
cancer, with particular types being more prevalent than others in certain geographical
areas.

Two low-risk types of HPV (6 and 11) do not cause cervical cancer but are the cause
of most genital warts or condylomas.

Almost all women and men are infected with HPV shortly after initiating sexual
activity. Penetration of the vagina by the penis does not have to occur because the
virus can be transmitted by skin-to-skin contact of the genital areas near the penis
and vagina.

As in women, HPV infections in men are also commonly without symptoms and

most infections are short-lived. Men can develop cancer of the anus; this is most
commonly associated with HPV type 16, and is more common in men who have sex
with men. As in women, HPV types 6 and 11 cause the majority of male genital warts.

In women, during puberty and pregnancy, the transformation zone on the ectocervix
is enlarged. Exposure to HPV at these times may facilitate infection and may explain
the associations between squamous cell cervical cancer and early sexual activity,
young age at first birth, and a history of multiple pregnancies. Behaviours that can
also increase the risk of HPV infection (and thus cervical cancer) include having
multiple partners, and having partners with multiple partners.

While infection with a high-risk HPV type is the underlying cause of almost all cases
of cervical cancer, it is NOT the case that these infections almost always cause
cancer. In fact, most women infected with high-risk HPV do not develop cancer
because most infections, regardless of HPV type, are short-lived; the body eliminates
them spontaneously in less than two years. Infection with high-risk HPV only persists
(becomes chronic) in a small percentage of women, and only a small percentage

of these chronic infections can progress to pre-cancer; of these, even fewer will
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progress to invasive cancer. Thus, it is estimated that no more than 2% of all women
in low-resource countries will develop cervical cancer during their lifetimes.

The conditions (cofactors) that may lead HPV infection to persist and progress to

cancer are not well understood, but the following risk factors probably play a role:

e HPV type — its oncogenicity or cancer-causing strength;

e immune status — people who are immunocompromised, such as those living with
HIV, are more likely to have persistent HPV infections and a more rapid progression to
pre-cancer and cancer;

e coinfection with other sexually transmitted agents, such as those that cause herpes
simplex, chlamydia and gonorrhoea;

e parity (number of babies born) and young age at first birth;

e tobacco smoking;

e use of oral contraceptives for over five years.

The last cofactor, use of oral contraceptives (OCs) for over five years, is the weakest.
This was studied extensively by a WHO expert group, which concluded that the great
benefits conferred by use of a very effective contraceptive method for preventing
unplanned and unwanted pregnancies (with consequent prevention of morbidity

and mortality associated with these pregnancies) far outweigh the extremely small
potential for an increased risk of cervical cancer that may result from OC use. Thus, it
is not in the woman'’s interest to discourage or prevent her from using OCs. All that is
needed is for these women, like all other women, to be screened for cervical cancer.

1.3.5 The development of pre-cancer

After entering cervical epithelial cells, high-risk HPV infection Annex.
interferes with their normal functions, leading to changes 4
characteristic of pre-cancer (also called dysplasia). See Annex 4
for terminology.

Classification systems

Figure 1.11 depicts the timeline of the progression from a normal (uninfected) cervix
to HPV-infected cervix to pre-cancer and invasive cancer. Note that changes occur in
both directions because a large proportion of HPV-infected cells return to a normal
state and a large proportion of cervical pre-cancers do not become cancer.
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Figure 1.11: The timeline and natural history of cervical pre-cancer and cancer development
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Source: reproduced by permission of the first author from Schiffman M, Wentzensen N, Wacholder S,
Kinney W, Gage JC, Castle PE. Human papillomavirus testing in the prevention of cervical cancer. J Natl
Cancer Inst 2011;103:368-83.

Figure 1.12 illustrates normal cervical squamous epithelium on the left and progres-
sively thicker layers of new abnormal small cells involving the epithelium in the large
intermediate section. As this section in the middle involves more and more of the
thickness of the normal epithelium, the epithelium is considered to have mild, then
moderate, and finally severe pre-cancer. This sequence leads to invasive cancer if the
abnormal cells invade the bottom layer of the epithelium (basement membrane), as
shown on the right of the figure.

Figure 1.12: Progress from normal epithelium to invasive cancer
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1

.3.6 Routes taken by invasive cancer through the body as it progresses

There are four, usually sequential, routes through which invasive cancer progresses.

Within the cervix: Spread occurs from a tiny focus of microinvasive cancer until it
involves the entire cervix, which can enlarge to 8 cm or more in diameter. The cancer
can be ulcerating, exophytic (growing outwards) or infiltrating (invading inwards).

ii. To adjacent structures: Direct spread in all directions is possible — downwards to

the vagina, upwards into the uterus, sideways into the tissues supporting the uterus
in the pelvis and the ureters, backwards to the rectum, and forwards to the bladder.

Lymphatic: Spread to pelvic lymph nodes occurs in 15% of cases when the cancer
is still confined to the cervix, and increases as the cancer spreads. Lymph-node
metastases are at first confined to the pelvis and are later found in the chain

of nodes along the aorta, eventually reaching the space above the collarbone
(supraclavicular fossa). The lymph nodes, once invaded with cancer, are enlarged
and, if close to the skin, can be palpated. For example, if the cancer has advanced
into the lower third of the vagina, the groin nodes may become involved and will be
palpably enlarged, and the supracervical nodes will also feel noticeably enlarged.

iv. Distant metastases through the bloodstream and lymph channels. Cervical

cancer cells may spread through the blood stream and lymphatic system to develop
distant metastases in the liver, bone, lung and brain.

While invasive cancer initially remains confined within the pelvic area, many cases
can still be cured with appropriate treatment. If left untreated, however, cervical
cancer progresses in a predictable manner and will almost always lead to death (see
Chapter 6 for information on diagnosis and treatment of invasive cervical cancer).

1

.3.7 Cervical cancer and human immunodeficiency virus (HIV) infection

Cervical cancer is a defining illness of acquired immunodeficiency syndrome (AIDS)'!
in patients with HIV.

Women living with HIV and other immunocompromised women have a
higher prevalence of HPV (the risk of infection increases with the degree of
immunosuppression) and a higher prevalence of persistent HPV infection and
infection with multiple high-risk HPV types.

' According to the United States Centers for Disease Control and Prevention (CDC), a person has AIDS

if he or she is HIV-positive and either develops one of a number of AIDS-defining illnesses, including
cervical cancer or tuberculosis among others, or is severely immunodepressed (i.e. CD4 lymphocyte
count below 200 cells per microlitre) (see CDC, 2008; listed in Further reading at the end of the
chapter).
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This increased susceptibility to HPV infection leads to:

e agreater risk of pre-cancer and cancer at younger ages, which increases with the
degree of immunosuppression;

e an increased risk of developing invasive disease up to 10 years earlier than in
women not infected with HIV; and

e more frequent presentation with advanced disease with smaller chance of survival
for five years.

The above points strongly suggest the need to develop specific vaccination, screening
and treatment protocols for women living with HIV and for all women living in
countries or regions with a high prevalence of HIV. Existing protocols

are based on experience, and studies are ongoing to determine Aex. |
whether or not these protocols include the best possible practices.

For information specific to women living with HIV, see Chapter 5, Screen & reat
sections 5.2.5 and 5.4.6; Chapter 6, section 6.6.2; and Annex 9. strategies HIV+
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Chapter 2. Essentials for cervical cancer prevention and
control programmes

e Development of any national cervical cancer prevention and control programme
should be done in accordance with the WHO framework of the “six building blocks”
to strengthen the overall health system.

e Cervical cancer prevention and control programmes are developed and designed
to decrease cervical cancer incidence, morbidity and mortality.

e There are large inequities in access to effective cervical cancer screening and
treatment; invasive cervical cancer predominantly affects women who lack access to
these services.

e A comprehensive programme should include primary, secondary and tertiary
prevention activities (including treatment), and access to palliative care.

e Screening services must be linked to treatment and post-treatment follow-up.

¢ |Monitoring and evaluation are essential components of cervical cancer prevention
and control programmes.

About this chapter

This chapter is based on the following WHO guidelines:

A strategic approach to strengthening control of reproductive tract and sexually
transmitted infections: use of the programme guidance tool. Geneva: WHO; 2009
(http://www.who.int/reproductivehealth/publications/rtis/9789241598569/en/).

Cancer control knowledge into action: WHO guide for effective programmes: diagnosis
and treatment (module 4). Geneva: WHO; 2008 (http://www.who.int/cancer/
publications/cancer_control_diagnosis/en/).

Cancer control knowledge into action: WHO guide for effective programmes: palliative
care (module 5). Geneva: WHO; 2007 (http://www.who.int/cancer/publications/
cancer_control_palliative/en/).

Cervical cancer prevention and control costing tool (C4P): user’s guide. Geneva: WHO;
2012 (http://www.who.int/immunization/diseases/hpv/cervical_cancer_costing_tool/
en/).

Everybody’s business: strengthening health systems to improve health outcomes:
WHO’s framework for action. Geneva: WHO; 2007 (http://www.who.int/
healthsystems/strategy/everybodys_business.pdf).
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Global action plan for the prevention and control of NCDs 2013-2020. Geneva: WHO;
2013 (http://www.who.int/nmh/publications/ncd-action-plan/en/).

Human papillomavirus vaccines: WHO position paper, October 2014. Wkly Epidemiol
Rec. 2014; 89(43):465-92 (http://www.who.int/wer/2014/wer8943.pdf).

Monitoring national cervical cancer prevention and control programmes: quality control
and quality assurance for visual inspection with acetic acid (VIA)-based programmes.
Geneva: WHO; 2013 (http://www.who.int/reproductivehealth/publications/
cancers/9789241505260/en/).

New vaccine post-introduction evaluation (PIE) tool. Geneva: WHO; 2010
(http://www.who.int/immunization/monitoring_surveillance/resources/PIE_tool/en/).

Prevention of cervical cancer through screening using visual inspection with acetic
acid (VIA) and treatment with cryotherapy: a demonstration project in six African
countries: Malawi, Madagascar, Nigeria, Uganda, the United Republic of Tanzania,
and Zambia. Geneva: WHO; 2012 (http://www.who.int/reproductivehealth/
publications/cancers/9789241503860/en/).

WHO guidance note: comprehensive cervical cancer prevention and control:
a healthier future for girls and women. Geneva: WHO; 2013 (http://www.who.int/
reproductivehealth/publications/cancers/9789241505147/en/).

The aim of this chapter is to give an overview of how a national cervical cancer
prevention and control programme is developed by national decision-makers, and
to provide the basic information needed by health-care managers and providers for
implementing such a programme at the patient and community levels.

This chapter has two main sections. Section 2.1, What is a comprehensive cervical
cancer prevention and control programme?, describes the overall purpose of a
comprehensive cervical cancer prevention and control programme and how it
should be organized in order to have an impact on the burden of this disease. To be
successful, a national programme should include the following key components:
primary, secondary and tertiary preventive services, including treatment for pre-
cancer and cancer, and palliative care.

Section 2.2, National cervical cancer prevention and control programmes,

describes the phases of a national programme: (1) national policy development and
establishment of a programme management structure, (2) programme planning and
preparation, including an effective referral system, (3) programme implementation,
and (4) programme monitoring and evaluation, which must operate across all levels
of care. This section provides operational guidelines on the various interventions
needed at each level to achieve the goal of reducing the burden imposed by cervical
cancer at the individual, community and national levels.
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Included in this chapter are tables summarizing commonly encountered challenges
to programme planning and implementation and possible options for reducing or
eliminating their negative effects. This chapter also includes a list of further reading
and useful websites, and links to two practice sheets: a planning and implementation
checklist, and descriptions of key performance and impact indicators for national
cervical cancer prevention and control programmes.

2.1 What is a comprehensive cervical cancer prevention and control
programme?

Any specific national health programme is embedded within a national health system.
According to WHO, a strong health system should be built on six building blocks (see
Box 2.1). Programme planners should be encouraged to use the WHO framework as a
basis for building a national cervical cancer prevention and control programme.

Box 2.1: The WHO Health System Framework
SYSTEM BUILDING BLOCKS OVERALL GOALS/OUTCOMES

SERVICE DELIVERY

HEALTH WORKFORCE ACCESS IMPROVED HEALTH (LEVEL AND EQUITY)
COVERAGE

INFORMATION RESPONSIVENESS

MEDICAL PRODCUTS, VACCINES TECHNOLOGIES ' SOCIAL & FINANCIAL RISK PROTECTION
QUALITY

FINANCING SAFETY IMPROVED EFFICIENCY

LEADERSHIP / GOVERNANCE

Source: Everybody’s business: strengthening health systems to improve health outcomes: WHQO'’s frame-
work for action. Geneva: World Health Organization; 2007.

A cervical cancer prevention and control programme comprises an organized set
of activities aimed at preventing and reducing morbidity and mortality from cervical
cancer. It is part of the priority actions as stated in the Global action plan for the
prevention and control of NCDs 2013-2020." The programme provides a plan

of action with details on what work is to be done, by whom and when, as well

as information about what means or resources will be used to implement the
programme. The achievement of the programme is assessed periodically using a

" Available at: http://www.who.int/nmh/publications/ncd-action-plan/en/
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set of measureable indicators. A comprehensive programme includes the principal
evidence-based interventions needed to reduce the high and unequal burden
imposed on women and health systems in less developed countries by cervical
cancer.

The goal of any comprehensive cervical cancer prevention and control programme is
to reduce the burden of cervical cancer by (i) reducing human papillomavirus (HPV)
infections, (ii) detecting and treating cervical pre-cancer lesions, and (jii) providing
timely treatment and palliative care for invasive cancer, as depicted in Figure 2.1.

2.1.1 Key components of comprehensive cervical cancer prevention and control

A comprehensive programme includes three interdependent components; primary,
secondary and tertiary prevention (see Figure 2.1). The interventions included in each
component are described in this section.

Figure 2.1: The WHO comprehensive approach to cervical cancer prevention and control:
Overview of programmatic interventions over the life course to prevent HPV infection
and cervical cancer

HPV infection

Precancer _D-e—_

Cancer

Population prevalence (not to scale)

9vyears  1Hyears 30 years 45 years 60 years
PRIMARY PREVENTION SECONDARY PREVENTION TERTIARY PREVENTION
Girls 9-13 Women >30 years of age Women >30 years of age
HPV vaccination Screening and treatment Treatment of invasive cancer
Girls and boys, as appropriate as needed at any age
— Health information and warnings —“Screen and treat” with — Ablative surgery

about tobacco use* low-cost technology, e.g. VIA

— Radiotherapy

— Sexuality education tailored to followed by cryotherapy it
— ChemotherapyPalliative care
age and culture — HPV testing for high-risk HPV &
— Condom promotion/provision for types (i.e. types 16 and 18, and
those engaged in sexual activity also types 31,33,45 and 58)

— Male circumcision

*Tobacco use is an additional risk for
cervical cancer

Source: Adapted from WHO guidance note: comprehensive cervical cancer prevention and control:
a healthier future for girls and women. Geneva: World Health Organization; 2013.
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a. Primary prevention: reduce the risk of HPV infection

The public health goal is to reduce HPV infections, because persistent HPV infections
can cause cervical cancer.

Interventions include:

e vaccinations for girls aged 9—13 years (or the age range referred to in national
guidelines) before they initiate sexual activity;

e healthy sexuality education for boys and girls, tailored as appropriate to age and
culture, with the aim of reducing the risk of HPV transmission (along with other
sexually transmitted infections, including HIV) — essential messages should include
delay of sexual initiation, and reduction of high-risk sexual behaviours;

e condom promotion or provision for those who are sexually active;
e male circumcision where relevant and appropriate.

For further details on HPV vaccination, see Chapter 4, and for information on HPV
infection, see Chapter 1, section 1.3.4.

b. Secondary prevention: screening for and treating pre-cancer

The public health goal is to decrease the incidence and prevalence of cervical cancer
and the associated mortality, by intercepting the progress from pre-cancer to invasive
cancer.

Interventions include:
e counselling and information sharing;

e screening for all women aged 30—49 years (or ages determined by national
standards) to identify precancerous lesions, which are usually asymptomatic;

e treatment of identified precancerous lesions before they progress to invasive cancer.

Even for women who have received an HPV vaccination, it is important to continue
screening and treatment when they reach the target age.

For further details about screening and treatment of cervical pre-cancer, see
Chapter 5.

c. Tertiary prevention: treatment of invasive cervical cancer
The public health goal is to decrease the number of deaths due to cervical cancer.

Interventions include:

¢ a referral mechanism from primary care providers to facilities that offer cancer
diagnosis and treatment;

sawiwelfold 01u09 pue uonuaAaId Jaoued [BIIAI9I 10} S[eUasSST “Z Jajdeyn @



sawwesB0id [03U09 pue uonuUaAaId JaouBd [BIIAIAI 10} S[BIUasSsT “g Jaldey) @

54 Chapter 2. Essentials for cervical cancer prevention and control programmes

e accurate and timely cancer diagnosis, by exploring the extent of invasion;
e treatment appropriate to each stage, based on diagnosis:

— Early cancer: If the cancer is limited to the cervix and areas around it (the pelvic
area), treatment can result in cure; provide the most appropriate available
treatment and offer assistance with symptoms associated with cancer or its
treatment.

— Advanced cancer: If the cancer involves tissues beyond the cervix and pelvic area
and/or metastases, treatment can improve quality of life, control symptoms and
minimize suffering; provide the most effective available treatment and palliative
care in tertiary facilities and at the community level, including access to opioids.

e palliative care to relieve pain and suffering.

For further details about diagnosis and treatment of invasive cancer, and palliative
care, see Chapters 6 and 7, respectively.

d. The context for delivering the prevention components

The above three prevention components are planned and implemented in conjunction

with:

e astructured national approach to community education and mobilization strategies
(see Chapter 3 for details); and

* a national monitoring and evaluation system (described in this chapter, section
2.2.3).

2.2 National cervical cancer prevention and control programmes

The objective of a national programme will be to decrease the incidence and
prevalence of cervical cancer and associated mortality in the country.

The development and implementation of a national cervical cancer prevention and
control programme includes the following phases:

1. national policy development and establishment of a programme management
structure

2. programme planning and preparation
3. programme implementation
4. programme monitoring and evaluation.
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2.2.1 National policy development and establishment of a programme
management structure

a. National policy development

The policy development phase involves deciding on nationally appropriate and
feasible options for prevention and control, giving careful consideration to scalability
and sustainability, and developing national guidelines based on these policy decisions.

This phase needs to use a cyclical process, since policies need to be updated
regularly, as new evidence-based data become available. Service delivery, training,
and monitoring and evaluation (M&E) all need to be adapted to the updated policies.

Decisions on national priorities

Vital policy decisions should be carefully drafted based on the national burden of
disease, availability of financial and human resources, and the existing structure,
quality and coverage of the health-care and education systems. All decisions need

to be examined and tailored to make them sustainable and applicable to the real
situation in the country. Participants in this phase include national-level policy-makers
and decision-makers and political and technical personnel from the country’s Ministry
of Health (MOH), as well as representatives of professional medical associations,

such as the obstetric/gynaecology association, medical oncology association, nurses
association, etc.

Areas for policy discussions and decisions may include the following:

¢ Review and, if necessary, update existing national guidelines and protocols for health
workers at all levels.

e (Conduct policy dialogue and build consensus with stakeholders, including health-
care providers, public health authorities, health insurance executives and medical
professional associations, among others.

e (ather and review country data to answer these key questions:
e Where is the problem?
— What should the priority areas be in addressing the problem?
— What are the costs of delivering the services and how will they be financed?

o Assess the affordability, cost-effectiveness and sustainability of introducing HPV
vaccines and the screen-and-treat approach to cervical cancer prevention and
control, as well as of a referral system for treatment at the national level.

e Determine whether existing services have the capacity to add cervical cancer
prevention and control services (including introduction of HPV vaccination), and plan
how to address any shortcomings or deficiencies.
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o (Consider strategies for programme introduction, including when, how (phased or not)
and where (if not nationwide) to introduce HPV vaccine and screening and treatment
services; if not nationwide initially, include a tentative future expansion plan for
reaching all at-risk women and girls in the country.

e (hoose service-delivery strategies and possible venues for HPV vaccine delivery,
and for screening.

e Select which HPV vaccine is to be used in the country.
e Determine which methods will be used for screening and treatment of pre-cancer.

e Determine which hospitals will serve as reference centres for cervical cancer
treatment.

e Determine the age range, frequency, coverage level, time frame for achieving the
coverage, and the health-care level for service delivery for each of the selected
interventions.

e Establish a training plan for health-care providers and community health workers.

e Establish a plan for information, education and communication (IEC) on cervical
cancer, including training for managers and providers on how to implement IEC
initiatives targeting consumers and the media.

e Plan ahead for M&E; determine the key indicators, frequency of data collection and
methods for recording and analysing data.

To facilitate decision-making on cervical cancer prevention and control strategies,
programme managers and policy-makers need information on the projected
programmatic costs of introducing cervical cancer interventions. The WHO cervical
cancer prevention and control costing tool (C4P) has been developed to assist
governments to estimate the costs of cervical cancer interventions over a five-year
planning horizon.> Module 1 of the tool focuses on HPV vaccine introduction while
Module 2 focuses on cervical cancer screening and treatment.

Scalability and sustainability considerations

Two important factors that should be taken into consideration when setting up or
improving a cervical cancer prevention programme are sustainability and scalability.

The costs of the cervical cancer prevention and control programme should be
included in the national health budget. Planning for sustainability should include
determining what is feasible in terms of available financial resources, human
resources and infrastructure, with a view to equitable implementation of the various
components of cervical cancer prevention and control. Sustainability planning may
also include the search for external support from bilateral and multinational agencies

2 The C4P is available at: http://www.who.int/immunization/diseases/hpv/cervical_cancer_costing_tool



Chapter 2. Essentials for cervical cancer prevention and control programmes 57

and large foundations with proven records. For example, for HPV vaccine introduction,
support from the GAVI Alliance is available for five years, with the requirement that
the country must plan for long-term sustainability beyond the initial five years.

For countries with limited resources that initially can only implement a cervical cancer
programme with limited coverage, future scalability is an important consideration.
Wide coverage can be achieved using a step-wise incremental approach over a
defined time period, based on the feasibility and availability of resources. Plans for
scale-up should prioritize women who have not had access to health services and
those groups with the greater burden of cancer deaths and suffering. Programme
managers have to set realistic targets depending on the number of providers, the
available hours of work and the size and sociocultural characteristics of the target
population in the geographical area being considered.

Development of national guidelines

The above decisions will inform the development of guidelines for national cervical
cancer prevention and control. This activity needs to be conducted collaboratively
by national policy-makers and MOH representatives in consultation with key
stakeholders, such as health-care providers, medical professional associations
and women’s groups. It is also important to include national and international
cervical cancer experts and representatives of nongovernmental organizations with
experience with cervical cancer prevention and control.

Guidelines must include information on clinical and public health requirements for
a successful programme. The elements that should be defined in the guidelines are
listed below.

Clinical requirements:
e HPV vaccination: age range, schedule and clinical procedures

e Screening: age range, screening test(s), screening interval, diagnostic criteria,
follow-up recommendations and clinical procedures

¢ Treatment of precancerous lesions; treatment methods and clinical procedures

¢ Treatment of invasive cancer: treatment methods, clinical procedures and palliative
care

e Referral system.

Public health requirements:

e HPV vaccination: vaccination strategy, coverage, safety standards, reporting on
adverse events following immunization (AEFI)
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e Screening: infrastructure, equipment and supply requirements, quality assurance
and quality control approach, coverage

e Treatment of precancerous lesions and invasive cancer: infrastructure, equipment and
supply requirements, timeliness of treatment, quality assurance and quality control
approach

e MQ&E: key performance and impact indicators for each service component, plan for
incorporation of necessary data into a management information system (MIS).

b. Establishment of a programme management structure

To facilitate planning, implementation and monitoring of a national cervical cancer
prevention and control programme, it is important to establish a national cervical
cancer management team, with clear responsibilities and accountability for the
programme.

As shown in Figure 2.2, two key groups should be developed at the national level, led
by a designated national coordinator:

i. A multidisciplinary management team responsible for the programme and composed
of representatives from various national departments and programmes;

ii. A stakeholder advisory group composed of representatives of appropriate segments
of civil society.

Members of both groups would be selected and invited to participate by the MOH.

Figure 2.2: Proposed structure of a national cervical cancer management team

| National Coordinator at the Ministry of Health (MOH) |

MoH Multidisciplinary
Management Team

Representatives from key programmes
(e.g. cancer control, reproductive health,
immunization, adolescents, health
information, commodities, finance) and
representatives of the Ministry of Education

Stakeholder Advisory Group

United Nations agencies, civil society,
women’s groups, private sector,
woman’s advocate, local leaders, elected
representatives, ethicist, lawyer, research
organizations, NGOs, academic and
professional organizations

Working group Working group
e.g. Guideline e.g. Needs
development assessment /

monitoring and
evaluation

Working group Working group

e.g. Community e.g. Service delivery,
education and human resource
mobilization development
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Role of the national coordinator

The role of the national coordinator would include the following activities and
responsibilities:

Raise awareness within the MOH at different levels of the health system on the
seriousness of national cervical cancer morbidity and mortality, and the potential
to prevent most deaths with relatively few resources.

Advocate to make cervical cancer prevention and control a priority within the MOH,
including allocation of a continuous and sustainable supply of resources to the
programme.

With input and advice from senior MOH administrators and managers, establish
and develop representative membership, roles and responsibilities for the
multidisciplinary management team (in accordance with the structure shown in
Figure 2.2).

In collaboration with the team, organize and schedule regular team meetings.

In consultation with the team and with senior MOH administrators and managers,
identify and invite key stakeholders from civil society to form the stakeholder
advisory group (in accordance with the structure shown in Figure 2.2), and establish
group functions and responsibilities.

In collaboration with the stakeholder advisory group, organize periodic meetings to
update them on the status of the cervical cancer prevention and control programme
and seek their input on the key steps.

Be the principal link and coordinator between and within all service levels in the
national cervical cancer prevention and control programme, as well as with other
national programmes (such as cancer control, immunization and adolescent health)
and with other partners.

Prepare a proposal to ensure that all necessary elements for programme
implementation will be in place at all health-care facilities, including equipment,
supplies, and trained and supervised staff. This process should involve regional
management personnel, and proposals may need to be adapted for different regions.

Produce annual reports on the performance of the cervical cancer prevention and
control programme, based on the established programme indicators.

Role of the national multidisciplinary management team

For the national multidisciplinary management team to be effective, the MOH needs
to provide it with the appropriate mandate, decision-making authority, autonomy and
resources to direct the planning, implementation, monitoring and evaluation of the
national programme.
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As the national cervical cancer prevention and control programme has several key
components, the management team will involve representatives from other national
programmes, including community education and social mobilization, immunization,
reproductive health, adolescent and school health, sexually transmitted infections and
HIV, oncology, M&E, etc. Local and regional representation is important. The overall
size of the team may range between approximately 10 and 25 people, depending on
the size of the country and the structure of the national programme.

Key responsibilities of the national multidisciplinary management team (MMT):
e Develop national plans for the various components and elements of the programme.

e Develop a detailed budget for planning, implementation, monitoring and evaluation of
the programme.

e Establish systems for various elements of the programme including: recording data
in the existing management information system (MIS); periodic reports (frequency,
content and audience); distribution and maintenance of equipment and supplies,
among others.

e Through monitoring and evaluation activities, assess whether services are
functioning effectively and ensure the implementation of corrective action in a timely
manner, as needed.

e Using a multipronged, evidence-based approach, build awareness of programmatic
components at the primary and secondary levels and ensure that health-care
providers are kept up-to-date with technical information.

e Document and address any misinformation and misconceptions among health-care
providers and communities.

e Conduct regular monitoring and evaluation of programme activities.

Principal functions of the stakeholder advisory group:

e Provide support and input to the MOH multidisciplinary management team (MMT) to
create a cervical cancer prevention and control programme and/or expand, update
or strengthen an existing one.

e Attend regular meetings to review past activities, plan new ones and document
planned achievements and/or lack of them.

e |n collaboration with the MMT, form and delegate working groups to focus on specific
elements of the national programme, including (but not limited to) those shown in
Figure 2.2.

e Advise and participate in national, regional and local meetings with the MMT as
necessary to define the programme.
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¢. Challenges to the development of effective cervical cancer prevention and
control strategies

As with all new programmes, challenges can be expected to arise at all levels of

the health system pyramid when a national cervical cancer prevention and control
programme is first contemplated and developed. There are actions that can be taken
at all levels to mitigate the negative effects of these challenges.

Table 2.1 describes the most common challenges and suggests possible actions to
address these at the appropriate levels of the health system. Many additional actions
can be developed as appropriate in each country based on careful review of the
updated contents of all chapters of this second edition of the guide.

Table 2.1: Potential challenges at the policy and managerial levels, and suggested
actions for addressing them

Challenges Suggested actions to reduce any
negative impact
e | ack of awareness and e Work with programme managers and

prioritization of women’s advisory group members to increase the
sexual and reproductive health, visibility of the burden imposed by cervical
including cervical cancer, cancer, i.e. high morbidity and mortality
sexually transmitted infections among young women, negative impact on
(STls), etc. society, socioeconomic disparities and high

costs to the health system.

e (Conduct advocacy to increase awareness
among decision-makers about the need
for prioritization of women’s sexual and
reproductive health, inclu