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COVID-19 accelerating development & use of real-world data sources

Many challenges in using routinely collected real-world data (RWD) to support the development of health
technologies exist. Few data sources have national coverage, leading to concerns regarding the extent to which
findings can be generalized to a country-wide setting. In addition, governance around accessing data can also
introduce significant inefficiencies and lead to prohibitively long timelines. This is a particular issue in Europe
where due to the nature of the health systems, the data providers are often state or state-funded bodies rather than
commercial entities. This is a key hurdle in the context of initial health technology assessment (HTA), where the
timeframe for generation of RWD is typically limited to the period between obtaining positive trial results and the
time of HTA consideration.

The COVID-19 pandemic has demonstrated in a number of countries that access to RWD can be expedited or
even new platforms developed, when there is both an urgent need and public health interest. Recent publications
of interest include first the use of the TriNetX Analytics Network (which covers eight countries, 62 healthcare
organizations and 81 million patients and is continuously growing) to investigate the 6-month neurological and
psychiatric outcomes of COVID-19 survivors. The study demonstrated considerable morbidity with regards to these
outcomes in a retrospective analysis of more than 200,000 patients and the critical need for appropriate follow-up
care for these individuals [1]. The size of the dataset allowed rare events (e.g., Parkinsonism incidence of 0.1%) to
be detected, which is important when trying to truly understand the burden of disease. Second, a multinational
network cohort study across the USA, Spain, China and South Korea investigated treatments used during hospital
admissions for COVID-19 [2]. Hard-to-obtain Spanish data were provided from two hospitals, available specifically
as part of a COVID data sharing scheme, with the data overall showing tremendous heterogeneity in drug use
during the early stages of the pandemic, as healthcare practitioners sought to understand which treatments worked
against the disease. Third, OpenSAFELY, a UK analytics platform created to address urgent questions regarding
the epidemiology of COVID-19 and encompassing 24 million individuals registered at GP practices using specific
software [3], was used to investigate ethnic differences in COVID-19 hospitalizations and deaths. Considerable
disparities by ethnicity for COVID-19 adverse outcomes were demonstrated, even after accounting for important
covariates such as sociodemographic and household characteristics (4. The OpenSAFELY dataset is perhaps up to
six-times larger than more readily available UK GP datasets, allowing better National representation and statistical
power for these types of analyses. Even larger still is the newly established CVD-COVID-UK dataset, accessed via
the NHS Digital Trusted Research Environment, which provides person level hospital and GP data on 54 million
patients in England (very nearly the entire country) (5. The dataset has been created to understand the relationship  Fyture =
between COVID-19 and cardiovascular outcomes; however, the team recognize the value of using this powerful Med|c|ne
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resource for wider research. Finally in the Nordics, countries unprecedented for the Nationwide coverage and
richness of data, but notoriously lengthy in terms of timelines to execute studies. As a result of approvals needed,
rapid access to Danish and Norwegian healthcare registries was made possible. In this instance, the data were used
to assess the risk of adverse events after administration of the Oxford—AstraZeneca vaccine and the researchers
found that while there was a slight increase in relative risk for venous thromboembolic events, the absolute risk
remained minimal (6].

While more data are now available as a result of the COVID-19 public health emergency, access remains exclusive
to those researching COVID-19 and associated health outcomes. The pandemic has demonstrated unequivocally
the importance of health to economies and society as a whole. We contend that the approval and continued
assessments of new medicines should be viewed with the same lens. We recognize that while the acceleration of
these data initiatives has required significant investment and prioritization of resources that may not be sustainable
in the long term, we nevertheless believe it is vital that key stakeholders maintain the momentum that has been
generated. We hope that access to these data sources can be opened up to all researchers with a genuine interest
in health improvement and that timelines for accessing data can be similarly maintained in the future. Indeed as a
relevant example, the International Headache Society recently called out the importance of RWD for HTA. In their
position statement, they stated that RWD should be systematically considered when assessing the value of migraine
treatments [7]. Failure to uphold the change in practice as a result of COVID-19 would undoubtedly represent a
missed opportunity that has tremendous potential benefit for us all.

RWD facilitating considerations of equity

The pandemic has also been vital in stimulating discussion around disparities in the provision of healthcare, with
RWD suggesting certain racial, ethnic and socioeconomic groups have been impacted disproportionately [s-10].
Inequity has been a growing consideration in HTA with methodological and policy developments having been
proposed to support the incorporation of equity considerations into assessment processes [11]. However, given
limited uptake of these methods, work to support the greater use of these approaches continues with one such
initiative including the development of a checklist [12]. The aim of the checklist is to facilitate the consideration of
health inequity during the HTA process and presents a pragmatic approach to achieve this.

Despite the development of such a checklist, barriers to the use of methods to explore inequity still remain. Such
approaches typically require a large evidence base, with population level data being required on the distribution
and nature of subgroups across which equity is being explored. In this regard RWD can play an important role
in providing such data to support these analyses, especially regarding the health outcomes observed in different
population groups. Notably, a number of the national RWD initiatives mentioned above would be well placed
to provide such data, such as OpenSAFELY or CVD-COVID-UK [4,13]. In addition, data are also required on
a differential impact, if any, of a health technology on these outcomes. This point would require more diverse
clinical trials. To this end, a study using RWD from the US Nationwide oncology data source Flatiron Health
showed that when using RWD to emulate clinical trials in lung cancer, removing many common trial exclusion
criteria had a minimal effect on the trial effect estimate [14]. Relaxing trial entry criteria; however, had an important
benefit of making clinical trials more inclusive for women and older patients. Hopefully, this study will be one of
the steps that can aid in the design of trials that are more inclusive and diverse. Finally, a holistic commitment to
addressing inequity in access to health technologies would also see a place for RWD on inequities to be monitored
post-launch, potentially alongside programs for the collection of comparative effectiveness and safety data in this
setting. Ultimately, the availability of more data will allow better, data-informed decision making for the greater
good.
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