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Summary
This Viewpoint presents an overview of trials methodology research (TMR) and the case for investing in TMR in
India. Randomised controlled trials and other types of clinical research inform evidence-based medicine, but this
endeavour is dependent on the quality of such research. TMR is aimed at improving the way in which clinical trials
are designed, conducted, analysed, and reported. The evolution of TMR in countries like the UK has been nurtured
through dedicated funding support. Similar funding opportunities for TMR in India will help optimise the ethical
and methodological rigour of the growing number of trials conducted in India. Such funding could help initiate an
interdisciplinary network of key stakeholders in India to lead on TMR priority-setting exercises so that methodological
questions of relevance to India are addressed. The establishment of trials methodology hubs will enhance initiatives
such as the disease-specific clinical trials networks being set up as part of the National Biopharma Mission in India.
We posit that promoting and establishing TMR as a distinct field of study in India will ensure the improvement of our
health research ecosystem and call on national and international funding bodies to initiate consultation, consensus
building and ringfenced funding for TMR in India.

Copyright © 2024 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY license
(http://creativecommons.org/licenses/by/4.0/).
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Introduction
High-quality health research is imperative for robust
clinical decision-making as well as formulating and
reforming public health policies. Randomised
controlled trials (RCTs) are unique for many reasons—
they have a pivotal role in evidence-based medicine1 and
have exclusive design aspects that make them particu-
larly challenging to conduct in comparison to other
research designs.2,3 RCTs are underpinned by complex
concepts such as clinical equipoise4 and randomisation.5

They also require sample sizes that are sufficiently large
to detect clinically significant differences between the
treatments being compared2 and the selection of
outcome measures that are important to patients and
clinicians.6 While the theoretical principles and bioeth-
ical concepts underpinning RCTs are universal5 (e.g.
avoiding bias and confounding factors, ensuring
appropriate sample size and randomisation methods,
and protecting patients’ autonomy and safety), how the
concepts are operationalised across various settings is
different. The manner in which RCTs are operational-
ised is as integral to their outcome as the intervention
being evaluated and the finer design details. There is a
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need for researchers to continually evaluate how RCTs
are conducted in their settings and suggest improve-
ments. Trials methodology research (TMR) increasingly
plays a crucial role in such an endeavour. In this
Viewpoint, we outline what TMR is, invite further dis-
cussions on its scope for India, consider why it is an
important area for national and international funders
and what can be achieved with such funding.

What is trials methodology research (TMR)?
It is research aimed at improving how clinical trials are
designed, conducted, analysed, and reported. TMR in-
cludes, in addition to RCTs, qualitative research and a
variety of mixed methods.7,8 The remit is extensive and
continually evolving. Examples include (i) evaluating the
use of routinely collected patient data for outcomes9,10

and the development of reporting guidelines for such
RCTs11,12; (ii) optimising the recruitment and informed
consent process by exploring how to improve the ways
in which patients are identified, screened, approached
and invited to participate in trials13; and (iii) developing
novel methods, such as adaptive trial designs, that are
flexible and allow modifications within pre-specified
rules.14 Patients’ and carers’ perspectives and lived ex-
periences are increasingly acknowledged as essential to
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determining outcome measures in RCTs.15,16 This has
resulted in patient and public involvement (PPI)7,8

becoming an integral part of TMR.17,18

In the UK, TMR has evolved as a distinct field over
the past couple of decades, nurtured by funding from
the Medical Research Council (MRC). This allowed the
establishment of methodological hubs in five univer-
sities in the UK, with each focussing on different as-
pects of trials methodology.19 This initiative evolved into
the MRC-NIHR (National Institute for Health Research)
Trials Methodology Research Partnership (TMRP) that
included a Global Health working group, which
launched trials methodology pump-priming grants for
low-income and middle-income countries (LMICs). In
the first round, seven projects were awarded funding
(out of over 270 applications received worldwide), with
one based in India.20

There may be some confusion with another similar
phrase to TMR–‘Research on Research,’ (RoR)21 some-
times called meta-research, meta-science and science of
science, and supported by twomajor UK funding bodies—
Wellcome Trust22 and NIHR,23 which have both estab-
lished RoR programmes24 and institutes.25 RoR has a wider
canvas than TMR and focuses more on the structural,
organisational and operational aspects of research (e.g.
scrutinising grant application criteria and its influence on
inequities in research funding.25
Box 1.
Key recommendations to promote and establish Trials
Methodology Research (TMR) as a distinct field of study in
India.
• Initiate consultation, consensus building and ringfenced
funding streams for TMR in India to help optimise the ethical
and methodological rigour of clinical trials in the country.

• Establish an interdisciplinary network of key stakeholders to
set the agenda and scope for TMR in India.

• Conduct inclusive and collaborative priority-setting exercises
to elicit key trials methodological questions that need to be
addressed in the Indian context.

• Fund proposals that address the identified research priorities.
• Establish trials methodology hubs to enhance existing initia-
tives and networks that are aimed at improving the health
research ecosystem in India.
What could TMR mean in India?
The regulatory reforms introduced since 2013,26

including the New Drugs and Clinical Trials Rules of
2019,27 have helped streamline the approval processes
required for conducting clinical trials in India. The re-
ported increase in the number of pharmaceutical trials
in India over recent years28 (after a lull following legal
action for allegations of unethical trial conduct29) pro-
vides a fresh opportunity to ensure that trials are ethi-
cally and methodologically rigorous. The latter is a key
aim of TMR and will contribute towards stronger health
research systems that can bolster public confidence in
healthcare and medicine.

In India, within the regulatory framework, the term
‘clinical trials’ is limited to the study of ‘new drugs’
only.27 However, the Clinical Trials Registry-India
(CTRI)30 is broader in its scope and registers trials of
any intervention, which includes drugs, surgical pro-
cedures, preventive measures, lifestyle modifications,
devices, education, or behavioural treatments. Similarly,
it would be important for TMR to be carried out on
different types of interventional research (medical, sur-
gical, behavioural, and public health or health systems)
and observational studies (e.g. cohort studies).

TMR is not new to India and has been undertaken
without using similar terminology. Examples include
studies that explore willingness to participate in clinical
trials,31 randomised comparisons of interventions to aid
participant comprehension32 and public and profes-
sional perceptions on biobanking research.33,34 A
scoping review of Indian studies on clinical research
ethics35 found that although a wide range of topics were
covered, the focus was on knowledge assessments
amongst easily accessible groups such as ethics com-
mittee members and healthcare students on topics such
as research ethics. Gaps identified, in consultation with
key stakeholders from India, included developing a
better understanding of the recruitment and informed
consent process (e.g. recruiter–participant interaction),
developing models of informed consent that are specific
to the Indian context and exploring issues such as equity
and justice within the context of clinical trials. However,
given the above review’s35 focus on empirical research
on the ethics of clinical research in India rather than the
broader area of TMR, it is possible that existing TMR
studies in India have been missed. A comprehensive
scoping review focussed on TMR in India would be a
good starting point to identify gaps in TMR that need to
be addressed in the Indian context.

Promoting and establishing TMR as a distinct field
of study in India (see Box 1 for key recommendations)
would help ensure more efficient and safe ways of
conducting research that informs national health pol-
icies and supports research teams to, in addition to ge-
nerics production, also focus on the development of new
drugs with Indian intellectual property.36,37 For instance,
we know little about how consent is obtained for trials
within emergency settings in India or how assent is
obtained in trials with children as participants.35 TMR
can help understand and optimise such trial processes,
which can inform wider evidence-based guidance on
obtaining consent in challenging situations in the In-
dian context. Ensuring we have established informed
consent processes in place will be useful when faced
with a rapidly evolving crisis that warrants the devel-
opment and trialling of new drugs, such as during the
recent pandemic. Similarly, TMR can help investigate
how to make trials part of routine patient care in a
www.thelancet.com Vol ▪ ▪, 2024
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country as diverse as India—a strategy that can help
reduce the burden on busy healthcare staff, streamline
trial procedures and contribute to improving the cost-
efficiency of trials.

Is there adequate funding for TMR in India?
TMR often falls through the gaps in funding offered by
national and international bodies. TMR is often
considered too methodological for priority areas identi-
fied within ‘Global Challenges’38 and too ‘global health’
or applied for purely methodological funding streams.
Apart from the TMRP Global Health pump-priming
grant,20 there are currently no specific international
funding opportunities to conduct methodological
research in LMICs such as India. This is reflected in the
scoping review mentioned above 35 which demonstrated
that most Indian studies on clinical research ethics were
conducted with limited to no funding.

Establishing trials methodology hubs that are based
within research-active institutions in India would be a
turning point in ensuring methodological research
questions of relevance to the country are initiated and
conducted. For instance, most of the clinical research
ethics studies in India have used questionnaire surveys
of uncertain or inadequate quality to assess participant
comprehension and knowledge.35 Funded methodolog-
ical research would enable the development of India-
specific culturally relevant knowledge assessment
tools. Given the linguistic diversity, they may require
validation in multiple languages and could be used to
assess informed consent quality across multiple Indian
trials or studies.

Trials methodology hubs established within centres
of excellence in India would serve to amplify the good
methodological practices employed by these centres,
while simultaneously reaching out to traditionally less
research-active centres. They would complement the
disease specific clinical trials networks and the efforts to
enhance research ethics capacity39 that are being set up
as part of the National Biopharma Mission and other
initiatives.40 None of this would be possible without
adequate funding—whether from national or interna-
tional bodies—and lobbying for this would be a pivotal
step in ensuring the improvement of our health
research ecosystem in India. A key incentive for funding
bodies to prioritise TMR in India is to reduce research
waste and ensure better value for money in the delivery
of practice changing high-quality and cost-efficient
RCTs.

What could be achieved if there was strategic
funding for TMR in India?
Initially, this could provide for a large-scale collaborative
and interdisciplinary network of key stakeholders such
as patient and public representatives, clinicians, trialists,
methodologists (qualitative and quantitative), social
www.thelancet.com Vol ▪ ▪, 2024
scientists, bioethicists, funding body representatives and
health activists to set the agenda and scope for TMR in
India. The network could lead on a priority-setting ex-
ercise41 to elicit key methodological questions that need
to be addressed for the field, for specific disciplines
(such as cancer trials), subject areas (such as ethical
aspects of clinical trials or clinical research,35 including
with marginalised populations) or areas of concern
(such as informed consent and monitoring and over-
sight of study conduct). Funded calls for proposals
addressing research priorities could then set the scene
for developing the evidence base that will help improve
the conduct and efficiency of clinical research studies
and trials. Such an approach over nearly two decades
has led to significant strides in the field of TMR in the
UK.42

The network of stakeholders could also consider
potential challenges and solutions related to the oper-
ationalisation of TMR in India. There is likely to be a
need for concerted efforts to publicise the importance
and benefits of TMR amongst wider patient, public,
clinical and research groups. While the bulk of TMR can
be carried out by researchers with existing methodo-
logical expertise in qualitative, quantitative, or mixed
methods research, there may be some need for re-
casting of this expertise. This may mean ensuring
that, where necessary, TMR Studies Within a Trial
(SWAT)43 include a component that is directly applicable
to refining the design, conduct or reporting of the
particular trial. For example, a pre-RCT qualitative study
can help refine or identify additional clinical questions
or modify design and conduct so that it is more partic-
ipant friendly. Similarly, TMR exploring participants’
understanding of trial procedures or randomisation
could incorporate a feedback phase within its design13 to
share the findings with the trial team and incorporate
evidence-based solutions to recruitment and informed
consent related barriers.

Research priority setting could also help identify
areas where there is a need to address known trials
methodology issues. For instance, TMR on the reporting
of trial results has consistently shown that a large pro-
portion of Indian clinical trials registered on the CTRI
remain unpublished,44,45 emphasising the need for reg-
ulations to mandate the timely publication of trial re-
sults. Along the same vein, an observational TMR study
published in 2013 to evaluate the reporting quality of
RCTs found that methods reporting was better in the
CTRI than in Indian journal publications, with the latter
demonstrating suboptimal compliance with Consoli-
dated Standards for the Reporting of Trials (CONSORT)
and International Committee of Medical Journal Editors
(ICJME) requirements.46 Supportive initiatives to help
editors of Indian journals to improve the reporting
quality of RCTs will help bridge the mismatch in
reporting quality between the CTRI protocol registration
stage and RCT results publication stage.
3
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The pandemic and the growing number of Indian
trials has created an environment where all stakeholders
(researchers, funders, policy makers, patients, and
public) are keen to explore and optimise how health
research is conducted. The emerging field of TMR in
India provides that opportunity. It has immense po-
tential to improve how clinical research and in particular
trials and large cohort studies are conducted. We urge
the funding bodies to lead the way through consultation,
consensus building and dedicated funding streams.
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