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Global Strategy for Cervical Cancer Elimination
Begum Rokeya Anwar1

1Professor & Head, Department of Gynaecological Oncology, National Institute of Cancer Research and Hospital Mohakhali

(NICRH), Dhaka, Bangladesh

In 2018, an estimated 570 000 cases of cervical cancer were

diagnosed, and 311 000 women died from the disease.1 Although

cervical cancer has been relatively well controlled for several

decades in many high-income countries, mainly because of cervical

screening initiatives and effective cancer treatment services, it

remains the most common cause of cancer related death among

women in 42 countries, most of which are low income and lower-

middle- income countries.2 In 2018, the Director-General of World

Health Organization (WHO) announced a call to action towards

elimination of cervical cancer. In January 2019, the Executive

Board of the WHO requested a draft strategic plan be prepared

for discussion at the World Health Assembly in May 2020. Thus,

major efforts are being made to define scaled-up targets for

interventions, the elimination threshold for cervical cancer, and

to evaluate vaccine, screening and treatment technologic supply

pipelines, and mechanisms for effective delivery of these

interventions in LMIC.3

The draft strategic plan, WHO has defined global “90/70/90”

targets as follows- by 2030, 90% of young adolescents will be

vaccinated with HPV vaccine by 15 years of age. 70% of women

will be screened with high-performance test (HPV test) at least

twice (by age 35 and 45) in their lifetime, and 90% of women will

be effectively treated for precancerous lesions or

management of 90% of invasive cancers, with effective

palliation also a priority for women with advanced

cervical cancer. The draft threshold for considering

cervical cancer eliminated as a public health issue is 4

per 100,000 women per annum. Modeling has predicted

that achieving high levels of scaled-up vaccination,

combined with cervical screening, has the potential to

avert up to 12.5 to 13.4 million cervical cancer cases in

next half century.4

Increased awareness, and dissemination, use and scale-

up of these recommendations will improve equity,

increase access to services, and improve the health of

women and play a significant role in reducing the burden

of cervical cancer in countries around the world.

WHO Global target “90/70/90”, Challenges and

situation of Bangladesh.

Prophylactic vaccines against oncogenic HPV have been

available in most – high income countries from 2006

onwards. Vaccine coverage in LMICs has been low

overall, with an estimated 118 million women had been

targeted, but only 1% from low income or lower middle-

income countries.5 By 2016, only 14% of LMICs had

established vaccination program.6 Currently HPV

vaccines are not available in Bangladesh. Government

of Bangladesh by the ministry of health, with support

from the Global Alliance for Vaccines and immunization

(GAVI) has decided to vaccinate 10-year-old girls in

the primary school setting (grade 5) with two doses of
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vaccine, given 6 months apart. The target girls will

mainly be reached through the school- based program

and girls who are out of school will receive the vaccine

through the routine EPI sites at community level 7, the

program yet to be established. Hopefully vaccines will

be available within 2022-2023.

Second strategy of WHO advocates that 70% of women

are to be screened with a high-performance test (HPV

DNA test) by 35 and 45 years of age. In low-and middle–

income countries (LMICs), it is estimated that fewer

than 20% of women have been screened for cervical

cancer compared with 60% in high- income countries.

Visual inspection with the aid of acetic acid (VIA) is

the method of national cervical screening program in

Bangladesh from 2005-2021. Currently the population

coverage of VIA is 12.73%.8 Recommended high

precision test (HPV DNA test) is only available at

National Institute of Cancer Research Hospital (NICRH)

and Bangabandhu Sheikh Mujib Medical University

(BSMMU). Due to high cost (20 dollars) and lack of

availability of the test in primary health care center, it

remained out of reach of the poor women.

Third strategy: Treatment of pre invasive and invasive

cancers and provision of palliative care. 90% of women

identified with pre invasive and invasive cervical cancer

properly managed. Inadequate training and expertise in

the field of colposcopy, difficulties in maintenance of

colposcope, LEEP and cryotherapy machine leads to

treatment of precancerous lesion, a real challenge for

Bangladesh. The facilities are available at tertiary

centers and some selected districts only.

Early-stage cervical cancer has cure rates of e” 90%

when treated appropriately. In 2019, only 30% of low-

income countries reported having the required

diagnostic and treatment infrastructure (advanced

imaging, pathology, surgery, chemotherapy,

radiotherapy) available in the public health system,

compared to 90% in high income countries.9 In

Bangladesh 80% of women present with advance stage

(Stage III-IV) cervical cancer.10 Radiation therapy is

an extremely limited resource in Bangladesh with only

one machine per over 10 million people. Only 11.2%

get access to radiation therapy treatment.11

Important issue is that, except hospital-based registry

at NICRH, the country has no population-based cancer

registry. As such accurate data of cervical cancer and

precancerous lesions are unavailable. Therefore,

development of cervical cancer data base in whole

country is the utmost priority to detect number and

location of screened and unscreened women, availability

of treatment of pre invasive and invasive cervical cancer,

access to radio therapy machine to treat advance cancer.
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Introduction:

Worldwide breast cancer is the most frequently

diagnosed cancer and a leading cause of cancer deaths

among females, accounting for 25% of cancer cases and

15% of cancer deaths.1 Although breast cancer has

traditionally been less common in non-industrialized

nations, its incidence in this area is increasing.1

According to the Hospital Cancer Registry Report,

2015-2017 of the National Institute of Cancer Research

Abstract

Background: The breast cancer diagnosis is based on a triple

diagnostic approach consisting of clinical examination in

combination with imaging and confirmed by pathological

assessment. Besides a complete history & physical examination,

guidelines have made recommendations regarding workup. This

observational study was carried out to see how early-stage breast

cancer patients were evaluated and diagnosed in our country.

Materials and method: A retrospective review of medical records

of 109 patients with early-stage breast cancer referred to the Tumor

Board and Radiation Oncology department of National Institute

of Cancer Research & Hospital, who were diagnosed & evaluated

either in NICRH or outside during September 2018 to September

2019 were performed to determine how they were diagnosed and

evaluated. Results: Regarding imaging of the breast, 20 patients

(18.3%) had no pre-operative imaging. Bilateral USG of breasts

was done in 74 patients (67.8%). A bilateral diagnostic

mammogram was done in 33 patients (30.3%). Both USG of breasts

& mammograms were available in 29 patients (26.6%). In

pathology review, FNAC was performed in 97 patients (89%) and

core biopsy in 34 patients (31%). Both FNAC & core biopsy were

performed for 26 patients (23.9%). Excision biopsies were done

in 13 patients (12.0%), among which 9 cases were following a

negative FNAC. Hormone receptor & HER2 status were available

in 101patients (92.6%), of which 17 (15.6%) were done

preoperatively. Conclusion: According to the current standard of

care, we have to emphasize preoperative bilateral breast imaging,

core biopsy, and hormone and HER2 receptor status study.

Key words: Early-Stage Breast Cancer, current practice, Bangladesh



& Hospital, Dhaka, breast cancer is the top most cancer

in females accounting for 30.4% of all female cancers

and the second most common malignancy in both sexes

combined (14.1%) among all the cancer patients treated

in NICRH from January 2015- December 2017.2

Cancer of the breast represents a wide spectrum of

disease with a variety of clinical, biological and genetic

characteristics resulting in a considerable variation in

outcome and prognosis. Optimal management of breast

cancer needs timely diagnosis, proper staging, adequate

surgery and adjuvant therapies either alone or in

combination depending on prognostic factor evaluation.

TNM stages I & II are the early stage of invasive breast

cancer and traditionally operable stages. Together they

constitute 75% to 80% of all cases of breast cancer in

developed countries where screening mammogram has

been adopted.3 As there is no population-based cancer

registry in Bangladesh, we do not actually know the

percentage of early-stage breast cancer.  According to

the surgical audit 2018 by the Department of Surgical

Oncology, NICRH, it has been shown that 34% of

patients presented in the early stage of breast cancer.4

The diagnosis of breast cancer is based on a triple

diagnostic approach consists of clinical examination in

combination with imaging and confirmed by

pathological assessment. Evaluation of the tumor extent,

multi-centricity, synchronous primary in the opposite

breast, nodal status, tumor type & biology before surgery

are standard of care. Besides a complete history &

physical examination for clinical staging, according to

the NCCN guidelines, the recommended workup of

early-stage breast cancer includes bilateral diagnostic

mammogram; USG of bilateral breasts and axilla;

pathological reviews include Core needle biopsy of a

suspicious breast lump and percutaneous biopsy of

suspicious lymph nodes, determination of tumou

Estrogen, progesterone receptors and HER 2 statuses. 

Breast MRI is not routinely recommended. Routine

systemic imaging is not indicated for patients with early-

stage breast cancer in the absence of significant

symptoms of metastatic disease.5-8

NICRH having all the facilities of multi-disciplinary

management of breast cancer has become the largest

service provider to breast cancer patients all over the

country.  Department of Radiation Oncology NICRH

is the only government center having four linear

accelerator machines, providing radiotherapy to the

highest number of breast cancer patients of Bangladesh

yearly who receive their surgery and chemotherapy

either in NICRH or outside.  The data of breast cancer

patients treated in NICRH truly reflects the demography,

clinicopathological characteristics, how breast cancer

patients are diagnosed and evaluated all over

Bangladesh.

Materials and method:

A retrospective review of medical records of 109

patients with early-stage breast cancer referred to the

Tumor board and Radiation Oncology department of

NICR&H who were diagnosed either in NICR&H or

outside during September 2018 to September 2019 were

performed to determine how they were and evaluated

and diagnosed.

Results:

Among the 109 cases available for review, based on

pathological staging, five patients (4.6%) were in stage

0, nineteen patients (17.4%) were in stage IA, fifty-two

patients (47.7%) were in stage IIA & thirty-three patients

(30.3%) were in stage IIB. The median age at diagnosis

was 45.0 (SD ± 10.33) years.  Regarding imaging of

the breast, 20 patients (18.3%) had no pre-operative

imaging. Bilateral USG of breasts were done in 74

patients (67.8%) & USG of the only involved breast

was done in 11 patients (10.1%). A bilateral diagnostic

mammogram was done in 33 patients (30.3%). Both

USG of breasts & mammograms were available in 29

patients (26.6%). In pathology review, FNAC was

performed in 97 patients (89%) and core biopsy in 34

patients (31%). Both FNAC & core biopsy were

performed for 26 patients (23.9%). Regarding the

interpretation of FNAC, in 68 patients (70%) it was

concordant with post-operative HPR report, in 13

patients (13%) it was a false negative, in 12 patients

(12%) results were suspicious and in 4 patients (4%)

post modified radical mastectomy HPR came out as

ductal carcinoma in situ, which were invasive ductal

carcinoma according to FNAC. Excision biopsies were

done in 13 patients (12.0%) among which 9 cases were

following a negative FNAC. Four patients were

diagnosed with cancer after an unplanned lumpectomy. 

FNAC of a suspicious axillary node was done only in 5

patients. Hormone receptor & HER2 status were

available in 101patients (92.6%), of which 17 (15.6%)

were done preoperatively & 84 (77%) postoperatively.

Cancer J Bangladesh Volume 2(2): July 2021
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of breast inspection and palpation, breast imaging

usually with bilateral diagnostic mammography and

breasts and axillary ultrasound, and a core needle biopsy

of the breast lesion. Breast imaging should precede a

biopsy, since a haematoma or other tissue alterations

may interfere with image interpretation.

A diagnostic mammogram is a definitive imaging

workup and a problem-solving consultative examination

designed to evaluate an abnormality detected with a

screening mammogram or physical examination which

includes supplementary views. It can provide important

information about the likelihood of malignancy, size,

site, multicentricity or multifocality and also gives

information about the synchronous primary of the

opposite breast.

Ultrasound has become the most important adjunctive

study to mammograms and is a vital part of workup in

many breast abnormalities. It has been used preliminary

to distinguish cystic from a solid lesion, for evaluation

of axilla. Perhaps the area of most significant change is

that of the image-guided biopsy. But with USG it is

possible to confuse small cancers with fibroadenomas,

to miss diffusely infiltrating malignancies and to fail to

detect suspicious microcalcifications. Rubin & others 9

found USG to be a useful adjunct to mammography in

three groups of patients: 1. patients with dense breast

and localized symptoms or with a suspicious area

detected on mammogram 2. patients with nonpalpable

abnormalities discovered on mammogram & 3. those

with palpable mass considered indeterminate on

a mammogram.

But the results of each ultimately requires confirmation

with histological examination. The presence or absence

of malignancy can only be reliably determined by tissue

biopsy. Available biopsy techniques include Fine-needle

aspiration (FNA), Core needle biopsy and excisional

biopsy. FNA or core biopsies are preferred because they

are cost-effective and because most breast lesions are

benign, they avoid a surgical scar & potential cosmetic

deformity.

FNA is easily performed but requires a trained

cytopathologist for accurate specimen interpretation. It

cannot reliably distinguish invasive cancer from DCIS.

In contrast, core needle biopsy provides a histological

specimen suitable for interpretation by any pathologist.

It facilitates Estrogen, Progesterone& HER2 receptor

Fig.-1: Preoperative imaging of breast

USG plus mammogram

Bilateral mammogram

Bilateral USG

Unilateral USG

100 20 30 40 50 60 70 80

Excision

biopsy
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Fig.-2: Methods of pathology review
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Fig.-3: Interpretation of FNAC

Discussion:

The majority of patients with early-stage of breast cancer

present with painless or slightly tender breast mass or

have an abnormal screening mammogram. The workup

of a patient with breast mass includes complete history

taking and a triple diagnostic approach, which consists

Diagnostic Work-up of Early-Stage Breast Cancer: Our Current Practice Shahida Alam et al
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testing which have become a critical component of

Neoadjuvant treatment planning and allows for

placement of a clip. The use of core biopsy is cost-

effective & increases the likelihood that the patient will

be able to undergo a single surgical procedure for

definitive cancer treatment.10 Excision biopsy as a

diagnostic technique should be reserved for patients with

imaging abnormalities that cannot be targeted for core

biopsy.

The purpose of breast cancer staging is to convey a

consistent method for understanding the extent of

disease, prognosis & guiding the therapeutic decision.

Extensive staging evaluations to look for metastatic

disease are not warranted in asymptomatic patients with

stage I & II breast cancers because of the low likelihood

of identifying metastatic disease.6-8

Conclusion:

According to the current standard of care, we have to

give more emphasis on the preoperative bilateral

diagnostic mammogram, ultrasonogram of breasts and

axilla, core biopsy of suspected breast mass and

hormone and HER2 receptor status study. In the early

stage of breast cancer, clinical staging is still considered

to be the most useful and cost-effective.
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Abstract

Background: Human papilloma virus (HPV) a high risk genotype

infection that influences the development of invasive cervical

cancer (CC) and cervical intraepithelial neoplasia (CIN). A small

percentage of women with high-risk HPV (HrHPV) infection would

progress into pre-cancerous lesion, while fewer women would

progress to invasive cancer. HPV DNA testing for screening of

CC plays an important role in early detection and management of

CIN II, CIN III and invasive cancers. Objective: The aim of this

study was to detect individuals’ positive for HrHPV, thereby

evaluating feasibility of HPV DNA test as a primary screening

procedure. Methodology: PCR based assay of HPV DNA was done

in women who came for opportunistic screening. HPV 16/18 were

evaluated by colposcopy and biopsy. Results: In total 153

individuals were screened. More than 21% (33) cases were positive

for HPV DNA (both 16/18 and non 16/18 HPV). Eight-point four

nine percent (n=13) were positive for 16/18 and 13% (20) were

positive for HPV non 16/18. CIN-I was found in 54% (7) and CIN-

II in 15% (2) confirmed by biopsy. 31% (4) of those detected as

positive for HPV16/18, were colposcopically and

histopathologically normal. Most of those aged beyond 30 years,

were positive for 16/18. Seventy-eight percent (120) cases were

HPV negative; assurance was given as they have no threat to

develop CC within 5 years. Conclusion: CC screening by HrHPV

DNA test identifies women who currently have high grade cervical

lesion and are at greatest risk of developing the invasive disease

in future. Hence, low and middle income countries (LMICs) needs

to consider HrHPV test as primary screening test.
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Introduction

Human papilloma virus (HPV) is considered as the main

cause of most cervical cancers and cervical

intraepithelial neoplasia (CIN).1 An important public

health challenge for the prevention of cervical

carcinoma. HPV DNA testing has emerged as a new

option for cervical cancer screening. A single round of

HPV testing was associated with 50% reduction in

cervical cancer incidence and mortality, whereas VIA

or Pap had little effect on outcomes.

The goal of cervical cancer screening is to prevent

cervical cancer. This is achieved by detection,

treatment and follow-up of precancerous lesions.

Understanding of HPV virus has led to important new

approaches to primary and secondary cervical cancer

prevention via prophylactic HPV vaccination among

adolescent boys and girls and primary HPV based

screening.

HPV vaccination programs have been introduced in

high-income and middle-income countries, but HPV

vaccine introduction in low-middle income countries

(LMICs) remain insufficient.  Therefore, secondary

prevention with early, low-cost, high-quality HPV DNA

screening is essential to reduce mortality and morbidity

from cervical cancer (CC) in LMICs. Vaccination does

not clear existing HPV infection. Primary HPV testing

will be the standard testing in future to simplify screening

in post vaccination era.

High rates of false negative results remain a major

limitation of conventional cytological screening too.

Detection of HPV in a cervical swab greatly improves

the sensitivity of the traditional Pap test to identify high

grade CIN.

It allows safe extension of screening interval of 5 years.

The HPV testing with high negative predictive value

has opened the door for alternative surveillance to

routine screening test.

Cervicovaginal HPV DNA self-sampling is a highly

acceptable method for the purpose of cervical cancer

screening. It has been associated with improved

participation of unscreened women in cervical cancer

screening in LMICs.2

The possibility of relapse of cervical cancer is high

during the initial two years of complete treatment.

One-fourth of treated cases experience central pelvic

recurrence after chemo radiation. Systemic review

and meta-analysis show a greater likelihood of relapse

in cervical cancer cases with persistent high-risk HPV

(HrHPV) infection.3 Annual HPV testing during the

initial two years of follow up may facilitate early

recognition of recurrence in cervical cancer

survivors.4

Methods:

The present study was to detect individuals’ positive

for hrHPV, thereby evaluating feasibility of HPV DNA

test as a primary screening procedure. Relation of HPV

16/18 type with different types of cervical lesions. The

study was conducted among 153 women attended for

CC screening from August 2020 to June 2021in a private

clinic. PCR based assay of HPV DNA was done and

hrHPV cases were identified. HPV 16/18 cases were

further evaluated by colposcopy and biopsy.

Figure 1: HPV DNA status among the participants

 

HPV 16/18 

positive 

9%

HPV non 16/18 

positive

13%

HPV negative

78%

Results

More than three-fourths (n=120) of the patients were

HPV DNA negative. Only 13 (9%) patients were HPV

DNA 16/18 positives while 20 patients (13%) were HPV

DNA non 16/18 positive (Fig. 1).
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Table 1: High risk HPV +ve cases among different age

Age (n=153) HPV – ve HPV + ve 16/18+ve Non 16/18+ve

(120, 78.4%) (33, 21.6%) (13, 8.5%) (20, 13.1%)

25-29 (26, 16.9%) 23 3 1 2

30-34 (26, 16.9%) 21 5 3 2

35-39 (34, 22.2%) 30 4 1 3

40-44 (24, 15.7%) 18 6 4 2

45-49 (22, 14.4%) 15 7 3 4

>50 (21, 13.7%) 13 8 1 7

Distribution of high-risk HPV +ve cases among different age is presented in Table 1. Most of the patients (n=4) of

HPV 16/18+ve were from 40-44 years age group while most of the respondents (n=7) of HPV non 16/18 +ve were

from more than 50 years age group.

Table 2: Cross tabulation between age group and HPV DNA status among participants

Age in years HPV DNA  16/18 positive HPV DNA non 16/18 positive p-value

Below 40 5 8 1.00

Above 40 8 12

Five patients below 40 years of age were tested positive for HPV DNA 16/18 while 8 patients were tested positive

for HPV DNA non 16/18. In above 40 years age these numbers were eight and 12 respectively. However, this

difference was statistically not significant (c2=0.008, df=1; p=1.00) (Table 2).

Table 3: Histopathological findings of HPV 16/18 positive cases

No. of HPV 16/18 +ve cases Normal CIN1 CIN-2 CIN3

(13, 9%) 04 (31%) 07 (54%) 02 (15%) 0 (0.0)

Colposcopical findings correlated with the

histopathological report of HPV 16/18 positive cases

are shown in the Table 3. Out of 13 HPV 16/18 positive

cases CIN 1 was found in 7 cases and CIN 2 in 2

subjects. Four patients were found normal on

colposcopy. All positive cases were available for follow

up.

Discussion

HPV DNA test has been shown to be more effective

than commonly used screening methods for detecting

and preventing cervical cancer. The recently published

“WHO guideline for screening and treatment of cervical

pre-cancer lesions for cervical cancer prevention”

recommends the use of such DNA-based HPV testing

as a first-choice screening method.5

HPV DNA Test: A Promising Solution to Combat Cervical Cancer Begum Rokeya Anwar et al
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The prevalence of HPV virus infection varies from7-

14% among the general population of South Asia, mainly

in India, Bangladesh, Sri Lanka and Nepal.6 In the

current study, HPV positive cases were 21.6%, among

them 16/18 positive cases were only 8.5%. These

findings are consistent with that of the Sultana et al.

study.7 In context of their study, they reported the most

prevalent high-risk HPV types, in order of prevalence

rate, were HPV16, HPV18, HPV58, HPV45, HPV31

and HPV33. Both HPV 16 and HPV 18 were present in

21% of the cases.

Study conducted at BSMMU (the national screening

Centre from 2005-2020, among 30,482 VIA positive

referred case for colposcopy), only 16% were positive

for high grade lesions and malignancy, 49% (14,856)

were normal.8 More than 80% of cases were
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colposcopically normal. In the current study 78% cases

were HPV negative. Colposcopical examination was

done only in 8.49% (13), who were HPV 16/18 positive.

Among them only 15% (2) were high grade lesions,

selected for treatment and follow-up. Low grade lesions

and normal histopathology were 85% (11). A Dutch

cervical cancer screening program, a modeling study

done to reduce unnecessary referral to colposcopy clinic

published on 2021. The study recommended hrHPV test

to avoid colposcopical burden. Therefore, reduction of

unnecessary referral to colposcopy in hrHPV positive

women is best achieved by using HPV 16/18 genotype.9

Conclusion

CC screening by hrHPV DNA test identifies women

who currently have high grade cervical lesion who are

in greater risk of developing the invasive disease in

future. Low- and middle-income countries need to

consider hrHPV test as primary screening test to reduce

false positive results from VIA, without producing false

negative report.
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