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Foreword
Craig Brooks-Rooney,  Global 
Scientific Director & Head of US 
 

Amy Buchanan-Hughes (Head of RWE and Chair 
of the ISPOR Special Interest Group on RWE) led a 
Group Discussion on the challenges and opportunities 
when building trust in RWE. Attendees discussed a 
range of topics, including the tension between the 
need to pre-register RWE protocols before receiving 
real-world data and the reality that details of 
endpoints and algorithms often need to be modified 
after the dataset has been explored. The ongoing 
development of an RWE-specific protocol registration 
site may help balance these needs. 

Katie Hamilton (US Medical Communications 
Lead) built upon her 2019 issue panel, this time 
discussing how to balance industry funding with the 
ability of patient organisations to contribute to value 
assessment discussions in the US. This proved to be 
our most controversial issue panel in our 11 years 
of submitting research to ISPOR, with substantial 
lobbying against the panel prior to the conference. 
We are grateful to the ISPOR scientific committee for 
their commitment to supporting an open, respectful 
and constructive discussion. You can read more about 
the panel in Katie’s LinkedIn post.  

Kate Hanman (US Rare Diseases Lead) moderated a 
panel discussing the current challenges to affording 
curative therapies. The panel acknowledged that 
payers have thus far managed to fund curative 
therapies, given the small populations of eligible 
patients; however, as more come to market, there 
needs to be earlier engagement between payers and 
manufacturers, and manufacturers may need to take 
on more risk in any agreements. You can read more 
about the panel in Kate’s LinkedIn post. 

Jill Crich (Analyst) explored the topic of drug re-
importation from Canada. The overriding theme 
from this discussion was the impracticality of such 
a scheme: it would exacerbate drug shortages in 
Canada, would fail to satisfy much of the US demand 
and would likely result in most of the potential 
savings being pocketed by intermediaries. You can 
read more about the panel in Jill’s LinkedIn post. 

Aaditya Rawal (Analyst) presented a poster demonstrating 
that the use of separate brands for the same drug in 
orphan and non-orphan indications is generally associated 
with higher acquisition costs for the orphan brand.  

As ever, I hope this report is useful to you and your 
colleagues and we’re looking forward to seeing many 
of you at the ISPOR European meeting in person later 
this year; until then, enjoy the summer!  

Having paused our ISPOR post-conference reports in 
2020, I’m pleased to once again share our highlights 
from the virtual ISPOR 2021 Congress. The theme of 
this year’s meeting, “HEOR: Evolving for Tomorrow’s 
Challenges”, resulted in a broad range of topics 
covered; we have focused this report on topics with 
more immediate and practical implications. 
 
For those of us working in the US, a major update 
at this year’s meeting was the proposal to create 
a national ‘Institute of HTA’ as a federal advisory 
agency to provide HTA evaluations on areas of high 
expenditure in the US healthcare system. This marks 
a welcome change from previous discussions on US 
healthcare costs, which have sought to “export” the 
problem. However, previous attempts at creating such 
an agency have fallen short due to political hurdles, 
and this new proposal has yet to be discussed with 
politicians. Even if this agency is established, the 
direct impact on biopharmaceutical companies 
may be somewhat limited, as the agency is unlikely 
to duplicate work conducted by existing value 
assessment organisations, such as ICER, which are 
expected to co-exist. 
 
We also report on several other topics from the 
conference: updates on the use of QALY modifiers in 
HTA and the incorporation of RWE into reimbursement 
decision-making in Asia, a summary of the recent 
ISPOR Payer Summit on managed-entry agreements 
and a discussion on better incorporation of the 
patient voice into US value assessment. At the end 
of the report, our ‘technical corner’ provides succinct 
summaries from our statisticians, epidemiologists and 
health economists of the key sessions that caught their 
attention at the conference this year.   
 
This year also saw our most extensive contribution to 
an ISPOR conference programme: 

https://www.linkedin.com/in/craig-brooks-rooney-0b527727/
https://www.linkedin.com/in/amy-buchanan-hughes-52486141/
https://www.linkedin.com/in/katie-hamilton-64405258/
https://www.linkedin.com/pulse/patient-voice-us-drug-value-assessment-katie-hamilton
https://www.linkedin.com/in/kate-hanman-13632213a/
https://www.linkedin.com/pulse/ispor-2021-issue-panel-can-we-all-afford-cure-greatest-kate-hanman/?trackingId=hZBJuhlBT%2FKXDzdKJcgjSw%3D%3D
https://www.linkedin.com/in/jill-crich-950993193/
https://www.linkedin.com/pulse/canada-new-drugstore-america-entering-deep-freeze-jill-crich
https://www.linkedin.com/pulse/canada-new-drugstore-america-entering-deep-freeze-jill-crich
https://www.linkedin.com/in/aaditya-rawal-b7175b123/


3Virtual ISPOR Report 2021

Table of Contents

Expansion of Value  
Assessments in the US
Aaditya Rawal, Analyst

Global Issues in Value  
Assessment
Rose Wickstead, UK Head of HTA

Spotlight on Asia-Pacific

Schezn Lim, Asia Head of Market  
Access and Health Economics

Performance-Based  
Managed Entry  
Agreements
Elizabeth Walker, Consultant

Patient Voice
Emma Warnants, Senior Analyst and  
Emma Phillips, Publication Manager

Technical Corner

Page 4

Page 5

Page 7

Page 7

Page 9

Page 10



4Virtual ISPOR Report 2021

One method of addressing high health expenditure 
in the US is the development of a robust health 
technology assessment (HTA) regime. In recent 
years, HTA has steadily become more prevalent 
in the US, though major players remain privately 
funded despite strong public interest. A Costello 
Medical issue panel at ISPOR in New Orleans in 
2019 concluded that a national HTA body was 
unlikely to emerge in the US due to cultural and 
political barriers.1 Since then, this discussion has 
continued, culminating in a spotlight session this 
year discussing a report jointly developed by the 
University of Southern California’s (USC) Schaeffer 
Center for Health Policy & Economics and the Aspen 
Institute, titled “Health Technology Assessment in 
the US – A Vision for the Future”.2 This was the 
outcome of an advisory panel seeking to consider 
how the US could develop an HTA program which 
supports innovation. Dr Louis Garrison (University 
of Washington, US), a former President of ISPOR, 

moderated the discussion of the report, which 
consisted of six recommendations (Figure 1).  

Dr Darius Lakdawalla (USC, US) outlined the  
need for HTA in the US, advocating for the  
eventual creation of a federal agency hypothetically 
named the Institute for Health Technology 
Assessment (IHTA).3 Dr Lakdawalla stated that 
there would be two roles for such an entity: the 
IHTA would assess both pharmaceutical and non-
pharmaceutical costs of the healthcare system 
(e.g. devices, diagnostics and procedures), and it 
would evaluate existing therapies, perhaps giving 
assessments on well-established therapies and 
procedures. The IHTA would be a strictly advisory 
body, providing information to the market for 
incorporation into decision-making. Furthermore, it 
is suggested that the findings from any evaluations 
are at least considered in Medicare or Medicaid 
decision-making. 

Figure 1: Recommendations for HTA in the US 

Recommendation 1

•  Private HTA efforts should be 
encouraged

Recommendation 3

•  IHTA-conducted and approved reports 
should include economic evaluations 
presented in a disaggregated format

Recommendation 5

•  A stakeholder engagement process 
should include input to the priorities 
and activities of the IHTA

Recommendation 2

•  The US should establish a 
publicly-funded entity, the IHTA, to 
support HTA beyond private efforts and 
evaluate the quality of HTAs conducted 
by other agencies

Recommendation 4

•  HTA should be conducted in a broad 
array of technologies and healthcare 
services – new and old – including 
drugs, diagnostics, procedures and 
public health interventions

Recommendation 6

•  The US should implement policies 
that allow an advisory-only HTA 
organisation to have an impact on 
decision-making

Expansion of Value Assessments in the US

https://healthpolicy.usc.edu/wp-content/uploads/2021/02/USC_Schaeffer_FutureHTA_WhitePaper-FNL-Spreads.pdf
https://healthpolicy.usc.edu/wp-content/uploads/2021/02/USC_Schaeffer_FutureHTA_WhitePaper-FNL-Spreads.pdf
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Due to the broad remit of IHTA and the wide range 
of potential stakeholders, Professor Peter Neumann 
(Tufts University, US) emphasised the need for IHTA 
cost-effectiveness analyses to present disaggregated 
outcomes in addition to summary outcome measures 
(e.g. quality-adjusted life-years [QALYs]). This would 
allow a wider range of stakeholders to see the full 
inputs and outputs of a decision before coming to their 
own conclusions. IHTA analyses would also provide 
outcome estimates for individual insurance plans and 
states, reflecting the diversity of payers in the US.  

To further emphasise its independence, the IHTA 
also would not create its own economic models, 
which panellists believed would give the impression 
that the IHTA has a “stake” in the outcome of an 
evaluation. Instead, the IHTA would act more as an 
independent reviewer, evaluating published evidence 
and providing a technical analysis of the evidence 
base and the potential cost-effectiveness of the topic 
under evaluation.  

Dr Gail Wilensky (Project HOPE, US) cautioned that 
lessons had to be learned from previous attempts 
at publicly-funded HTA bodies in the US, as there 
has traditionally been strong pushback on the idea 
of “government-rationing” of healthcare. To prove 
the value of the IHTA, early evaluations would need 
to address topics where there are potentially high 
savings to be made, but with broad support for the 
evaluation to avoid incurring the wrath of particular 
groups. Consultations with members of Congress and 
the Department of Health and Human Services are 
required to provide a sense of whether there is an 
appetite for pushing forward on this proposal over 
the next three to four years.  

The panellists agreed that other groups (such as the 
Institute for Clinical and Economic Review [ICER]) 
should continue to perform value assessments, as 
these typically focus on pharmaceutical evaluations 
and would thus complement the broader remit of 
IHTA. The medium-to-long term evolution of HTA in 
the US therefore is likely to involve different groups 
conducting value assessments, providing knowledge 
to the market and thus allowing payers to make 
decisions accordingly. We can consider this “HTA 
with American characteristics”.  
  

Global Issues in  
Value Assessment

Application of Modifiers in 
HTA Decision-Making
The application of modifiers in HTA decision-making, 
and the approaches adopted by HTA bodies around 
the world, was an interesting area of discussion 
at the virtual ISPOR 2021 Congress. Evidence 
shows that society is willing to prioritise patients 
who are worse off (i.e. “disease severity matters”) 
and therefore the commonly-used phrase “a QALY 
is a QALY is a QALY” does not always hold.4 As a 
result, many HTA bodies have introduced modifying 
factors (“modifiers”) to consider in addition to cost-
effectiveness when conducting their appraisals. 
However, the application of these modifiers 
varies greatly, from fully qualitative (deliberative) 
approaches to fully quantitative approaches (such as 
multi-criterion decision analysis [MCDA]), with many 
HTA bodies falling somewhere in the middle with a 
hybrid approach (Figure 2).

Focus on ICER:

Whilst ICER had originally attempted to use an MCDA 
approach, Dr Steve Pearson (ICER, US) explained 
during one panel how ICER currently adopt a hybrid 
approach, which includes specific votes on an 
evolving list of modifiers in addition to proportional 
and absolute QALY shortfalls. The specific votes are 
considered qualitatively and cover aspects of value 
outside of the QALY calculation such as: 

 › Acuity of need for treatment based on the 
severity of the condition being treated 

 › Magnitude of the lifetime impact of the 
condition 

 › Patients’ ability to achieve major life goals 
related to education, work or family life

 › Caregivers’ quality of life and/or ability to achieve 
major life goals related to education, work or 
family life 

 › Patients’ ability to manage and sustain 
treatment given the complexity of the regimen 

 › Society’s goal of reducing health inequities  
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Modifiers and other 
considerations

Some are explicitly 
stated

Explicitly stated

Evidence requirements

Examples

Speci�ed for 
some

Explicitly stated

Aggregation None

Explicitly 
stated

Speci�ed for 
some

Partially de�ned Multi-dimensional value score is 
the basis for decision making

FULLY QUALITATIVE 
(DELIBERATION)

HYBRID FULLY QUANTITATIVE

MCDA
Augmented cost-effectiveness 

analysis (ACEA)

Canada pCODR

Scotland SMC PACE

England NICE 
End-of-life criteria

USA ICER framework

Netherlands Severity 
modi�er

Figure 2: Approaches to the Application of Modifiers in HTA Decision-Making Around 
the World 

Focus on NICE: 

On the same panel, Pilar Pinilla (Principal Scientific 
Advisor at NICE, UK) provided an update on the 
ongoing NICE methods guide consultation, within 
which there is much focus on determining the relevant 
modifiers for decision-making, and how these should 
be applied. The planned updates to the NICE methods 
guide in terms of decision modifiers are as follows: 

 › End-of-life criteria: The NICE end-of-life criteria 
are to be replaced with a quantitative disease 
severity modifier 

 › Innovation: Whilst there may not be a moral 
case to place higher value on the health gains 
provided by innovative therapies, NICE have a 
commitment to consider innovation and therefore 
this will remain a qualitative modifier, but clearer 
guidance will be included due to challenges in 
interpretation  

 › Health inequalities: Whilst health inequalities  
have not been explicitly considered previously,  

 
 
they have been implicitly considered in several 
appraisals, and there is consistent evidence that 
members of the general population would be 
willing to trade total QALYs to reduce inequity in 
the social distribution of QALYs. The plan is for 
NICE to consider this modifier qualitatively  

 › Uncertainty: Uncertainty is a fundamental aspect 
of decision-making, and NICE plan to retain 
levels of flexibility for committees to qualitatively 
consider higher degrees of uncertainty in 
conditions for which it is recognised that 
evidence generation is complex and difficult (e.g. 
in rare diseases or in children) 

 › Children: NICE Citizen’s Council and social  
value judgements do not support the 
consideration of additional QALY weighting by 
age; the evidence is not sufficient to support a 
case for change to introduce a children modifier, 
but higher levels of uncertainty will be accepted 
and considered qualitatively

 
(Adapted from IP11: When is a QALY Not a QALY? Challenges in Introducing and Applying Modifiers in HTA Decision-Making)4 

ICER: Institute for Clinical and Economic Review; MCDA: Multi-criterion decision analysis; NICE: National Institute for Health  
and Care Excellence; PACE: Patient and Clinician Engagement; pCODR: pan-Canadian Oncology Drugs Review; SMC: Scottish 
Medicines Consortium. 
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Spotlight on Asia-Pacific: The REAL World 
Data In ASia for HEalth Technology Assessment 
in Reimbursement (REALISE) Project 

Comprising HTA agency specialists, academics and 
officials from the ministries of health of 11 Asian 
countries, experts contributing to the REALISE 
Project have been working since 2019 to develop a 
guidance document tailored to region-specific needs 
and challenges in the use of real-world evidence 
(RWE) in healthcare policymaking.5 Professor 
Wee Hwee Lin (National University of Singapore) 
explained that a key motivation for the project was 
an arguably greater need for RWE in Asia compared 
to Western countries.6 Considering the relatively low 
representation of the region’s population in global 
trials, as well as differences between  available 
treatments and standards of care, global trial  
data has limited generalisability to local settings.  

The framework outlines key principles of what 
real-world data to collect, when or how to use 
RWE and challenges in analysing real-world data. 
Importantly, the guidance document highlights 
differences in healthcare systems within Asia that 
impact how RWE might be incorporated in decision-
making. For example, in most Asian healthcare 
systems, reimbursement decisions lag behind 
regulatory approval, so that RWE may already 
be available to provide additional, longer-term 
effectiveness and safety data. In some countries (i.e. 
Japan, South Korea and Taiwan), reimbursement 
decisions are made close to regulatory approval; 
RWE may therefore be more useful for reassessing 

initial funding decisions or for price adjustment. 
Professor Jeonghoon Ahn (Ewha Womans University, 
South Korea) shared that a new HTA pathway for 
reimbursement reassessments is being explored  
in South Korea, which is driven by increasing  
interest in real-world data collection. It is hoped 
that in the future, RWE may be used in coverage 
with evidence development-types of risk-sharing 
agreements to address delays to patient access, 
where clinical uncertainty previously resulted in 
negative recommendations. 

Performance-Based Managed 
Entry Agreements 
One of the greatest challenges faced by payers 
worldwide is how to pay for new and innovative high-
cost treatments. These treatments have the potential 
to bring substantial value to patients, but their value 
is associated with high levels of uncertainty. We  
have covered this evolving discussion extensively in 
our previous ISPOR reports.7-9 A potential solution 
to this issue is through the use of managed entry 
agreements (MEAs), which provide conditional 
reimbursement and therefore allow risk-sharing 
between manufacturers and payers. The potential 
benefits and challenges of performance-based MEAs 
were discussed in a summary of the recent ISPOR 
Payer Summit (held 22 April 2021), which brought 
together over 60 payers, researchers, manufacturers 
and patient organisations from across North America 
and Europe.10   

Product

Which characteristics make a treatment a good candidate for performance-based MEAs? 

YES NO

 › Limited current evidence base and 
high levels of uncertainty in value 
to patients 

 › Disease areas with substantial 
unmet need, with substantial health 
risk from delayed access 

 › High price and high budget impact  
 › Disease areas with easily 
measurable outcomes

 › Already high levels of 
certainty regarding value of 
treatment 

 › Crowded competitor 
landscape 

 › Availability of lower cost 
treatments 

 › Disease areas with hard-to-
measure outcomes 

https://hiper.nus.edu.sg/wp-content/uploads/2021/05/REALISE-Abridged-guidance-for-users-of-HTA_20201104-version-1.0-2.pdf
https://hiper.nus.edu.sg/wp-content/uploads/2021/05/REALISE-Abridged-guidance-for-users-of-HTA_20201104-version-1.0-2.pdf
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Implementation

What are the barriers to implementation of performance-based MEAs?  

What are the opportunities in implementing performance-based MEAs? 

 › High levels of uncertainty across multiple areas 
 › Lack of trust between stakeholders due to imbalanced risk 
 › Fragmentation of healthcare systems 
 › Uncertainty in dynamics of pricing landscape 
 › Establishing global registries to collect RWE data 

Best Practices

Which characteristics make a treatment a good candidate for 
performance-based MEAs? 

 › When establishing performance-based MEAs, simplicity is key 
 › Patient engagement in the process is essential 
 › There needs to be continuous dialogue between the multiple stakeholders, 
including agreement on the:  

 – Endpoint capture process 

 – Time horizon for data collection 

 – Exit strategy (e.g. when the value of the product can be considered certain) 
 › The agreement should be enforced by contracts and the necessary legal 
infrastructure 

 › National and international data collection centres will be important in collecting 
the necessary RWE 

 › Prior to establishing a performance-based MEA, a cost-benefit analysis  
should be conducted

 › Establishing global registries to collect RWE data
 › Identifying and sharing success stories 
 › Ensuring transparency in MEAs
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Patient Voice 
The need for patient centricity and engagement 
to be included in HEOR and clinical research is 
acknowledged by all stakeholders; however, industry 
is still developing systems and processes to make this 
standard practice. As patients and patient advocacy 
groups (PAGs) become more involved, it is clear that 
much of what industry considers valuable is not the 
same as what is considered valuable by patients. 
Clinical trials and value assessments need to align 
with what patients think are important by increasing 
patient-centred outcome research, improving 
traditional value assessment methods.  

The qualitative and quantitative applications of 
incorporating the patient voice into value assessments 
have come to the forefront, and Dr Julia Slejko 
(University of Maryland, US) presented recent 
research from the University of Maryland’s Patient-
Driven Values in Healthcare Evaluation (PAVE) 
Center, establishing a process to elicit what value 
elements are important to patients.11 An example was 
shared where PAVE’s elicitation process was used to 
determine if chronic obstructive pulmonary disease 
(COPD) treatment clinical endpoints aligned with value 
elements that were important to patients. Treatment-
related, outcome-related and care process factors 
rated within the five most important factors by the 

largest proportions of patients with COPD are shown 
in Figure 3. Some specific discrepancies between 
patient-reported value elements and clinical endpoints 
being used as model inputs were described. For 
example, physical ability was shown to be important 
in the context of ability to plan in advance and 
requirements for support, but not in a way that aligned 
with current clinical endpoints (exacerbations and 
forced expiratory volume). Including patients in the 
conversation around clinical trial endpoints and how 
treatment value is assessed could help ensure new 
treatments best meet patient needs.  

Dr Melanie Whittington (ICER, US) highlighted ICER’s 
approach to engaging patients throughout the review 
process from before a review is announced, inputting 
into the scope, reviewing preliminary deliverables, 
attending the public meeting and co-authoring 
letters to policymakers to elicit policy changes. The 
important ways in which patient data can contribute 
to value assessment more broadly by elucidating other 
treatment benefits for patients (e.g. impacts on daily 
living or caregivers) and contextual considerations 
relating to the disease and treatment landscape, were 
highlighted. There was particular consideration of 
specific ways that patient data can contribute to the 
health economic model, through impacting model 
structure decisions. For example, in the ICER review 
of treatments for multiple sclerosis, accumulation 
of long-term functional disabilities was shown to be 

Side effects 15 votes (65%)

Medical frequency 14 votes (61%)

Provider relationship and trust 15 votes (65%)

Physical abilities 22 votes (96%)

Maintain social activites 14 votes (62%)

Explanation of treatment (risks and benefits) 21 votes (91%)

Treatment-related 
factors

Provider willing to deliver care 19 votes (83%)

Outcome-related
factors

Care process 
factors

Figure 3: Value Elements Rated Among the Five Most Important to Patients 
with COPD (n=23)

 

(Data from Slejko et al. 2021)12 
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Technical Corner
The Health Economics and Statistics, and RWE divisions attended a number of relevant 
sessions at the conference. Key themes and methods of interest are summarised below, 
with a focus on new technical and procedural ideas. 

IP5: Are Child QALYs Equivalent to Adult QALYs?14

 › There is increasing interest in child QALYs, but the research in this area lacks a standardised 
approach. For example, it has not been established whether a questionnaire should elicit 
adults’ or children's preferences. If asking adults, it is unclear whether they should assess 
themselves as a child, a child that they know or a hypothetical child (in which case, of which 
age?). Furthermore, employing a different measure of utility for children and adults would hinder 
comparability between treatments for children and adults. 

 › Methods exist to take age into account when calculating QALYs, such as applying age-specific 
weights to adult QALYs. In addition, as mentioned earlier in this report during the recent NICE 
methods review, most respondents were in favour of valuing children’s health with the same 
QALYs as adults.  

 › Discussions highlighted that this is an area with many questions still to be answered and several 
potential avenues for further research. Each of the methods discussed would lead to different 
results, highlighting the need for clear HTA guidelines to establish best practice.  

W3: Using Probabilistic Quantitative Bias Analysis to Account for Unmeasured Confounders When 
Estimating Treatment Effects in Real-World Data15

 › Quantitative bias analysis (QBA) was presented as a method of sensitivity analysis, which 
assesses the presence of systematic bias in real-world studies arising from unmeasured 
confounders or missing data.  

 › QBA estimates the amount of unmeasured confounding or missing data under different 
mechanisms that would be needed to nullify the identified treatment effect of the analysis.  

 › With the help of clinical experts, the data are assessed to determine whether the amount of bias 
due to confounding or missing data is plausible. 

 › While QBA is not currently common in payer settings, there is a push to begin using the 
technique more frequently in the coming years to provide further reasoning and details behind 
the uncertainty. 

more important to patients than reducing relapses, 
so functional outcomes were used in the model 
structure instead of relapses. Successful engagement 
of patients at all stages of the ICER review process 
demonstrates the importance of including patients 
throughout value assessments to ensure incorporation 
of patients’ own views on what is important to them for 
new treatments.  

Discussing how to strengthen the patient voice in 
US drug value assessment, Yvette Venables (ICER, US) 

highlighted the importance of PAGs disclosing 
sponsorship by pharmaceutical companies.13  
By ensuring all industry funding and support is declared 
when participating in healthcare decision making, PAGs 
can play an important role in ensuring the patient voice 
can be heard and valued. However, Sneha Dave (Health 
Advocacy Summit, US) highlighted that industry 
funding may lead to some PAGs avoiding engaging 
in the debate on medical costs for patients and that 
disclosure of such funding does not in itself address the 
issue of selective advocacy.   
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W13: Introduction to Machine Learning for Health Economic and Outcomes Research16

 › Machine learning in HEOR is often used to perform clustering, classification and regression 
functions, mainly involving large RWE datasets. Examples include: identifying patterns in the 
prescription of lipid lowering medications for cardiovascular disease, the output of risk factors for 
general practitioners deviating from prescribing guidelines (e.g. income, age) and the identification 
of health states for a Markov model. 

 › The major barriers to the adoption of machine learning models are the lack of a common 
knowledge base of the capabilities of these models and the lack of understanding of the benefits 
and drawbacks of individual models. One practical implementation to address these barriers is a 
simple statistical package (e.g. “Caret” in R), which would require only a single line of code to 
build a machine learning model.

W6: Network Meta-Analysis in HTA Submissions - Methodological Advances and Impact on HTA 
Methods Guidance17

 › Methodological guidance for evidence synthesis in HTA has often been interpreted as overly 
prescriptive: the methods provided in Technical Support Documents are often viewed as mandatory 
to ensure a positive outcome of the HTA evaluation. This interpretation may limit the capacity of 
creative solutions to arise in the field, particularly as new therapies emerge. 

 › Simulated treatment comparisons and multi-level network meta-analyses (ML-NMA) are now 
viewed as the preferred options for population-adjusted indirect treatment comparisons, with ML-
NMA having additional benefits. First, it can extend to more than just two trials, and second, it 
allows for the target population of interest to not be limited to the comparator trial.18

 › Matching-adjusted indirect comparison is no longer recommended by the Decision Support Unit 
for submissions to NICE.19 

 › While comprehensive online tools such as the Aggregate Data Drug Information System have been 
developed to facilitate fitting of evidence synthesis models via a user- and time-friendly interface,20 
some concern was expressed that there is little to no educational benefit to this faster and more 
automatic process of model fitting. 

IP13: One of These Years Is Not like Others - Real World Data in the Times of COVID-19. Did the 
Pandemic Change the Way We Generate and Interpret Real-World Evidence?21

 › Overall, it was agreed that the approach to RWE studies will likely be similar in the post-COVID 
world; however, additional thought will be required when planning these studies. Even if the data 
appear normal, we cannot assume that they can be used in the same way. 

 › New, valid sources of RWE are emerging that can be used to inform decision-making. IQVIA 
published a white paper detailing this evolution, titled The Impact of COVID-19 on Real-World 
Health Data and Research.22 

 › We should still rely on fit for use real-world data, in addition to adequate study design. A US Food 
and Drug Administration guidance document published in June 2020 – Conduct and Statistical 
Considerations During COVID-19 – supports this point.23

 › Key factors to account for in analyses covering the COVID-19 pandemic period include: patients’ 
ability to access care, shifts in treatment seeking behaviour, delayed treatment/procedures/
screening, use of telehealth services, differential impact across sub-groups, epidemiology of other 
diseases (e.g. flu, sexually transmitted disease), mortality and comorbidities.  

https://www.iqvia.com/library/white-papers/the-impact-of-covid19-on-real-world-health-data-and-research
https://www.iqvia.com/library/white-papers/the-impact-of-covid19-on-real-world-health-data-and-research
https://www.fda.gov/media/139145/download
https://www.fda.gov/media/139145/download
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Further Assistance

If you would like any further information on the themes or research presented above, please do not  
hesitate to contact Matt Griffiths, Global Head of HTA, at matt.griffiths@costellomedical.com or  
Craig Brooks-Rooney, Global Scientific Director & Head of US, at craig.brooks-rooney@costellomedical.com. 
Many of the presentations from the congress can be found on the ISPOR website. 
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