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ASR		Age Standardized Rates
CIN		Cervical Intraepithelial Neoplasia
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VAT		Visual inspection with acetic acid to Assess for Treatment
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WLHIV            Women Living with HIV




[bookmark: _Toc519595866][bookmark: _Toc75715197][bookmark: _Toc82182292]FOREWORD 

Cervical cancer is the 4th most common cancer among women worldwide.  Cervical cancer is leading cancer among women in Uganda followed by breast cancer. According to recent evidence from GLOBOCAN 2020, there was an estimated 604,000 new cases and 342,000 deaths worldwide. Human papillomavirus (HPV) infection is now a well-established necessary cause of cervical cancer.  HPV vaccines that prevent HPV 16 and 18 infections are now available and have the potential to reduce the incidence of cervical. HPV vaccination together with organized screening and treatment of precancerous lesions offer effective cervical cancer control along the continuum of life.  However, currently, in Uganda screening has mainly been opportunistic.  This has led to a low prevalence of screening culminating into late stage at diagnosis (over 80% of the women are diagnosed with stage 3 or 4 when survival is minimal). 
This situation has to be addressed by focusing on prevention and early treatment of the precancerous lesions. The National Cervical Cancer Screening and Treatment Guidelines have been developed through a multi-stakeholder consultative process involving national and civil society experts and reviewers.  The guideline is in line with the National Cervical Cancer Strategic plan whose goal is to reduce the incidence, prevalence, morbidity and mortality from cervical cancer among Ugandan women.  Furthermore, the strategy is in line with the Uganda National Health policy 2010 and the Uganda Health Sector Strategic and Investment Plan (2010/11-2019/20) which have included cancers among priority NCDs that require interventions. 
The goal of screening is to identify seemingly asymptomatic individuals in the community who have abnormalities on the cervix which indicate that they could be having a pre-cancerous condition and link them promptly to the appropriate diagnosis, care and treatment. These National Cervical Cancer Screening Guidelines will help in reducing the preventable morbidity and mortality due to cervical cancer by improving early detection and contributing to prompt and accurate treatment.
These guidelines are meant to standardize cervical cancer screening, treatment, provide operational protocols and improve the outcome of cancer screening and treatment by streaming referral along the levels of care in Uganda. It is my appeal to all cancer stakeholders to work together to support the implementation of National Cancer Screening guidelines towards halting and reversing the increasing burden of cancer in Uganda.



Hon. Dr Aceng Jane Ruth
MINISTER OF HEALTH
REPUBLIC OF UGANDA






[bookmark: _Toc75715198][bookmark: _Toc82182293]    EXECUTIVE SUMMARY OF THE GUIDELINES

This executive summary highlights the key recommendations from the main text of the guidelines.
Cervical cancer screening and treatment
The target population for screening is women aged 25 to 49 years. Testing for the human papilloma virus (HPV) is recommended as the primary screening method; visual inspection with acetic acid (VIA) can be used where facilities for HPV testing are not yet available.
Pap smear may be used in some specified circumstances. Ideally, a same day “screen & treat” approach is recommended.  The recommended treatment for the screen positive women is thermal ablation and/or Loop Electrosurgical                 Excision Procedure (LEEP) as part of the screening programme.  However, cryotherapy can still be provided in centers where it is feasible. 
Screening all women in the target age group, followed by treatment of detected precancerous lesions can prevent the majority of cervical cancers.  Decisions on which screening and treatment approach to use is based on various factors including: potential for loss to follow-up, cost, and availability of the necessary equipment and human resources.  Every woman in the target age group should have a cervical cancer screening test performed at least once when most benefit can be achieved. 
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[bookmark: _Toc75715199][bookmark: _Toc82182295]1.0 INTRODUCTION
[bookmark: _Hlk81745355]Cervical cancer ranks 4th in incidence and mortality, among females.  An estimated 604,237 women were diagnosed with cervical cancer globally, representing 6.5% of all female cancers in 2020 [1].  The highest regional incidence and mortality is in sub-Saharan Africa with rates elevated in Eastern Africa (Malawi has the world's highest incidence and mortality rate; age standardized incidence of 40.1 and mortality of 28.6) Fig 1. In 2020, cervical cancer killed an estimated 341,843 women, 90% of whom were in less-developed regions of the world, where access to prevention, screening, and treatment services are severely limited [1].  Currently, more women are dying of cervical cancer than are dying in childbirth.  A woman living with HIV is 2-4 times more likely to develop cervical cancer than her HIV-negative peers [2].  Human papillomavirus (HPV) is a necessary cause of cervical cancer [3], and in the near future, HPV vaccination is hoped to reduce the incidence of cervical cancer [4, 5].

Cervical cancer is considered nearly completely preventable because of the highly effective primary (HPV vaccine) and secondary (screening) prevention measures. However, these measures have not been equally implemented across and within countries. Less than 30% of LMICs have implemented national HPV vaccination programs compared with >80% of high-income countries [6].  Generally, only about 44% of women in LMICs have ever been screened for cervical cancer compared with >60% in high-income countries. The lowest prevalence is among women in sub-Saharan Africa (country-level median, 16.9%; range, 0.9%-50.8%) [7].
Currently, the WHO recommends a 2-dose vaccination of girls aged 9 to 13 years [8]. Screening programs are important to prevent cervical cancer among unvaccinated women and for oncogenic subtypes not covered by the vaccine. To-date, the WHO recommends the screening of women aged 30 to 49 years in the general population—using HPV testing as the primary screening test every 5-10 years.  The recommendation is that screening is coupled with timely and efficacious treatment of precancerous lesions [9].  Specifically, the current accumulated evidence supports the use of HPV-based tests for the detection of precancerous lesions as a preferred test for primary screening where feasible [10].  The approach can also offer opportunities of self-sampling to women who live in remote areas or who are reluctant to undergo gynecologic examination [11].  By overcoming the need for pelvic exam, studies suggested that self-sampled HPV testing can be cost effective, and attract more never-screened women [12].
Due to the global burden of cervical cancer and the increasing disparity, the WHO Director-General made a call for global action toward the elimination of cervical cancer (≤4 per 100,000 women worldwide) through the intervention strategy of: 1) vaccinating 90% of all eligible girls against HPV by age 15 years, 2) screening 70% of eligible women at least twice in their lifetime, and 3) treating at least 90% of all positive screening test or a cervical lesion including palliative care when needed [13].  However, recent evidence suggests opportunities to prevent cervical cancer in resource-limited settings by adopting the combined vaccination and screening strategy.  This strategy has proven to be cost effective across several LMICs [14] and is expected to expedite the realization of the goal in low income countries [15].
[image: ]
[bookmark: _Hlk81746232]Fig 1: Global Incidence & Mortality rates (Age-standardized) for cervical cancer [1]. 
In Uganda, cervical cancer is the leading cause of cancer death among women [16].  The annual incidence of cancer overall was estimated at 34,008 new cases, with cervical cancer contributing 6,959 (Fig 2) of the annual cases and a mortality of 4,607  per year [1]. 
[image: ]
Fig 2:  Estimated number of new cancers in Uganda among all ages, both males & females, GLOBOCAN 2020.


Cervical cancer is highly preventable through vaccination and screening.  However, in Uganda, screening is still erratic and opportunistic. Consequently, screening coverage is low with a recent national survey reporting a screening prevalence of 4-10% of women aged 25– 49 years [17, 18].  Most of the women (over 80%) present with late-stage  cervical cancer when cure is difficult to achieve, and with a poor 5-year survival upon diagnosis (17.7% at 5 years) [19].  
Currently in Uganda, the main screening method is VIA in a screen and treat strategy.  VIA is a low-resource screening method, however the main challenge with VIA is that the test is largely user dependent, not reproducible with a high level of false negatives [20].  In addition, VIA requires a pelvic examination which in most women is not well accepted.  Thus, the main goal of the Uganda National Cancer Control Strategy 2021-2030 is to focus on prevention and early detection, resulting in better treatment outcomes, less morbidity and even lower costs of treatment. 

[bookmark: _Toc82182296]2.0 DEVELOPMENT OF THE GUIDELINES
[bookmark: _Toc75715202][bookmark: _Toc82182297]2.1 Objectives of the Guideline and Target Group
These guidelines are meant to standardize cancer screening, provide standard operating procedures so as to improve the outcome of cervical cancer screening and treatment of screen positive women in Uganda. The guideline will serve as a general guide for health care providers in selecting the appropriate tests and treatment options for their patients and should be applied through an individualized patient-centered approach. They are not intended to be a basis upon which patients seeking screening services are denied their right to be screened.  

[bookmark: _Toc82182298]2.2 Scope of the Guidelines
These guidelines cover:
· Cervical cancer situation locally and globally
· Screening methods, eligibility and screening interval
· Treatment approaches of pre-cancer lesions 
· Monitoring and evaluation 
[bookmark: _Toc82182299]2.3 Who may use the guidelines 
The guidelines are designed for use by all cadres of health care providers (program managers, doctors, clinical officers, midwives, nurses, and community health workers–among others) across the different levels of the health care system.

[bookmark: _Toc75715204][bookmark: _Toc82182300]2.4 The Guidelines Development Approach
The guidelines development panel was constituted by the Ministry of Health and comprised; Officials from the MOH, development partners, implementing partners, technical experts from Makerere University School of Public Health, Uganda Cancer Institute, Mulago Specialized and Neonatal Hospital and Department of Obstetrics and Gynecology Makerere College of Health Sciences.  
The team reviewed the current WHO guidelines for screening and treatment of cervical precancer lesions for cervical cancer prevention, second edition 2021.  Further, the team also reviewed other guidelines available locally and globally especially in contexts similar to Uganda. Relevant literature in form of research publications, existing international guidelines and guidance statements were also obtained and reviewed in order to formulate these guidelines. Local context was considered and expert opinion employed where there was paucity of evidence. The panel held several consultative meetings and workshops that culminated in the development of the working draft, which subsequently underwent external review and validation, before publication of this final version of the guidelines.  The information is stated in clear, concise statements that can guide cervical cancer screening activities at all levels of healthcare provision in Uganda.
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[bookmark: _Toc82182301][bookmark: _Toc75715206]3.0 SCREENING
Cancer screening involves applying simple tests or procedures across a healthy population in order to identify unrecognized cancer disease in individuals before they develop any symptoms of the cancer. The goal of screening is to find asymptomatic individuals who have abnormalities that indicate that they could be having a pre-cancerous condition and then link them promptly with the appropriate diagnostic care and treatment. Successful screening requires having adequate human resource trained to perform the screening tests; and availability of facilities that can undertake subsequent diagnosis, treatment, and follow-up.

[bookmark: _Toc82182302]3.1 Principles for screening
The following are some of the recommended pre-requisites that must be in place before establishing screening programmes:
· The disease prevalence must be high enough to justify the expenditure on screening
· The screening programmes must have been proven to be effective
· Availability of adequate resources such as equipment and human resources to cater for most of the entire target population group should be assured
· Availability of confirmatory diagnostic facilities and treatment facilities for those who screen positive.
Screening, by itself, has no actual preventive value unless it is linked to treatment. If such a link cannot be implemented, then the screening programme is likely to have no impact on the incidence of cervical cancer. All the activities along the continuum of patient care must be implemented in a coordinated manner. These include: community mobilization, screening, diagnosis, referral, treatment and follow up. 
In addition, functioning of other key components must be assured. These include: 
· Awareness creation 
· Health education 
· Effective collaboration and networking between providers and different levels of the health care system 
· A well-functioning quality control and quality assurance programme 
· Monitoring and evaluation 
· Advocacy and resource mobilization 
Implementation of a screening programme can have positive outcomes in terms of the quality of the health-care facilities and services, including improved infrastructure, updated training of health-care providers, increased health awareness, and establishment of a quality control and quality assurance programme [21].

[bookmark: _Toc82182303]3.2 Rationale for Screening
Cervical cancer screening programmes allow for early detection and treatment in order to achieve a maximal impact on cervical cancer prevention. According to the natural history of cervical cancer, in many cases, it may take years to decades, with a long 
pre-cancerous, pre-clinical phase, allowing for testing (screening) for precancerous lesions and cancer. Screening detects hrHPV and or precancerous lesions, which can easily be treated before the occurrence of cancer [22].  HPV vaccination has the potential for reducing the possibility of developing cervical cancer later in life. However, HPV vaccination does not eliminate the need for regular screening when the girls get older.
Adequate coverage of the target population is essential to achieve success of a screening programme. While the screening programme will be introduced incrementally depending on health service capacity, the ultimate goal is to screen at least 70% of women, nationally, within the target age group within 10 years of initiating the programme [15]





























[bookmark: _Toc82182304]4.0 CERVICAL CANCER SCREENING
[bookmark: _Toc75715207][bookmark: _Toc82182305]Introduction

Over 90% of the incident cervical cancer cases occur in the less-developed regions of the world, where access to prevention, screening, and treatment services are severely limited. [1].  .  
In Uganda, cervical cancer contributes 6,959 (20%) of the new cancer cases annually and 4,607 (20%) of all cancer deaths annually. It is the leading cause of cancer related deaths in Uganda all sexes combined [16].

HPV is the recognized necessary cause of 99.7% of all cervical cancers and is sexually transmitted. Infection with one or more of the 15 high-risk oncogenic types (types 16, 18, 31, 33,35, 39, 41, 51, 52, 56, 58, 59, 66, 67 and 68) usually results in invasive cervical cancer after 10-20 years [3, 23]. Globally, about 70% of all cases of cervical cancer are caused by HPV  types 16 and 18 [3]. With the increasing availability of vaccines against high-risk HPV, there exists great potential to reduce the incidence of cervical and other anogenital cancers [24].  HPV is the most common sexually transmitted infection and it is estimated that the lifetime risk for HPV infection among sexually active women is 50-70%. By the                 age of 50 years, at least 80% of women will have acquired genital HPV infection. Fortunately, over 80% of HPV infections are transient, asymptomatic and resolve spontaneously in 1-2 years due to the natural cell-mediated immunity.  Therefore, the majority of  women who get infected with high-risk oncogenic HPV types do not develop cervical cancer. Of the 20% of infections that persist, the HPV virus genome gets incorporated into the DNA of cervical cells stimulating oncogenic transformation. The changes may be mild cyto-logical abnormalities and/or mild cervical intraepithelial neoplasia (CIN 1), which usually        clears spontaneously in about 60% of women in 2-3 years. The abnormality may progress in about 40% to high grade squamous intraepithelial lesions (HSIL) or CIN 2/3 and carcinoma-in-situ (CIS) that subsequently progress to invasive cancer. About 40%    and less than 30% of CIN 2 and CIN 3, respectively spontaneously regress to normal [23]. The presence of co-factors further increase the risk of progression to  invasive cervical cancer implying that not all persistent HPV infections prog ress to cervical cancer [25, 26].

4.1 Risk Factors for Cervical Cancer:	· Early initiation of sexual intercourse
· Having multiple sexual partners
· Having a sexual partner with multiple sexual partners
· Co-infection with other sexually transmitted infections, such as
          Chlamydia trachomatis and herpes simplex virus type 2
· Multiparity
· Immunosuppression due to HIV/AIDS infection
· Tobacco use
· Too many children, especially at young age
· Lower socio-economic strata 
· Not being screened for cervical cancer


[bookmark: _Toc82182307][bookmark: _Toc75715210]     5.0 UGANDA NATIONAL SCREENING PROGRAM
[bookmark: _Toc82182308]5.1 Background
The Cervical cancer screening started in 2007 with support from WHO, PATH, Uganda Women Health Initiative and other stakeholders.  Ministry of Health assumed responsibility for the initiative and has been working towards integrating the service within other health care services.  Initially, VIA was chosen as the screening method due to its affordability, targeting women between the ages of 25 to 49 once every 3 years.  Over the years, other screening modalities have been implemented by other partners such as using the Pap smears and currently using HPV DNA testing. 
In 2019, the Uganda Ministry of Health and development partners, introduced the Human Papillomavirus (HPV) testing as a primary cervical cancer screening method for women living with HIV (WLHIV) and treatment with thermos-coagulators.  Currently available data shows that the HPV testing and treatment with thermal-ablation is acceptable and feasible.  
       The Uganda national screening program aims to include the following: 
· Commitment and policy at national level 
· Program protocol that clearly defines
· Screening and treatment methodologies
· Frequency of screening
· Target age for screening
· Operational aspects of program
· Mechanism of inviting target women systematically to ensure high participation rate
· Linkage between screening, diagnosis and treatment
· Program monitoring, supervision and quality assurance plan 
[bookmark: _Toc75715212][bookmark: _Toc82182309]5.2 Screening Protocol
Who should be screened1. Any woman who has ever had sexual intercourse is eligible     
2. The target population for screening;
a. Women in the general population aged 30 to 49 years
b. WLHIV aged 25 to 49 years
3. Women aged 50-65 years are still at risk of cervical cancer and can therefore receive screening
4. For other special groups refer to special group  section.

Screening tests for cervical cancer
 
1. HPV testing is recommended as the primary screening method 
2. Where HPV testing is not yet available, or loss-to-follow-up is a risk, then Visual Inspection with Acetic acid (VIA) can be used as a screening method
3. Pap smear is recommended as a screening method for women not eligible for VIA because their squamo-columnar junction (SCJ) is not visible such as post menopause, and HPV screening not accessible
Screening IntervalThe screening interval for women in general population:
· HPV test screening interval is 5 years among women who test negative 
· VIA test interval is 3 years among women who test VIA negative


 TreatmentAll women who test positive should receive treatment based on the algorithm: 
· Ablative (destroying abnormal tissue by heating it with thermal coagulation or freezing it with cryotherapy) 
· Excisional (surgically removing abnormal tissue with LEEP or Cold knife conization (CKC)


[bookmark: _Toc75715213][bookmark: _Toc82182310]PLANNING FOR CERVICAL CANCER SCREENING

VIA alone

Do you have a screening programme in place?
Yes, VIA
Do you have enough resources to provide an HPV test?
No
Yes
No
HPV test 
VIA test
Thermal ablation and/or LEEP must be part of a screen-and-treat programme


















This decision-making flowchart has been developed to assist administrators/ managers at County & facility level to choose an appro- priate screening strategy.
SOURCE: Adapted from WHO Guide- line for Screening and Treatment of Precancerous Lesions for Cervical Cancer Prevention 2013

[bookmark: _Toc82182311]     5.3 HPV Screening Approaches
Molecular HPV testing methods are based on the detection of DNA from high-risk HPV types in vaginal and/or cervical samples. Since persistent HPV infection is the cause of nearly all cases of cervical cancer, a positive test result indicates that the woman may have an existing lesion or may be at risk for future pre-cancer and cancer.
     5.3.1 HPV screening approach 
HPV testing will be used in a “screen-and-treat approach” among all women (general population and WLHIV).  Women who are HPV-negative are not treated, nor evaluated further (refer to the algorithm for screening using VIA and HPV for the screening intervals).  Women who are HPV-positive should all be treated after assessment eligibility for ablative treatment with application of acetic acid and visual evaluation using the naked eye or with a colposcope. Those who are ineligible for ablative treatment    should be referred for LEEP or further evaluation.

5.3.1.1 Who should be tested among women in general population?
HPV testing should be reserved for women aged of 30-49 years. Testing women younger than 30 years old is not advised because the peak age of HPV infection is about the age 25 but majority (80%) will spontaneously resolve within 1-2 years.  Therefore, testing them will lead to a high number of false positive results resulting in unnecessary procedures which overwhelm the health system, with little impact on the incidence.  Furthermore, evidence from modelling and large databases measuring the incidence of cervical cancer and CIN supports the initiation of screening at the age of 30 years. (WHO 2021).  Fig 3.




[image: ]Fig 3:  Prevalence of HPV infection, precancerous lesions and cervical cancer by age of women
               Adapted from WHO Monitoring national cervical cancer prevention and control programmes 2013



5.3.1.2 Who should be tested among WLHIV?
HPV testing should be initiated among WLHIV aged of 25-49 years.  There is evidence from an individual patient data meta-analysis (IPD-MA), mathematical modelling and studies about cervical cancer incidence and CIN by age that supported the initiation of screening for WLHIV at 25 years of age rather than at age 30 years. (WHO 2021)





HPV DNA testing
(self-sampled or provider collected)

Rescreen after 5 years for women in the general population and 3 years for WLHIV

Perform VIA to determine eligibility for ablation or LEEP treatment (VAT)
Eligible for ablation

Not eligible for ablation

Suspected for cancer
Ablative treatmenta
LEEPb
Evaluationd, biopsy and further management

≤ CIN3/AIS

Cancer

Post-treatment follow-up: 6 weeks clinical review. Re-screen after 1 year

Positive
Negative
Histologyd
a Ablative treatment includes thermal ablation or cryotherapy.
bCold knife conization (CKC) by a gynecologist if LLETZ not available.
cHistology may not be available in certain settings; women should be advised to attend follow-up after 1 year or to report earlier, if they have any of the symptoms of cervical cancer.
dEvaluation may include colposcopy guided biopsy.
Adapted from WHO Guideline for Screening and Treatment of Precancerous Lesions for Cervical Cancer Prevention 2021



PRIMARY HPV DNA TEST SCREENING IN A SCREEN-AND-TREAT APPROACH 

.

5.3.1.3 Follow-up after Results:
For woman who are HPV negative, re-testing should be done after 5 years (after 3 years for HIV positive).  If the test is HPV positive follow up after 1 year (See algorithm for HPV Test)



[bookmark: _Toc82182313]    5.4 Visual Inspection with Acetic Acid (VIA)
5.4.1 Description
Visual inspection with acetic acid (VIA) is a method for detecting early cell changes that are visible when using a speculum to inspect the cervix with the naked eye after applying dilute 5% acetic acid to it. It requires training and supervision of primary care providers, as well as ongoing quality control and quality assurance. It is inexpensive, utilizes locally sourced supplies (vinegar and cotton), and does not require laboratory services. It can be performed by trained providers, with adequate visual acuity, at any level of the health system.
VIA is appropriate to use in women whose squamocolumnar junction (SCJ) is visible, typically in those younger than 50. This is because the SCJ gradually recedes into the endocervical canal when menopause occurs, making it possible to miss lesions when relying on visual inspection.

5.4.2 How to screen?
The provider performs a speculum examination, rules out visual signs of suspected cancer then identifies the SCJ.  If the SCJ is fully visible, 5% acetic acid solution is liberally applied to the cervix with a cotton swab for about 1 minute. After removing the cotton swab, the provider waits for at least one minute before reading the results. Acetowhite changes on the cervix indicate likely cervical pre-cancer or cancer. If these changes are seen in the trans- formation zone and have well-defined borders, they are considered a positive result. If no persistent acetowhite changes are noted, a negative result is reported. The one-minute waiting time allows for any areas that became faintly white due to inflammation or physiological cell changes (metaplasia) to recede.

5.4.3 Follow-up after Results:
· For woman who is VIA negative, re-testing should be done 3 years regardless of HIV status.
· If the test is VIA positive, treat as appropriate (See algorithm)
VIA testing can detect both early changes and those representing more advanced pre-cancer.  A single visit approach using the ‘screen & treat’ strategy is recommended to avoid loss to follow up.
If the cervix shows any unusual signs or the provider suspects cancer, the patient can be referred for colposcopy to guide further management.







	Exclusion Criteria for VIA
	

	· Women who are pregnant
· Women less than 3 months after delivery
· Women with previous history of treatment of cervical cancer
· Women with known allergy to acetic acid
· Women with cauliflower-like growth or ulcer; fungating mass
· Women with no visible SCJ (T3)



[bookmark: _Toc75715217][bookmark: _Toc82182314]

5.5 Cytology-based ScreeningVIA testing


Rescreen after 3 years 

Eligible for ablation

Not eligible for ablation

Suspected cancer
Ablative treatmenta
LEEPb
Evaluationd, biopsy and further management

≤ CIN3/AIS

Cancer

Post-treatment follow-up: 6 weeks clinical review. Re-screen after 1 year

Positive
Negative
Histologyd
a Ablative treatment includes cryotherapy and thermal ablation.  Consider LEEP vs ablation in women with lesions and HIV
b Cold knife conization (CKC) by a gynecologist if LEEP is not available.
c Histology may not be available in certain settings; women should be advised to attend follow-up after 1 year or to report earlier, if they have any of the symptoms of cervical cancer.
d Evaluation may include colposcopy guided biopsy.  
Adapted from WHO Guideline for Screening and Treatment of Precancerous Lesions for Cervical Cancer Prevention 2021























SCREENING WITH VIA IN A “SCREEN-AND TREAT” APPROACH 


Cytology-based screening involves taking a sample of cells from the entire transforma- tion zone. The cells are either fixed on a slide at the facility (Pap smear) or placed in a transport medium (liquid-based cytology- LBC) and then sent to the laboratory for microscopic examination. Well-implemented cytology programmes have successfully prevented cervical cancer in developed countries; however, they require highly skilled personnel and logistics which have been challenging in low-resource settings.
[bookmark: _Toc82182315]      5.5.1 How to screen
Collection of a cytology sample requires a speculum and adequate lighting to visualize the entire surface of the cervix. The provider takes specimens from the face of the cervix and the endocervix using a spatula or brush and transfers the specimen to a slide (Pap smear) or a preservative solution (LBC). The sample must be appropriately labelled and transported to the laboratory, where expert cytotechnologists are needed to process and interpret it. If abnormal cells are seen on microscopic examination, the extent of their abnormality is classified using the Bethesda System.


CytologySCREENING WITH CYTOLOGY


Further
management based
on colposcopy
diagnosis or
histopathology
diagnosis
CYTOLOGY


Histologyd
Rescreen after 3 years 

Eligible for ablation

Not eligible for ablation

Normal cytology

Abnormal cytologya

Colposcopy not available

Colposcopy available

Perform VIA to determine eligibility for ablation or LEEP treatment (VAT)

Ablative treatmentb
LEEPc
≤ CIN3/AIS

Post-treatment follow-up: 6 weeks clinical review.  Re-screen after 1 year
cancer


OURCE: Adapted from WHO Guideline for Screening and Treatment of Precancerous Lesions for Cervical Cancer Prevention 2013
SO

a ASCUS, LSIL HSIL: ASCUS and LSIL may be followed by HPV test and follow HPV algorithm. 
b Ablative treatment includes cryotherapy and thermal ablation.  Consider LEEP vs ablation in women with lesions and HIV
c Cold knife conization (CKC) by a gynecologist if LEEP is not available.
d Histology may not be available in certain settings; women should be advised to attend follow-up after 1 year or to report earlier, if they have any of the symptoms of cervical cancer.  Adapted from WHO Guideline for Screening and Treatment of Precancerous Lesions for Cervical Cancer Prevention 2021






















[bookmark: _Toc75715218][bookmark: _Toc82182316]5.6 Screening at various Health Care Levels

	HEALTHCARE LEVEL
& PERSONNEL
	VIA
	HPV
	PAP SMEAR
	Personnel

	Household, communities level
	
	+ self-collected sample collection
	
	VHT

	HC III
	+
	+ sample collection, treat with thermal-ablation
	
	Trained nurse, clinical officers, 

	HC IV
	+
	+ sample collection treat with thermal-ablation and LEEP
	+
	Trained nurse, clinical officers, medical officers, gynecologist

	General hospital, Regional referral and National referral
	+
	+ sample collection thermal-ablation and LEEP
	+
	Trained nurse, clinical officers, medical officers, gynecologist



Key points:
· Screening all women in the target age group, followed by treatment of detected precancerous lesions can prevent the majority of cervical cancers.
· Decisions on which screening and treatment approach to use is based on various factors  including: potential for loss to follow-up, cost, and availability of the     necessary equipment and human resources.
· Every woman in the target age group should have a cervical cancer screening test performed at least once when most benefit can be achieved.
· HPV testing is recommended as the primary screening method
· Where HPV testing is not yet available, or loss-to-follow-up is a risk, then Visual Inspection with Acetic acid (VIA) is recommended.
· For the general population and WLHIV, a “screen-and-treat” approach is recommended 
· Any suspected cancer case after screening should immediately be
                       referred for diagnosis and treatment of cancer.
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[bookmark: _Toc75715219][bookmark: _Toc82182317]5.7 Recommendations for Special Populations:
WLHIV or immunosuppressed below 25 years.
· Begin cervical cancer screening at the point of diagnosis with prior sexual exposure.  Use VIA if the woman is below the age of 25 years.   
· Screening should continue throughout their lifetime at the specified intervals.
· Screening frequency should be 3 years for VIA, HPV or cytology.

Women who are pregnant
· Screening is not routinely recommended in pregnancy, however in case of suspicious symptoms refer to the OBGYN
· For suspicious lesions in pregnancy, a biopsy can be done at any
trimester by an obstetrician/gynecologist

Post-partum women
· Cervical cancer screening can commence 3 months after delivery or postabortion.

Women who have abdominal hysterectomies (with no history of ≥CIN2)
· Screening should be discontinued in women who have received a total hysterectomy for benign causes with no history of cervical pre-cancer or cancer.
· Women who have received a subtotal hysterectomy (with an intact
cervix) should continue to receive routine screening.
Women who has had TAH with history of CIN2+ should be screened yearly until 3 consecutive negative results.
NOTE

Women who have received HPV vaccination
· Women who have been vaccinated should receive routine screening
as per the national guidelines above.

Women 50 years and above:
· After the age of 50 years, screening is stopped after two consecutive negative screening results consistent with the recommended regular screening intervals among both the general population of women and women living with HIV.  
· Women aged 50–65 years who have never been screened should also be screened.


[bookmark: _Toc82182318][bookmark: _Toc75715220]6.0 MANAGEMENT OF CERVICAL PRE-CANCEROUS LESIONS
Treatment of precancerous lesions is a key consideration for the success of any cervical cancer prevention and screening program.  Treatment aims to destroy or remove areas of the cervix identified as pre-cancer. Treatment methods may be ablative (destroying abnormal tissues by burning or freezing) or excisional (surgically removing abnormal tissues). With ablative methods, no tissue specimen is obtained for further confirmatory histopathological examination.  Hysterectomy is rarely an appropriate means to treat pre-cancer. Unless there are other compelling reasons to remove the uterus, hysterectomy should not be performed for pre-cancer.
Each treatment method has eligibility criteria that should be met before proceeding
with treatment. In this section, we will discuss use of cryotherapy, thermal-ablation, loop electrosurgical excision procedure (LEEP) and cold knife conization (CKC). · ALL women who have screened positive with any test should be treated. Women who have tested positive for HPV, should first undergo VIA to assess for mode of treatment (VAT) thermal-ablation/cryotherapy and to rule-out lesions of cervical cancer.
· Women presenting for treatment of pre-cancerous lesions should be
offered HIV counseling and testing if HIV status is unknown.
· ALL women with suspected cancer should be referred immediately for
further management by specialists.
· All women who have had treatment for precancerous lesions should receive post-treatment follow-up screening at one year after the treatment.


[bookmark: _Toc82182319]6.1 Ablative Treatment (thermal-ablation and cryotherapy)

6.1.1 Eligibility criteria for ablative treatment
· Entire lesion visible on the ectocervix
· Lesion not extending into the endocervical canal or to the Vagina
· Lesion occupying less than 75% of the ectocervix
· No evidence or suspicion of Cancer
· No evidence or suspicion of glandular abnormality
· Non Pregnant
· No evidence of pelvic inflammatory disease at time of treatment
· No menstruating at time of treatment
6.1.2 Pre-treatment counselling and consent
· Explain why treatment is recommended and describe the procedure
· Ensure that the woman is not pregnant
· Inform her about side effects to expect and the alternatives to ablation
· Obtain informed consent for the procedure
6.1.3 Readiness
· Check that instruments, supplies and light source are available and ready to use
· Check that device is charged (thermal ablation) or cylinder has gas (cryotherapy) 
· Check that woman has emptied her bladder (not >30 minutes back)
· Wash hands thoroughly, air dry them
· Put on new examination or high-level disinfected surgical gloves
· Arrange instruments and supplies on high-level disinfected tray
6.1.2 Thermal-Ablation 
This is an ablative form of treatment for precancerous lesions of the cervix which heats the cells using a thermos probe, that makes direct surface contact with the ectocervical lesion. The cells are heated to 100-1200c destroying them.  Thermal-ablation is highly effective with cure rates of 85-90% for lesions occupying less than 75% of the cervix; however, for larger lesions the cure rate is reduced. When thermal-ablation is indicated, only healthcare providers (including nurses or midwives or clinicians) trained in thermal-ablation should perform the procedure.
Procedure
1. Insert appropriate sized speculum and fix blades
2. Apply 5% dilute acetic acid and identify 
a. Squamo-columnar junction
b. Limits of the lesion
c. TZ and area to treat
3. Set the thermal-ablator at 100°C
4. Apply thermal-ablator probe on the area to be treated on cervix and heat for 45 seconds at 100°C
5. Remove the probe gently taking care not to touch the vulva or vagina with the probe
Post procedure tasks
· Decontaminate probe by wiping with 60-90% ethyl alcohol
· Dip probe in clean water & remove any visible matter with cotton swab
· Wash with clean water and wipe it dry
· Set ablator at 1200C and heat the probe for 45 seconds
· Decontaminate the unit by wiping with alcohol
· Immerse both gloved hands in 0.5% chlorine solution & remove gloves
· Advise about post-treatment care and follow-up instructions
· Complete the documentation
Post treatment instructions
It takes a month for the cervical tissue to regenerate. The patient should be advised that during this time she may have a profuse, watery discharge.
· Advice on symptoms to expect: mild cramps, blood stained watery discharge
· Advice on use of sanitary pads to prevent secretions staining their clothes
· Avoid sexual intercourse for 4 weeks from Rx, use of vaginal tampon or douche
· Report back if suffering from any of the following in the 4 weeks following Rx: 
· fever with temperature >38 °C with chills and rigors
· foul smelling purulent vaginal discharge 
· severe lower abdominal pain/cramps
· Vaginal bleeding for more than 2 days or with clots (except during expected time of menstruation)
· Return for screening after one year



[bookmark: _Toc82182320]6.1.3 Cryotherapy
Cryotherapy eliminates precancerous areas on the cervix by freezing. It involves applying a highly cooled metal disc (cryoprobe) to the cervix and freezing the abnormal areas (along with normal areas) covered by it.  The super-cooling of the cryoprobe is accomplished using a tank with compressed carbon dioxide (CO2) or nitrous oxide (N2O) gas. Cryotherapy can be performed at all levels of the health system, by health-care providers (doctors, nurses and midwives) who are skilled in pelvic examination and trained in cryotherapy. It takes about 15
minutes and is generally well tolerated and associated with only mild discomfort. It can, therefore, be performed without anaesthesia. Following cryotherapy, the frozen area regenerates to normal epithelium.  

Procedure
1. Insert appropriate sized speculum and fix blades
2. Apply 5% dilute acetic acid and identify 
a. Squamo-columnar junction
b. Limits of the lesion
c. TZ and area to treat
3. Choose correct size of cryotherapy probe to cover entire lesion
4. Apply tip of probe on external os 
5. Take precaution so that cryoprobe tip does not touch vagina
6. Check for adequate pressure (40-70 kg per cm2) in gas tank (green zone)
7. Press trigger of cryogun to release gas & keep it pressed for 3 mins
8. Inspect cervix to ensure that the ice ball forming on the cervix extends outside the rim of the cryoprobe by 2 mm
9. Release the trigger and let the ice thaw for 5 minutes
10. Repeat the procedure of freezing for another 3 minutes
11. Release trigger to stop gas flowing and wait for cryo-tip to detach from cervix 
12. Remove cryo-probe from vagina
13. Remove speculum and place in 0.5% chlorine solution for 10 minutes

Post procedure tasks
1. Decontaminate probe by wiping with 60-90% ethyl alcohol
2. Advise about post-treatment care and follow-up instructions
3. Complete the documentation

Post treatment instructions and follow up are the same as for thermal-ablation above. 
     
[bookmark: _Toc82182321]    6.2 Excisional Methods
[bookmark: _Toc82182322]    6.2.1 Loop Electrosurgical Excision Procedure (LEEP)
LEEP, also referred to as Large Loop Excision of the Transformation Zone (LLETZ), is an excisional method of treatment of precancerous lesions. It is the treatment of choice for cervical lesions that do not meet the eligibility criteria for ablation, or when a histo logical specimen is needed.
It involves removal of abnormal areas of the cervix by applying a low voltage high frequency alternating current to a thin wire loop electrode and slowly passing it through the cervix. The loop cuts and coagulates at the same time. LEEP is successful in eradicating pre-cancer in over 90% of cases. However, unlike ablation, LEEP requires more highly skilled personnel, electricity and local anesthesia under colposcopy guidance. Clients requiring LEEP should be referred to appropriately trained personne

[bookmark: _Toc82182323]    6.3 Post-Treatment Screening
Follow up screening is recommended after 1 year regardless of HIV status preferably using    the primary screening test used at screening if available.
If at the point of follow up screening a woman is found to have a precancerous lesion that had been treated with ablation, then treat with LEEP.
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Monitoring and evaluation (M&E) in any health programme is conducted to ensure that the processes and systems are developed and adhered to in such a way that the deliverables are of good quality and maximize the benefits to the target population.
Monitoring
According to the WHO Health Systems Strengthening, monitoring is the continuous oversight of an activity to assist in its supervision and to see that it proceeds according to plan. It involves the specification of methods to measure activity, use of resources, and response to services against agreed criteria.  Monitoring with appropriate corrective action requires a functioning system for gathering, storing and disseminating health information, a supervisory system to ensure adherence to standards, participatory and continuous quality improvement, and local problem-solving methods implemented with the involvement of providers and community members. 
Evaluation
Evaluation is defined by the WHO Health Systems Strengthening as the systematic and objective assessment of the relevance, adequacy, progress, efficiency, effectiveness and impact of a course of actions, in relation to objectives and taking into account the resources and facilities that have been deployed.  An evaluation plan, developed with the active participation of stakeholders, needs to define the following:
· the person or persons in the multidisciplinary management teams who will be
responsible for evaluating the services;
· the resources and services that will be evaluated and the methods of the evaluation;
· the data that will be collected, and the definition of the key performance and impact indicators for cervical cancer prevention and control;
· the manner in which corrective action will be taken wherever gaps are detected; and
· the budget for implementing the evaluation.

Core indicators
Core indicators to use for monitoring and evaluating services of a comprehensive cervical cancer prevention and control programme include performance, result and impact indicators. The core indicators are those that every country is strongly encouraged to adopt, as they provide fundamental information for monitoring and evaluating programme progress and impact as well as global information for intra- and intercountry comparisons.

Performance indicators
· Screening rate of the target population (women in general population aged 30–49 years; WLHIV 25-49 years): Percentage of age eligible women who have been screened for the first time with VIA in the previous 12-month period.
· Positivity rate: Percentage of age eligible women screened with a positive VIA
test result in the previous 12-month period.
· Treatment rate: Percentage of VIA-positive women receiving treatment in the previous 12-month period.
Result indicator
· Coverage rate indicator: Percentage of age eligible women who have been screened with VIA or another screening test at least once between the ages of 25- 49 years.
Impact indicator
· Cervical cancer age-specific incidence.







Summary of proposed core indicators
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	Indicator 1
	Screening rate

	What it measures
	Percentage of eligible women aged (women in general population aged 30–49 years; WLHIV 25-49 years) who have been screened for the first time within a specified period. This is a monitoring indicator that measures how many screenings were performed in a specified period targeting women in the eligible age group for screening.

	Rationale
	Programme managers should aim to achieve high screening rates in the age range in which women present the highest risk for precancerous lesions.  Measuring screening rates annually will permit measurement of a cumulative incidence of women screened. 

	Numerator
	Number of eligible women who have been screened for the first time in a specified period

	Denominator
	Number of eligible women in the population

	Data source
	The numerator should be collected through the HMIS (facility level or centralized); the denominator should come from the population census.

	Frequency
	Quarterly and annually

	Proposed target
	Programme managers have to set realistic targets for the specified period based on the number of providers and the available hours of work at the screening centres, and should prioritize the age range recommended by the national programme and women who have never been screened

	 
	 

	Indicator 2
	Screen test Positivity

	What it measures
	Percentage of screened women (women in general population aged 30–49 years; WLHIV 25-49 years) with a positive result

	Rationale
	Test positivity provides useful information for identifying health-care providers in need of retraining. If test positivity is too low there is the possibility of missing disease cases, and if it is too high, there is the possibility of a high number of false positives.

	Numerator
	Number of eligible women reported positive in a specified period

	Denominator
	Total number of eligible women screened in a specified period

	Data source
	The numerator and denominator should be collected through the HMIS (facility level or centralized).

	Frequency
	Quarterly and annually

	Proposed target
	It is important to consider the trends of screen positivity when seeking to identify deviations that may require corrective action.

	 
	 

	Indicator 3
	Treatment rate

	What it measures
	Percentage of screen-positive women who have received treatment in a given period

	Rationale
	Screening alone will not be able to reduce the disease burden of cervical cancer unless screening is linked to treatment of the screen-detected neoplasias. Treatment options include
Thermoablation, loop electrosurgical excision procedure (LEEP) and cold knife conization (CKC) for precancerous lesions, and surgery, chemotherapy and radiotherapy for invasive cancer.
Collecting data on the proportion of women with a positive result who have been treated will aid the programme managers to ensure that women have adequately completed their care for precancerous lesions or invasive cancers.

	Numerator
	Number of screen positive women aged completing appropriate treatment in a 12-month period

	Denominator
	Number of screen-positive women in a specified period

	Data source
	The numerator and denominator should be collected through the HMIS (facility level or centralized).

	Frequency
	Quarterly and annually

	Comments
	Compliance with treatment can be improved if a ‘screen and treat’ approach is adopted where the screening is followed by treatment (when eligible) during the same visit.

	Proposed target
	Programme managers will have to ensure that at least 90% of the screen-positives and invasive cancers receive treatment.

	 
	 

	Indicator 4
	Coverage of the target population

	What it measures
	Percentage of women aged (women in general population aged 30–49 years; WLHIV 25-49 years) who have been screened at least once between the ages of 25 and 49 years. This indicator measures the effectiveness of the screening programme in reaching the target population at least once.

	Rationale
	From a natural history perspective of cervical changes, the best time to catch cervical dysplasias that result from chronic persistent HPV infection is between the ages of 25 and 49 years. Ensuring the participation of the majority of the target population of women who are in the high-risk age group will lead to overall reduction in cervical cancer mortality.  Evidence from some countries where screening programmes are in place shows that more than 50% of women diagnosed with cervical cancer have never been screened. Increasing coverage is generally more important than marginal increases in the frequency of screening or increases in the sensitivity of the screening test, particularly for countries with low screening coverage.

	Numerator
	All women aged (women in general population aged 30–49 years; WLHIV 25-49 years) that answered “YES” to the question in the survey

	Denominator
	All age eligible women aged that answered the question in the survey

	Data source
	Specific health survey conducted on a representative sample of households.

	Frequency
	WHO recommends that countries do surveys approximately every 5 years.
This will be incorporate in the Uganda Demographic and Health Survey every 5 years.

	Comments
	The ages at which screening will be initiated and discontinued need to be predetermined depending on the capacity and resources available. Similarly, the interval between each round of screening may vary from programme to programme. The programme manager will have to ensure that all women within the specified age group have access to screening. In an opportunistic programme with low participation rates, low-risk women typically undergo
unnecessarily frequent rounds of screening while those with significantly higher risk are left out.  There can be a significant reduction in cervical cancer mortality if more than 70% of the target population of women has regular cervical screening. Screening of women outside of the target age range should be discouraged and should be as low as possible.

	Proposed target
	This indicator refers to the comprehensive global monitoring framework, including indicators and a set of voluntary global targets for the prevention and control of noncommunicable diseases. It will be collected through specific surveys.

	 
	 

	Indicator 5
	Age-specific cervical cancer incidence

	What it measures
	Number of new cases of cervical cancer that occur in a defined population of disease-free individuals in a specified period of time

	Rationale
	Age-specific cervical cancer incidence supports the measurement of programme impact.

	Numerator
	Number of cases in the age group

	Denominator
	Number of women in the age group (1 person-year per person, if it is an annual measure)

	Data source
	Population-based cancer registry, sentinel hospital-based cancer registry

	Frequency
	Quarterly and annually

	Comments
	The desired impact of a screening programme is the reduction of cervical cancer incidence and mortality rates. Initially, the programme is likely to detect many of the undiagnosed prevalent cancers, such that initial results may appear to show an increase in the incidence.
Subsequently, there will be a stage-shift of the detected invasive cancers with more and more cases being diagnosed at earlier stages. As the cervical pre-cancers are detected and treated, there will be a gradual reduction in new cases of invasive disease detected. However, reduction in incidence and mortality as an impact of the screening programme may take a decade to
become evident.

	Proposed targets
	The target for this indicator will vary by country depending on baseline incidence and trends.

	What it measures
	No. of new cases of cervical cancer detected in a defined population in a specified period of time




[bookmark: _Toc82182325]ADDITIONAL INDICATORS
1. Percentage of screen-positive women with lesions eligible for treatment treated during the    same day.
Method of calculation: 
· Numerator: Number of screen-positive women with lesions eligible for treatment treated  during the same visit x 100.  
· Denominator: Number of screen-positive women with lesions eligible for treatment.
2. Percentage of screen-positive women with lesions not eligible for ablative treatment referred who complete adequate treatment.
Method of calculation:  
· Numerator: Number of screen-positive women with lesions not eligible for ablative treatment referred           and who complete adequate treatment x 100.  
· Denominator: Number of screen-positive women with lesions not eligible for ablative treatment.
3. Percentage of women with suspected invasive cancer who complete appropriate   treatment or appropriate follow-up.
Method of calculation:  
· Numerator: Number of women with suspected invasive cancer on VIA who complete appropriate treatment or follow-up x 100.  
· Denominator: Number of women with suspected invasive cancer
Explanation: Health-care providers conducting screening with can visually identify cases of suspected invasive cancer. Visibly invasive cancer can have a variety of appearances. Most commonly, if the cancer is detected early, the cervix will appear densely white, with a thick, knobby mass extruding from some portion of the cervix. Such masses may have a cauliflower-like appearance and will bleed easily upon contact. Sometimes contact will cause fragments of the mass to break off, which can also cause bleeding. A bimanual exam will confirm the presence of an enlarged, hardened cervix, which may or may not be mobile. Other characteristics that may be observed visually include an extensive fungating growth, or a haemorrhagic tumour mass in the vagina. Health-care providers will be trained to refer all cases of suspected cancer for follow-up, including confirmation of diagnosis and further management as necessary.
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