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(6) at the annual American Society of Clinical Oncology (ASCO) 
meeting, quoted experts as saying: “(VIA) … can save lives, 
and could even be useful in low-income areas of the US with 
relatively high cervical cancer rates and low use of Pap tests” 
(7). An international expert estimated the number of lives saved 
by VIA screening globally to be of the order of 270,000 per year 
(8). 

There has always existed a healthy tension between ethics and 
the scientific process, but a show of moral outrage only helps 
to vitiate this healthy relationship.
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In the editorial “Ethics of ‘standard care’ in randomised 
controlled trials of screening for cervical cancer” (1), Sandhya 
Srinivasan argues persuasively that a series of placebo-
controlled trials on screening for cervical cancer in India were 
unethical. The purported aim of the trials was to study the 
method that uses visual inspection of the cervix following 
staining with acetic acid (VIA), to determine the efficacy of 
the method in a low-resource setting. Srinivasan notes: “The 
researchers in these trials have argued that only a ‘no care’ 
control arm can give definitive results and this information is 
essential to guide policies and programmes….VIA has been 
researched at least since the early 1990s. VIA is an affordable 
screening test, and there is evidence suggesting that it works 
about as well as the Pap smear” (1:p149). The author also 
identifies the design of the research as cluster randomised trials: 
“The trials actively denied care, by comparing – as intervention 
and control groups – entire clusters of urban wards or rural 
primary health centres, rather than individuals, ensuring that 
women in the control groups would not somehow gain access 
to the interventions” (1:p148).

Several issues need to be sorted out to clarify what is at stake 
here. First, one must determine exactly what is wrong with 
the researchers’ defence of the placebo-controlled design of 
the study. Second, one must identify just what type of study 
is needed in low-resource settings such as India. Finally, 
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there is a need to assess the ethical acceptability of cluster 
randomised trials.

The researchers’ defence

It is simply not true that “only a ‘no care’ control arm can give 
definitive results.” Although the randomised controlled trial is 
the “gold standard” in clinical research methodology, this does 
not mean that the control arm must be a placebo. In settings in 
which the standard diagnostic method is a proven intervention 
and researchers want to test a new method, or even a less 
expensive method, it would be unethical to withhold the 
proven diagnostic method from the participants. The research 
design would then be a non-inferiority trial, which would test 
the experimental procedure against the proven intervention to 
see whether the former is as good (or almost as good) as the 
latter. That is a perfectly acceptable research design, although 
it would involve more research subjects and take longer than a 
placebo-controlled trial. The idea that it is ethically acceptable 
to design a study in resource-poor settings in which the 
participants do not have access to a proven diagnostic method 
outside the trial is flawed. If researchers in India wanted to study 
VIA to determine whether it is as good (or almost as good) as 
the Pap smear, they could do so in a tertiary care setting which 
has the equipment and trained personnel to allow for the 
routine use of the cytology-based screening method. Using 
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the existing baseline data on the incidence of cervical cancer in 
India, the efficacy of the experimental method (VIA) could then 
be ascertained. 

This brings us to another flaw in the researchers’ defence.  
The efficacy of VIA was already well established.  According 
to a World Health Organisation (WHO) consultation report in 
2002, “The test performance of VIA suggests that it has similar 
sensitivity to that of cervical cytology in detecting CIN, but 
has lower specificity. Further research is required to improve 
its specificity without compromising sensitivity” (2).  The WHO 
report also pointed out the need for training personnel in the 
use of the method, as well as that for developing standard 
procedures for quality control. Also needed at the time was 
research on the development of a simple scoring system to 
objectively report the results of VIA. However, the important 
point is that the efficacy of VIA as a screening method had 
already been established when these trials were conducted in 
India.  

What type of research is needed?

This brings us to the second issue: just what type of study 
is needed in low-resource settings, such as those in many 
parts of India? What was needed was not an efficacy study of 
VIA, but a study of its implementation in a new setting.  This 
type of study, known as implementation research, is carried 
out frequently in low-resource settings in which the training 
of personnel in the use of new equipment or techniques 
must be studied. The WHO defines this type of research as 
follows: “…that area of research devoted to understanding 
the bottlenecks around introduction and scaling up 
implementation of a proven public health intervention and 
finding practical solutions to overcome such barriers or 
constraints” (3). Although some authors agree with the part 
of the definition stipulating that the intervention should 
already have been proven to be efficacious (4), the authors of 
a series of papers on cluster randomised trials reject it. They 
write: “The fact that an educational or quality improvement 
intervention is being evaluated in a CRT suggests that its 
effectiveness is unproven. Indeed, if it was known at the 
start of the trial that the study intervention is effective, the 
CRT would be unethical” (5:p11).   So, a great deal hinges on 
whether VIA should be considered a “proven intervention.” 
As Srinivasan argues: “By comparing the impact of the 
interventions with that of no treatment, they also violated the 
principle of equipoise on which such studies should be based, 
even though there is sufficient evidence that some screening 
is better than none” (1:p148).

Although randomised controlled trials remain the gold 
standard in clinical research methodology, other approaches in 
implementation research need not run into the ethical problem 
of placebo controls. One option is to use historical controls. 
This method is generally considered inferior in trials that 
seek to prove the efficacy of a new intervention because the 
historical controls may not fully match the subjects receiving 
the intervention.  However, implementation research does not 

study the efficacy of a new intervention; rather, it studies the 
ability to employ the proven intervention properly by training 
personnel in the use of unfamiliar techniques or equipment. 
A study design that compares cancer rates following the 
introduction of VIA in urban wards or rural primary health 
centres with the past rates of cancer among women who used 
the same health facilities before VIA was introduced could 
provide results demonstrating that the implementation of the 
new technique was successful. 

Another method – one favoured by WHO as an alternative to 
implementation research – is demonstration projects. WHO 
conducted a demonstration project on VIA in six African 
countries: Malawi, Madagascar, Nigeria, Uganda, the United 
Republic of Tanzania, and Zambia.  The report on the project, 
which ran from 2005 to 2009, says that all women were 
counselled and offered screening using VIA, and patients 
with a positive screening test were treated using cryotherapy 
(6). The report concludes: “This demonstration project has 
shown that the ‘screen and treat’ approach can be introduced 
into existing reproductive health services in low-resource 
countries. Screening for precancerous lesions using VIA and 
treatment with cryotherapy is acceptable and feasible at low-
level health facilities in six African countries” (6). WHO initiated 
this demonstration project in 2005, while two of the placebo-
controlled studies on VIA described by Srinivasan continued 
until 2006 and 2007. Whereas WHO considered VIA to be a 
proven intervention, ready for a demonstration project in six 
African countries, the researchers in India apparently believed 
it was necessary to demonstrate the efficacy of the technique 
against placebo.

Cluster randomised trials

Srinivasan does not go into a discussion of this research 
methodology, but does describe it, as quoted earlier. While 
the description is not exactly a condemnation of cluster 
randomised trials, it implies that they are ethically suspect 
because they “actively denied care” and prevented women 
from learning about and gaining access to VIA screening. 

There is nothing inherently suspect about cluster randomised 
trials. It is true that one motivation for using this methodology 
is to prevent contamination between intervention and control 
groups, a problem which could occur when individuals rather 
than healthcare facilities are randomised.  This methodology 
is especially useful in implementation research in developing 
countries, to train an entire unit of physicians or nurses in a 
technique that is new to them but has been proven effective 
elsewhere. It would be difficult, if not impossible, to obtain 
accurate results if individuals were randomised rather than 
clusters. What makes the VIA cluster randomised trials in India 
unethical is not the randomisation method, but the fact that 
the control group did not receive screening for cervical cancer 
by VIA or any other method.

Srinivasan rightly concludes with the observation that 
“there are many other issues that deserve discussion in 
these and other trials looking at public health interventions 
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in resource-poor settings” (1:p149). One critical issue is the 
need to distinguish clinical trials designed to study the safety 
and efficacy of new pharmaceutical products from those 
that study the implementation of interventions already 
proven to be efficacious in other settings. Implementation 
research is a useful pathway for introducing and scaling up 
beneficial proven public health interventions in resource-poor 
settings. However, it is a mistake to contend that the use of 
placebo controls in phase III efficacy studies of new drugs or 
techniques is appropriate, or even ethical, in efforts to study 
the implementation of proven techniques in resource-poor 
settings.
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Pramesh and colleagues (1) have not responded to my central 
thesis: it was unethical to have a “no screening” control arm in 
the VIA trials when proven screening methods existed (2). 

According to national and international research guidelines, 
if a proven treatment exists for the disease under study, a 
placebo or no treatment arm is ethically acceptable only if it is 
methodologically necessary (3) and the disease concerned is 
self-limiting, such that denying treatment will not cause serious 
and irreversible harm (3,4).

Given the existence and availability of Pap smear screening, as 
well as DNA testing for HPV, the use of a no screening arm in 
the trials of VIA to screen for cervical cancer violated national 
and international ethical guidelines for research. 

1. 	 The authors’ statement regarding the information given to 
the participants in the Mumbai trial does not contradict 
anything said in the editorial; the fact that the women in the 
control arm were “given the freedom to get screened if they 
so wished” is not the same as providing them screening. 

2. 	 The  authors assert: “Major national public health policy 
decisions are always made on the basis of randomised level 
1 evidence.” Decisions on public health interventions are 
taken using multiple sources of information. The Pap smear 
is one of many interventions that have been established 
as public health programmes in the West, and the impact 
measured and confirmed, without randomised trials (5). 
The body of research on screening methods for cervical 
cancer (including VIA and Pap smear) includes cross-
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sectional studies, evaluation of long-standing programmes, 
demonstration projects, and mathematical modelling of 
impact and cost-effectiveness (5).

3. 	 The authors state: “Pap smear cannot be considered the 
standard of care in India, not only because of lack of 
infrastructure and trained manpower, but also because it is 
not cost-effective.”  

The Pap smear is available in private and public hospitals ••

in Mumbai, the city in which the authors carried out 
their research, and where the infrastructure and trained 
manpower necessary for its use in a screening programme 
exist. 

One of the authors was also part of the Osmanabad trial ••

(6) referred to in the editorial. This trial, the ethics of which, 
too, were questioned because of the use of a no screening 
control, was conducted through primary health centres 
in villages  and compared VIA to the Pap smear and HPV 
testing. We can presume that the investigators considered 
all three methods to be potentially fit for use in public 
health programmes in rural India. 

The authors have not explained their assertion that the ••

standard of care is determined by cost-effectiveness, with 
the consequent implication that this should exclude the 
Pap smear from trials in India. Using the authors’ argument, 
the Osmanabad trial should not have included the Pap 
smear.  

By 2001, the ICMR had already concluded that both the ••

Pap smear and VIA were suitable screening tests for India, 




