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Abstract

OBJECTIVE—Cervical cancer isthe most common gynaecological cancer in developing
countries. Visual Inspection with Acetic Acid (VIA) was introduced to screen for cervical
premalignant lesions in developing countries due to the inability of many countries to implement
high quality cytologic services. We sought to compare VIA performance among different health
workersin Nigeria.

METHODS—In a population-based project, seven health workers working who had been
screening women with VIA for about two years at local government health centersin rural Nigeria
were retrained in atwo-week program using the IARC training manual. Women from arural
village who had never had cervical cancer screening were recruited into the study. Each woman
had cervical cancer screening by VIA, liquid-based cytology and oncogenic human
Papillomavirus (HPV) DNA testing.

RESULTS—Despite similar participant characteristics, across all age groups, providers had wide
ranges of VIA results; 0—21% suspect cancer and 0—25% VIA positive. VIA was insensitive
compared to a combination of cytology and HPV testing.

CONCLUSION—In our study, VIA was not reproducible nor was it sensitive compared to
cytology and HPV testing.
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INTRODUCTION

Cervical cancer isthe third most common cancer in women, and the seventh overall, with an
estimated 530,000 new cases in 2008 1. More than 85% of the global burden occursin
developing countries, where it accounts for 13% of all female cancers 1:2. Cervical cancer is
apublic health problem in devel oping countries and has enormous socia and economic
impacts on the populace since it often affects women who are within the reproductive age
groups 3 4. It is the most common female genital cancer in many developing countries; the
highest burden of the disease has been reported in Asian, Latin American and African
countries >5. In Nigeria, the age specific incidence increases from 18.8 per 100,000 in
women aged 20-24 years to 373.8 per 100,000 years in women aged 6064 years 7 8.9,

Theincidence is not only higher in devel oping countries; survival too is poorer when
compared to developed countries 1. This is due to both advanced clinical stages at
presentation and to the fact that many patients do not receive or compl ete prescribed courses
of treatment, due to deficiencies in treatment availability, accessibilities and affordability 2.

Developed countries have succeeded in reducing the incidence and mortality from cervical
cancer through screening programmes for the detection of pre-malignant lesions and
adequate treatment of detected cases 10. In contrast, Pap smear as amethod of screening for
cervical cancer has been practiced in many devel oping countries for several years, but the
incidence and mortality from cervical cancer has not decreased; recent evidence indicates
that it may even beincreasing 11. Thisis partly because screening facilities in developing
countries for cervical premalignant lesions are few and are mostly concentrated in urban
areas whereas mgjority of the population resides in underserved rura areas. Even at these
urban centres, there is an absence of high-quality cytological services 1213,

The Pap smear has been difficult to implement in many developing countries because it is
laboratory-based and requires highly trained personnel to prepare, stain, and read the slides.
In addition, this method of screening requires that the patients make several visitsto the
health centre before treatment can be given, first to collect the results, then for ancillary
investigations like col poscopy-directed biopsy.

Moreover, amajor problem with screening for cervical premalignant lesionsin devel oping
countries is that there is poor compliance rate with treatment. Many patients simply do not
come back for treatment or do not complete their prescribed treatment. Reasons for this may
be due to the economic hardships that many of the women face daily. An important factor is
that cervical premalignant lesions rarely are symptomatic; thus, it is very difficult to
convince these women to come for treatment of screen-detected lesionsin the absence of
symptoms.

Due to the above-mentioned reasons, several alternatives have been proposed for developing
countries. Among these is direct Visualization of the Cervix using Acetic Acid (VIA) 14,
Thisinvolves the application of 5% dilute acetic acid to the cervix and observation for color
changes (whitening). The main attractions of this technique are that unlike conventional
cytology, the results of the test are obtained almost immediately; it isrelatively cheaper and
most of the equipment can be sourced locally. It has been proposed that to minimize the
problems of compliance with treatment; women screened with VIA in developing countries
should be offered treatment at the same clinic visit, the so-called ‘ see and treat’ approach 15,

VIA is controversial because of concerns over its reproducibility and accuracy 15-21, There
iS no consensus over its optimal rolein cervical cancer prevention; thus, realistic evaluations
remain important. In this study we evaluated the variability between seven health workers
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trained to perform VIA in rural Nigeria. The results of VIA were compared to cytology and
HPV DNA assays performed by collaboratorsin the United States.

MATERIALS AND METHODS

Seven health workers working at local government health centresin arural setting in
Nigeriawho had been screening women for cervical cancer with VIA for about two years
were retrained for two weeks on how to perform VIA using the IARC training manual 22,
The trained health workers were involved in a popul ation-based project, in which 1282
women who had never had cervical cancer screening in arura village (Irun) in Western
Nigeriawere recruited. One health worker examined each women with the following
procedures detailed in a previous publication?3, First, aliquid-based cytology (LBC),
(ThinPrep, Hologic) specimen was collected. After collecting the cervical specimensfor the
LBC, VIA was done with 5% freshly prepared dilute acetic acid. The resultant colour
changes were observed one minute after the application of the acetic acid. The results of the
VIA were recorded as; suspect cancer, positive (for acetic white lesion at the squamo-
columnar junction), negative (No acetowhite lesion) or squamo-columnar junction not
visible. The liquid-based cytology was done and read in the United States and the residual
fluid was tested for oncogenic and possibly oncogenic types of HPV-DNA by MY 09-

MY 11-based PCR with dot-blot genotyping of the PCR product. In this analysis, the
oncogenic types were judged to include HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59,
and 68.

To examine the consistency of VIA performance across patient characteristics and

providers, VIA results were stratified by patient age, concurrent cytology and HPV results,
and health worker who conducted the VIA exam. To assess statistical significance of
findings, Chi-square and Anova tests were calculated for categorical and ordinal variables,
respectively. Within age groups, VIA results by health worker were plotted and Fishers
exact test of significance was calculated for to compare VIA positivity by health worker. For
all statistical tests of comparison, suspicious cancer and positive results were combined and
women with an SCJ not visible were excluded since the result is neither positive nor
negative.

Asanindicator of VIA accuracy, VIA results were compared to concurrent cytology and
HPV results, by means of the following risk classification created from the cytology and
HPV results. Women were classified as “high-risk” if both the results of the LBC was high
grade cytology and any oncogenic HPV was detected; else as “increased risk” if either the
LBC was abnormal cytology or if any of the oncogenic HPV were detected; else as“low
risk” if the LBC wasread as normal cytology and the sample was negative for HR HPV.
First, within each risk category, the proportion with abnormal VIA result was calculated and
compared using an ANOVA test of significance to approximate sensitivity and specificity.
Then, for each given VIA result, the woman’ s the risk of precancer was calculated to
approximate VIA’s predictive value. Results were stratified by age and ANOV A tests of
significance were calcul ated.

Of note, as laboratory results became available, we eventually referred to colposcopy all
women with abnormal cytology and/or HPV positivity, along with arandom sample of
women screening negative. These referrals were often delayed due to the time lag between
screening visit and laboratory results. Perhaps partly due to this time lag, the participation
rate in colposcopy was low (68.3%) and we judged it best to use the well-validated cytology
and HPV results as reference comparators for calculations of test accuracy.
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Complete results were available for 1163 women (90.7%) of the 1282 women screened.
Table 1 presents women'’s age, concurrent screening results and health worker providing her
VIA exam. VIA results are stratified by individual and exam characteristics. Women age 50
or older were more likely to have an exam where the SCJ was not visualized (26.4% vs.
73.6% in women 1529, /&.01). Women with a cytologic abnormality or infected with an
oncogenic HPV genotypes were more likely to test VIA abnormal (positive or suspicious
cancer). Nonetheless, health workers varied significantly in their VIA diagnoses as providers
judged between 57.0% to 90.4% of VIA results as normal.

Asshown in Figure 1, depending on the health worker, the SCJwas not visualized in 3-78%
of women above 50 years. Therefore, the assessment of SCJ visibility was not reproducible.
In addition, the proportion of women judged to have suspicious cancer also varied
considerably within age groups.

Table 2 presents each woman’ srisk of cervical precancer as determined by her cytology and
HPV results and the VIA results within each risk category. Overall, awomen’srisk of
precancer was associated with her VIA result (£=.02) yet the sensitivity was low with many
missed cases. Specifically, of 18 women with avisible SCJ and considered high risk, only 6
(33.3%) had positive or suspect cancer results on VIA testing. Specificity was better as after
excluding women with non-visible SCJ, 85.6% of the 815 women categorized as low risk
for cervical cancer (HPV-negative and cytology-negative), were VIA-negative.

Table 3 shows the predictive value of VIA results stratified by age. Among women age <30
years, the overall risk of acervical precancer was so low (0.8%), that the positive predictive
value of aVIA-positive or suspicious cancer result was 0%. The positive predictive value of
abnormal VIA was highest in women age 3049 years where 10.7% of 28 women with a
VIA-positive result were at high risk of cervical precancer. The negative predictive values
were highest in older women as 81.6% of VIA-negative women age 30—49 and 83.4% of
VIA-negative women age 50-95 had concurrently negative HPV and cytology results

DISCUSSION

In a population-based study in rural Nigeria, we observed high variability between nurses
performing VIA. The results of VIA were only weakly associated with risk of cervical
cancer as measured by cervical cytology and oncogenic HPV DNA testing. We conclude
that VIA as performed in this project was not an acceptable cervical screening method.

VIA was introduced as an alternative testing method for cervical pre-malignant lesionsin
low-resource countries, which often have high incidence and mortality from cervical cancer.
These countries typically lack the manpower and resources for cytology-based cervical
cancer screening program. One of the advantages of VIA isthat the results are obtained
instantly. Other advantages are that it is arelatively inexpensive method and can be
performed by most categories of health workers and does not require an elaborate |aboratory
set up unlike cytology-based screening. Virtually all equipment needed for its performance
can be sourced locally. Due to the fact that the results of VIA are obtained immediately, it is
theoretically suited for a*“ see and treat” approach, paired with cryotherapy of screen-
positive women, especially in a setting where women may be lost to follow up. However, if
it not reproducible or accurate, it cannot be recommended for a see and treat strategy.

In acomparison study of VIA among physicians and nurses, there was moderate agreement
between the doctors and the nurses with the nurses having more VIA positive cases than
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doctors?4. In asimilar study by Bhavanaet al, 2> VIA as performed by nurses had lower
sensitivity and specificity compared to doctors.

An important aspect of the present study was that VIA was performed by the exact class of
health workers who are most likely to perform the VIA were it to be instituted widely in
Nigeria, due to a shortage of physicians especially in the rural areas. The nurses were
formally trained and had previous experience. Thus, the variability of the results demands
notice.

Reasons for the different interpretations of the results of VIA may stem from the fact that it
isatechnique of pattern recognition of macroscopic changes that only partly reflect
underlying, causal interactions of HPV and the cervical cells. The inherent variability of the
appearance of the cervix may have led to different subjective interpretations of the results
among different health workers. Most strongly, the results of VIA are based on the
observation of aceto-white colour at the squamo-columnar junction. Apart from cervical
premalignant lesions, there are many benign lesions of the female genital tract that could
give aceto-white colour appearance; examples are inflammation, leukoplakia and cervical
condyloma 22. This may account for 15% of low-risk (cytology negative and oncogenic
HPV negative) women testing VIA positive in our population.

Conclusions

Our dataimply that the results of VIA are poorly reproducible even among a uniform
category of trained professional health workers. Our study also revealed that VIA is not
accurate enough for the detection of cervical premalignant lesions, if the reference istaken
to be a combination of cytology and HPV testing. A major limitation of our project is that
we were not able to bring back all women for athorough col poscopic biopsy procedure,
which would have permitted a better reference standard of disease. However, importantly,
most of the women with positive VIA results, even those with suspect cancer, had no
indication of cervical neoplasia according to cytology and HPV testing. In devel oping
countries where the highest number of cervical cancer isfound, we believe that the use of
VIA especidly if employed in a screen and treat manner may lead to under- and over-
treatment with adverse health consequences.
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Figure 1.

Percent of VIA examinations with inadequate or abnormal results, by health worker, by age
group

Note: SCJ = squamocolumnar junction. N indicates number of VIA examinations for each
provider given patient age. Fisher’'s exact test of significance: /&.01 for age 1529, ~=.21
for age 3049, and /.01 for age 50-99. For tests of significance, VIA results of positive
and suspicious cancer are combined and excludes women with “SCJ not visible.”
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