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Executive Summary

The use of health technology assessment (HTA) to inform which services are provided by publicly funded
health systems has increased substantially in the past 20 years. Demand for HTA in low- and middle-income
countries (LMICs) is strong, given the need to support national policies on universal health coverage and focus
scarce resources on an essential package of services in these settings. However, LMICs face major challenges
in conducting HTA, given the potential backlog of technologies to evaluate, an urgent need to make funding
decisions, limited data, and lack of technical and/or institutional capacity to deploy a traditional, “full” HTA
process.

One potential solution for these challenges is a process known as adaptive HTA (aHTA), which may take
multiple forms but is a structured approach intended to reduce the time, capacity, and data required for HTA.
This guide describes one such approach to aHTA developed by the International Decision Support Initiative
(iDSI) network that maintains key features of a full HTA process but also allows for rapid interpretation of
available international evidence and translation of the evidence to the local context. This rapid review
approach to aHTA makes use of HTA reports available from other international settings as well as published
cost-effectiveness analyses (CEAs). Utilising HTAs from other jurisdictions is a particularly powerful
component of aHTA because it enables countries to leverage another countries’ technical capacity in collating,
synthesising, and appraising the quality of evidence on a topic.

The goal of this guide is therefore to provide a standardised and easy to implement aHTA method that enables
the development of customised national aHTA processes that ultimately inform better decision making. This
guide is organised according to the major steps in the process of rapid review aHTA, in chronological order.
Of note, while selection of aHTA topics and deliberation on the results of aHTA—the typical starting and
ending points of any HTA process—are included in the guide, they are not described in detail, as most settings
will already have a topic selection and deliberation process that can be integrated into an aHTA initiative.
Other core elements are described in detail, along with recommended sources of information, templates for
collected data, and formulae for any key calculations to make. These elements include the following:

1) Scoping—matching the scope of the decision problem to international evidence

2) Acquiring Evidence—identifying HTA reports and CEA studies, and completing templates for
extraction of data

3) Supporting Analyses—price benchmarking, treatment cost calculation, and budget impact
assessment

4) Synthesising Results and Recommendations

Optional modules are also described, should analysts and decision makers in the local setting wish to augment
their efforts. These include acquiring additional evidence from systematic reviews and/or newer clinical studies,
conducting a first-pass examination to determine if aHTA itself can be bypassed, using available checklists to
determine if economic data are transferable between settings, and adjusting cost-effectiveness results for the
local setting where feasible. All elements, including optional components in blue, are shown in Figure 1 below.
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Figure 1. Overview of the Rapid Review of International HTAs approach
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While the aHTA framework as described has its limitations, it is nonetheless a rapid, efficient, and pragmatic
way of generating evidence for decision making and an important option in settings without the resources or
political support to perform HTA on a large scale.
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1. Introduction

1.1 Background

As countries progress in their efforts towards delivering universal health coverage, there is an urgent
need for priority setting to ensure that they make optimal use of their limited health budgets to deliver
the maximum health benefits possible to the population in the most efficient way. Health technology
assessment (HTA) is an approach that many countries now use to carry out this prioritisation of health
services.

A recent task force composed of HTA networks, professional societies, and global organisations
defines HTA as “a multidisciplinary process that uses explicit methods to determine the value of a
health technology at different points in its lifecycle. The purpose is to inform decision making in order
to promote an equitable, efficient, and high-quality health system.”! The benefits of a well-functioning
HTA process include identification and uptake of cost-effective or otherwise high-value interventions,
disinvestment from interventions of doubtful value, consideration of implementation challenges, and
monitoring of the use of technology in practice, all featuring an approach that engages and takes on
board the views of patients, carers, clinicians, payers, technology manufacturers, and policymakers.

The use of HTA to inform policy and decision making has grown substantially in the past 20 years, such
that nearly all high-income countries have one or more established agencies or affiliated organisations
to serve this purpose. Demand for HTA in low- and middle-income countries (LMICs) has also grown,
given the need to support national policies on universal health coverage and focus scarce resources
on an essential “benefits package” of services in these settings.?

However, LMICs face major challenges in fully developing and efficiently conducting HTA. For one, the
backlog of technology assessments and relevant decisions to be made may be massive, given that
existing benefits packages are infrequently reviewed and become rapidly out of date.® This is in
contrast to the political or financial urgency of sifting through these packages and identifying the most
efficient interventions. Finally, LMICs have generally lacked data as well as sufficient technical and
institutional capacity to carry out enough full HTA assessments to meet their decision needs.

One potential solution for these challenges is a process known as adaptive HTA (aHTA), characterised
by Nemzoff and colleagues as “a structured approach to selecting and conducting the optimal HTA
analysis to produce efficient HTA results by adjusting for analytical time, data, capacity, and source of
conduct”.* Thus, aHTA can increase efficiency primarily by leveraging information from other settings
where possible.

This guide provides an overview of one such aHTA approach developed by the iDSI network that
maintains key features of a traditional HTA process but also allows for rapid interpretation of available
international evidence and translation of the evidence to the local context. It includes descriptions of
core elements of this method, as well as optional additional components that countries may integrate
should there be interest and capacity for doing so.

1.2 Approaches to Adaptive HTA

As the practice of aHTA is still emerging, there is no standardised nomenclature defining the process,
nor are there any internationally agreed and standardised methods.> However, there is evidence that
many countries are increasingly adapting the process or using some form of rapid HTA>® to quickly
gain a sense of the potential cost-effectiveness of an intervention. Methods employed have included
rapid review,”?® model adaptations,’® the use of transferability checklists,'*® “de facto” HTA (i.e.,
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direct examination and/or use of foreign HTA reports, budget impact analysis, and reimbursement
benchmarking),'*% or potentially adapting the in-country manufacturer submission process.®

Regardless of which of the approaches above are taken, the adjusted methods often save time or
require less data or capacity than a full HTA and offer different levels of insight. Crucially, when
selecting an aHTA method, it is important to ensure the process is systematic, transparent and
replicable in order to build faith in the process and ensure the findings are credible, while
acknowledging the naturally greater level of uncertainty with this method in comparison with a full
HTA.

The focus of this guide is on a specific, systematic, and replicable aHTA method developed by iDSI
following the network’s experience in Romania, India, Indonesia, and Ghana over the last 10 years
(see section 1.2). Further references to “aHTA” will be in reference to iDSI’'s “rapid review of
international HTAs” method.

Table 1 below provides a comparison between full HTA processes and iDSI’s approach to aHTA. In
general, an aHTA operates on a shortened timeline given the synthesis and assessment of the evidence
that has already been done internationally. A shortened timeline will not allow for a comprehensive
assessment of all local concerns, but multiple recommendations and decisions can be taken in the
time required to conduct one full HTA. Most importantly, aHTA will not rely on any de novo clinical or
economic analyses, but instead draws on international evidence from other HTA settings with local
adaptation, which may increase uncertainty but allows for an efficient process.

As Table 1 illustrates, most of the trade-offs for each HTA component involve some sacrifice of
accuracy or increase in uncertainty for greater speed and efficiency. When the number of HTA
decisions is significant, however, the benefits of aHTA are clear—an evidence-based process, even if
abbreviated, is far superior to only being able to do a comprehensive assessment on a handful of
technologies.
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Table 1. Key differences between full and rapid review adaptive HTA

Timeline 12-24 months+ 1-6 months . Speed o Level of
comprehensiveness
Analysis De novo clinical and Review of HTAs and . Requires less resources, staff e Lower accuracy
economic evaluation other published cost- time, and skills ° (Un)certainty
(e.g., cost-effectiveness effectiveness . Leverages high quality
analysis) evidence analysis and appraisal
capacity from other HTAs
Data Local studies + primary International HTA . Speed of data sourcing . Level of
sourcing data collection and reports + targeted . Leverages other HTA comprehensiveness
systematic literature literature search for agencies’ access to data . Reduced confidence
review economic studies in transferability to
local context
Uses Adjustments to health e Same as HTA . Greater speed and quantity . Lower precision of

benefits packages or
essential medicines
lists

Adoption of individual
technologies

Price negotiations
Reimbursement
decisions

of decisions informed by
aHTA may improve overall
allocative efficiency of
benefits package

aHTA makes price
negotiation less
informed

Greater uncertainty of
aHTA risks error in
adjustment to
packages

Not possible to do

topics with no
preexisting
international HTAs

e Clinical guidelines
e Quality standards

A key similarity between full HTA and aHTA, however, is the need to develop a comprehensive process,
stating clearly what occurs at each stage for full transparency and accountability. Publishing the steps
of such a process will legitimise an aHTA approach and the decisions made through it. Ideally, aHTA
should complement and supplement existing in-country HTA frameworks for topic prioritisation,
appraisal, communication of decisions, and other elements, with all interventions first being
considered through aHTA so that full HTA is saved for the instances in which a complete de novo
process is warranted, such as complex topics or those with significant local nuance.

1.4 Recent iDSI Work on aHTA

This guide is based on extensive practical experience of aHTA within the International Decision
Support Initiative (iDSI) network. In 2020, iDSI*® began substantial work on the development of an
aHTA approach in India. Work initially began with the National Cancer Grid (NCG)*"*8 of India to pilot
a new framework that could generate estimates of cost-effectiveness to inform oncology clinical
guidelines, which was refined over the course of conducting 10 pilot aHTAs. This work further
developed an approach originally designed by iDSI for the Romanian government in 2011.* The
finalised framework was published by the NCG in their Process and Methods Guide.*®

Work then continued with the Department of Health Research to institute a national aHTA method
that could be used by India’s National Health Authority (NHA) in conjunction with HTAIn, the national
HTA body?%2'to assess interventions for the health benefits package maintained by the PM-JAY public
insurance scheme. A methods and operations guide developed for the NHA is currently in the final
stages of production.

In 2022, there was interest in a national aHTA framework in Indonesia that could inform rapid evidence
generation to enable the government to scale up its HTA informed decision-making capacity. iDSI
worked with representatives from the Indonesian HTA committee, Ministry of Health, the National
Formulary, and HTA departments from leading universities to carry out a pilot and develop a methods
guideline that supplemented their existing HTA processes but could lead to faster evidence
generation.
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In Ghana in 2023, iDSI supported the University of Ghana and Ministry of Health to complete a pilot
aHTA on selected diabetes medicines, to assess the suitability for inclusion on Ghana Standard
Treatment Guidelines and National Health Insurance Reimbursement List. This work augmented
preexisting guidelines that allowed for rapid reviews of secondarily collected data.

In the West Bank, the Palestinian National Institute of Public Health and the Norwegian Institute of
Public Health, an iDSI partner, tested the feasibility of using an aHTA approach to coproduce an
adaptive HTA report on breast cancer screening.??

Finally, in Argentina, the Institute for Clinical Effectiveness and Health Policy (IECS), an HTA research
institute and iDSI partner, has developed a specific approach to evidence review for aHTA that is
highlighted as an optional additional module in this guide (see page 29).

In addition to the de novo work mentioned above, it is also worth noting that several guidelines and
procedures in LMICs already allow for rapid review of data collected in other contexts, including
documentation in Kazakhstan, Malaysia, Moldova, and South Africa.

1.5 Orientation to the iDSI Guide and Overview of the aHTA Approach

The culmination of in-country experience of technical guidance on aHTA, as well as prior experiences
with and procedures for rapid review, has contributed to the development of this iDS/ Guide for the
Rapid Review of International HTAs. In publishing this guidance, our goal is to provide a standardised
method, alongside real-world examples of aHTA, and thereby encourage the development of in-
country aHTA processes to lead to more rapid and pragmatic evidence generation, and ultimately to
inform better decision making.

The intent is to provide a modular and flexible guide to integrating an appropriate aHTA approach in
a given setting, as shown in Figure 1. There are core components considered essential for any aHTA
program (in black) and optional components that a given country may find of interest given the level
of available resources and capacity (in blue).
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Figure 1. Overview of the Rapid Review of International HTAs approach
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The guide is structured chronologically, following the approach in Figure 1, and so begins with topic
selection and prioritisation. The approach to determining the project scope is then described, using
the Population, Intervention, Comparator(s), and Outcomes (PICO) rubric. This is followed by the
approach and method for acquiring evidence and judging its quality; while the primary intent of aHTA
is to make use of HTA reports and cost-effectiveness evaluations, an option for including published
systematic reviews and individual clinical studies is also described. The “Acquiring Evidence” section
also provides templates for clinical and economic data extraction as well as recording key uncertainties
in the data. There are optional components for consideration of evidence beyond the required sources
as well as conducting a first-pass examination to see if aHTA itself is necessary.

The next section describes supporting analyses that can be undertaken, including price benchmarking
comparisons to similar countries, calculations of treatment cost, and assessment of potential
budgetary impact. Optional components include methods to adjust cost-effectiveness findings to the
local context and a checklist of considerations when transferring international economic evidence to
local settings.

Concluding sections of the guide include how to do an overall assessment of the benefits, risks, and
economic impact of the intervention, as well as best practices for judging the strength of evidence and
comparing findings to existing thresholds for clinical benefit, cost-effectiveness, and other
considerations.
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2. Topic Selection and Prioritisation

2.1 Purpose

Regardless of whether full HTA or rapid review aHTA is considered, it is important to have a process
by which topics are identified, selected, and prioritised. This is especially critical in low- and middle-
income settings, given limitations on resources available for topic management. With regard to aHTA,
the topic identification, selection, and prioritisation (TISP) process can help determine the order of
operations for upcoming topics and to assess whether a given topic is a candidate for aHTA or full HTA
(see Section 4.4 for further details).

In any given setting, an existing TISP process may already exist, in which case aHTA-related steps can
simply be integrated into the existing TISP rather than being developed as a separate process. Global
guidance on development and/or refinement of a TISP process should be followed and is publicly
available.?

2.2 Rapid Review as the Default Option

One adaptation to existing TISP processes that we recommend is for resource-constrained systems to
consider aHTA the default choice for every topic, with HTA reserved only for when the topic cannot
be satisfactorily assessed through aHTA. This process allows for available resources to be directed to
full HTA where it is most pressing or important (or where rapid review aHTA is infeasible), making the
best use of time and capacity. Full HTA may be warranted, for example, when uncertainties in the
evidence are too great for transfer to the local context, or governmental priorities are such that a full
HTA should be done to provide the most comprehensive local assessment possible.

Importantly, the time to conduct the early phases of aHTA is not wasted—a considerable amount of
information will be aggregated by aHTA, which will better inform any eventual HTA. The decision to
supplement the aHTA with a full HTA is best made after surveying the international HTA landscape
and is further described in Section 4.4.
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3. Scoping

3.1 Purpose and Goal of aHTA Scoping

While a scoping effort for rapid review aHTA involves a similar technical approach to that of a full HTA,
the rationale is quite different. For a full HTA, the scoping exercise is intended to ensure that questions
to be answered by the assessment match the decision problem at hand. While this is also a goal of
aHTA, there is a key additional consideration, which is to ensure that the evidence identified from
international and/or published sources matches the local scope of interest, noting any differences that
may complicate or preclude consideration of any of those sources. Therefore, an aHTA scoping
exercise has two distinct goals: (1) to ensure the evidence accumulated matches the relevant local
scope, and (2) to determine whether aHTA is a feasible approach given identified differences.

3.2 Population, Intervention, Comparator(s), Outcomes (PICO)

Once the topic has been appropriately prioritised, the scoping process will begin with a description of
the decision problem as it relates to the local context and the definitions, comparisons, and outcomes
that will define the evidence to be used in the assessment.

The PICO framework?* is used widely in HTA settings and is employed here to determine if the project
scope matches the available international evidence (see Table 2 and this can be recorded in the
template spreadsheet). Importantly, an aHTA is only feasible if the PICO matches between current or
anticipated clinical practice in the local setting and the defined scope for available international
evidence.

Technology assessors should not undertake the scoping exercise in isolation. Rather, this represents a
key opportunity to engage patients and caregivers, clinical experts, technology manufacturers, and
others to refine the scope for anticipated local use and provide a basis for comparison to the
international evidence.

Table 2. PICO definition of a project scope

Parameter Definition Example(s)
Population (and The definition of the population and e Newly diagnosed type 2
indication) indication should be very specific. While not adult-onset diabetes

exhaustive, elements to consider could
include the following:

e Disease category

e Indication (e.g., stage or severity of
disease and previous therapies
attempted)

e Agerange

Intervention A full description of the intervention of ¢ Sodium-glucose

interest should be given, including dose and cotransporter-2 (SGLT-2)
inhibitors (e.g.,

empagliflozin) for
treatment of type 2
diabetes

route of administration as well as the details
involved in delivering the treatment.
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Comparator

The comparator should be standard of care
in clinical practice (with dose and route of
administration specified) or a menu of
alternatives recommended in clinical
guidelines. More than one comparator can
be included (this is often the case for
established treatments).

There should be a cost-effectiveness
analysis, clinical trial data, or robust
comparisons available comparing the
intervention against the selected
comparators for the target population.

Metformin for
treatment of type 2
diabetes

Outcomes

The key outcomes of interest for the
technology should be listed. They should be
patient-centred longer-term outcomes or
intermediate measures that have been
validated to predict longer-term outcomes.

Survival/mortality
Cardiovascular events
averted

Quality of life

Price or cost in

Price or cost per unit should be provided for
both the intervention and comparators.

Listed or reimbursed

overall population.

local setting drug price

If there are additional costs associated with

administration and/or monitoring, these

should also be included.
Subgroups of Specify if there is an interest for the results Demographics (e.g., age,
interest of a specific subgroup in addition to the gender)

Comorbidities

Regulatory and
safety evidence

Include in-country marketing indications and
safety concerns from the Summary of
Product Characteristics.

Adults with adult-onset
diabetes and known
cardiovascular or kidney
disease

Note that in addition to the PICO elements, which are the critical elements for determining a match
in project scope, we have added several items to ensure a relevant scope and potential connection
to external evidence. Local prices are important local data to collect for price benchmarking, cost
calculation, and (potentially) adjustment of cost-effectiveness evidence. Subgroups are often
identified in HTA reports since the intervention might only be recommended for a subset of patients.
Finally, regulators differ internationally with respect to the indication given for treatment, so it is
important to define the regulatory indication within the local setting to ensure that the intervention
can be prescribed for the indication specified.
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4. Acquiring Evidence

Once the topic has been selected and the scope written, the next step is to collate the internationally
available evidence on the topic. The set of evidence to be accessed is designed to be comprehensive
yet pragmatic, and rapidly accessible. aHTA is generally structured to focus solely on (1) reports from
HTA agencies, and (2) published cost-effectiveness analyses (CEAs) done in the local setting or
internationally. HTAs from other jurisdictions is a particularly powerful component of this method
because it enables countries to leverage other countries’ technical capacity in collating, synthesising,
and appraising the quality of evidence on a topic. Other possible data sources include published
systematic reviews and clinical studies published more recently than the most up-to-date HTA report,
but these are resource-intensive to identify and should be considered optional in any given setting
(see optional module on Systematic Reviews and New Clinical Evidence later in this section).

Further details on the selection process can be found in the sections that follow. Representative
sources and approaches for access are presented in Figure 2.

Figure 2: Hierarchical selection of potential sources of evidence

HTA agencies Economic Systematic reviews

& new studies
(OPTIONAL)

evaluations

*INAHTA Database *Tufts CEA *Targeted
-NICE Registry literature search
*CADTH *Targeted (PubMed)
<HITAP literature search +Cochrane
PBAC/MSAC (PubMed) Collaboration
-PHARMAC "Health
economics
*ICER databases
*IECS
*CONITEC
*INEAS
- J - J - J

Note: CADTH = Canadian Agency for Drugs and Technologies in Health; CONITEC = Comissdo Nacional de Incorporagéo de
Tecnologias no Sistema Unico de Saude (Brazil); IECS = Instituto de Efectividad Clinica y Sanitaria (Argentina); ICER = Institute
for Clinical and Economic Review; INAHTA = International Network of HTA Agencies; INEAS = National Authority for
Assessment and Accreditation in Healthcare (Tunisia); HITAP = Health Intervention and Technology Assessment Program;
MSAC = Medical Services Advisory Committee (Australia); NICE = National Institute for Health and Care Excellence; PBAC =
Pharmaceutical Benefits Advisory Committee (Australia); PHARMAC = The Pharmaceutical Management Agency (New
Zealand).

4.1 HTA Reports

The International Network of HTA Agencies (INAHTA) maintains a searchable database to identify
selected HTA reports: database.inahta.org. Figure 2 above lists a selection of the most influential HTA
bodies worldwide, but the INAHTA database may be used to search for other reports that may be
relevant to the local decision-making context. We recommend using this database as a complement
to searching the individual websites of the HTA agencies of interest for your review.
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4.2 First-Pass Examination of Evidence Base (OPTIONAL)

Once the scope has been defined and international HTA reports have been identified, there may
be interest, particularly in settings that struggle to find sufficient resources even for aHTA, to
pause for the purposes of determining if aHTA is necessary before proceeding further. There
are two instances in which aHTA may be bypassed, each triggering a different pathway:

1) The available evidence consistently indicates that the intervention provides marginal or
no benefit and is not cost-effective = exclude from consideration in health benefits
package without conducting aHTA or any other form of HTA

2) The available evidence suggests significant clinical potential for the intervention, but
there are key clinical and/or economic uncertainties that are known to be large and
remain unresolved = consider full HTA

Note that the first-pass examination is not a detailed examination. Its purpose is to quickly
survey authoritative sources on the technology in question to determine the level of consistency
in findings and conclusions, not to actually synthesise the evidence. As such, this examination
should focus only on a finite set of pre-approved HTA bodies with known rigorous
methodologies and should not include assessment of the published literature or other grey
literature sources. A diverse set of HTA organisations is recommended that vary in remit,
operation, and country income to assess technology performance across a variety of settings. A
sample list of organisations of interest might include:

e High-income: CADTH (Canada), ICER (USA), NICE (England/Wales), ZIN (Netherlands)
e Middle-income: HITAP (Thailand), CONITEC (Brazil), IECS (Argentina), INEAS (Tunisia)

It is entirely possible that the agencies listed above will not all have assessed a technology of
interest; first-pass examination should only be conducted if at least 50 percent (four in the
example above) have published an assessment (with representation from middle-income
settings that are relevant to the local context). If these thresholds are not met, then the
recommendation is to proceed with an aHTA.

1) Exclusion based on first-pass examination

Assuming that the characteristics of the population with disease and the severity of illness
match the defined scope, HTA reports from the settings of interest are then reviewed for their
principal findings, conclusions, and recommendation or decision. If the conclusions are
consistently unfavorable toward the intervention, it could be excluded from consideration for
the health benefits package without undergoing any HTA effort. Note that a similar approach is
not recommended for consistently favorable findings, given the major health-system and cost
differences that may persist across settings—in particular, what may be cost-effective or cost-
saving in a high-income setting may not be so locally due to differences in the setting of care,
alternative treatments, or other factors.
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2) Referral for full HTA based on first-pass examination

In some cases, the clinical potential of a new intervention is consistently described, but there is
a high level of uncertainty associated with assessment of the clinical and/or economic impact.
This might arise from a limited evidence package for a technology that received expedited
regulatory approval based on a small, single-arm study, for example, or for a new anticancer
therapy with extremely limited survival follow-up. In these cases, it is likely advisable to conduct
a full HTA based on the local context.

The overarching goal of the first-pass examination is to reduce the potential workload on topics
for which the science is relatively settled. After scanning the conclusions and decisions of
globally representative and authoritative institutions, analysts and policymakers will be able to
focus resources on those topics requiring additional effort.

4.3 Published Cost-Effectiveness Analyses

In addition to HTA evidence, there may be published standalone CEAs that would be useful to consider.
A full systematic review is unlikely to be feasible in the time available, and instead, a rapid and
pragmatic search is recommended. Given the possibility that many such evaluations are available and
the potential additions to the workload they may represent, it is recommended that priority be given
to those CEAs conducted in middle-income settings that may be relevant to the local context (e.g.,
similarities in health systems and per capita income). CEAs evaluated in high-income settings may also
be considered if the scope and perspective are a close match (e.g., a US-based evaluation using a
Medicaid perspective, with similar demographics to the local target population).

It is important to note that economic evaluations can vary significantly in quality and may use
inappropriate assumptions. They have rarely been through the same level of review and appraisal as
an HTA report. It is therefore important to take time to appraise the quality and local applicability of
these studies and use caution when interpreting their results.

There are a number of approaches to identify CEAs. First, the freely searchable PubMed database
maintained by the National Library of Medicine in the United States (pubmed.ncbi.nlm.nih.gov),
includes over 36 million citations and allows a filter to be set during searching to capture economic
evaluation.

Economic evaluations may also be identified via the Tufts University CEA Registry
(cear.tuftsmedicalcenter.org), an ongoing literature-based review of over 13,000 published CEAs that
use the quality-adjusted life year (QALY) or disability-adjusted life year (DALY) as the measure of health
gain of interest. A limited public search function is freely available; in addition, premium searching is
available free of charge for LMIC researchers and institutions with the completion of a data use
agreement.
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4.4 Systematic Reviews & New Clinical Evidence (OPTIONAL)

If countries have more resources, they may wish to consider evaluating other published
systematic reviews and meta-analyses, particularly if there are relatively few HTA reports
available that represent a good match to the local context. These analyses may be identified in
specifically curated databases, such as the library of systematic reviews maintained by the
Cochrane Collaboration (cochrane.org). Studies published in peer-reviewed journals may be
accessed through a targeted search of electronic literature databases. It is recommended that
for pragmatic purposes the search be limited to PubMed, as the largest compilation that
focuses on the English-language literature. Both databases include a search filter for
systematic reviews.

It is also possible that available published HTA reports have not taken account of potentially
important new clinical evidence. If the latest HTA report was published more than three years
before the time frame of the aHTA, a limited search could be conducted to ascertain whether
such evidence is available—for example, if there have been any updates to the underlying
pivotal trial to see if the extrapolated outcomes can be validated. This should be an efficient
process, conducted according to the following criteria:

e Limited time frame for publication, starting with the publication date of the most
recent HTA or systematic review and ending with the current date

e Filtered to identify randomised controlled trials and prospective, comparative
observational studies only

The purpose of this additional search is not to identify all new evidence but to highlight those
studies that might make an important difference in the evaluation—for example, a direct
comparison to an alternative of interest in a given country that was not a comparator in the
original clinical trials. Importantly, for any new evidence, the quality of individual studies
should be assessed. This will have been done already in HTA reports and published systematic
reviews, but an appropriate tool should be used for any individual study identified.

An adaptive HTA effort was recently undertaken in Argentina that made use of these
complementary sources of evidence, as described below.

In 2018, the Ministry of Health of Argentina commissioned the Institute for Clinical Effectiveness and
Health Policy (IECS) to update its Health Benefits Package (PMO; Programa Médico Obligatorio in
Spanish), which had not been revised since 2005. As part of this undertaking, 164 high-priority
technologies were identified, for which prompt decisions regarding their adoption and coverage in the
benefits package were imperative. Due to resource and time constraints (the project was required to be
completed in less than a year), conducting full HTAs was not feasible. Therefore, an aHTA approach was
employed.?®

Rapid reports were generated in accordance with the IECS methodology for HTA documents?¢ within a
time frame of six to eight weeks. The assessment and selection of studies were based on the PICO
framework, with a specific search strategy for each technology, encompassing PubMed and
supplemented by searches in Trip Database, INAHTA, LILACS database, health funders and scientific
society websites, and generic Internet search engines. Priority was given to the inclusion of systematic
reviews, randomised controlled clinical trials, HTA reports, economic evaluations, and clinical practice
guidelines. A systematic search for coverage policies was carried out in public healthcare systems in
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Latin America (Argentina, Brazil, Chile, Colombia, Mexico, and Uruguay), Europe (France, Germany, and
United Kingdom), Australia, and Canada, as well as a selection of public and private insurers in the
United States.

These rapid HTAs focused on evaluating three key domains: the quality of evidence, net clinical benefit,
and economic and organisational aspects (cost-effectiveness and budget impact). To assess the quality
of evidence, the GRADE (Grading of Recommendations, Assessment, Development, and Evaluations)
methodology was employed, while an adaptation from the German HTA agency (Institute for Quality
and Efficiency in Health Care) was used for evaluating clinical benefit. The results were summarised
using a five-category recommendation “traffic-light” scale, spanning from a strong recommendation in
favor of technology inclusion in the health benefits package to a strong recommendation for exclusion.

Of the 164 technologies assessed, only 25 percent received a recommendation in favor of inclusion. The
results of this work were intended to provide valuable input to the decision-making committee
responsible for conducting a deliberative evidence-informed process and ultimately determining the
final decisions regarding the benefits package update.

4.5 Data Extraction

Once the searches have been conducted and relevant documents have been selected for review,
relevant background, clinical, and cost-effectiveness data should be extracted; templates for data
extraction can be found in Tables 3-5 below and an Excel sheet is provided here to support this. The
data extraction tables will be used to standardise the information aggregated to facilitate comparisons
and provide consistency in reporting across selected documents.

4.5.1 Background information

Background information is used to identify and contextualise the studies and confirm that the
information in the document under review matches the decision problem in the scope. Elements of
interest can be found in Table 3 below.
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Table 3. Data extraction: background information

Data point Description

Country The primary country of the document/analysis to help understand how
generalisable the results are to the local context and the HTA agency if relevant

Analysis type Whether the document is an HTA or stand-alone economic evaluation

Link Web link to the document (and additional citation information if available)

Title Full title of the document

Author Names of the authors of the document, if appropriate

Date Date of the report to contextualise when the recommendations were made

Population The target population identified in the report

Indication The disease area or subpopulation assessed to confirm that it matches the
scope

Intervention The name of the intervention in the report and its associated dose

Comparator(s) The name of the comparator(s) in the report and their associated dose

Funding source | The type of entity funding the study or report (e.g., government, industry,
foundation, etc.)

4.5.2 Clinical evidence

Clinical evidence can be extracted from the HTA reports or economic evaluations. This will provide the
basis for the extrapolations used in the cost-effectiveness models, as well as how the benefits, risks,
and uncertainties of treatment inform QALYs or other summary measures of health gain in the
economic evaluations. Note that it is not necessary to conduct a separate search for detailed clinical
evidence, as the summary data available in HTA reports or published CEAs will be sufficient.

The PICO exercise will determine what outcomes are most appropriate for the disease area and
treatments under study. Regardless of the area of focus, however, there is consistent guidance
regarding the type of information to extract, as listed below (and shown in Table 4):

e Absolute estimates of treatment effect (e.g., rates, means, medians, percentages, or months)
e Relative estimates of treatment effect (e.g., odds ratios, relative risks, or hazard ratios)

For each estimate, it is essential to include the following (where reported) to gain a sense of the
potential uncertainty:

e Measures of variance, including standard deviation/error and others
e Sample size, p-values, and confidence intervals for all estimates
e For meta-analysis: number of contributing studies and weighting factors used
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Itis important that all relevant clinical outcomes and safety considerations are extracted and reported
from each document in order to gain an understanding of all potential benefits that need to be
considered. All data extracted should include both the point estimates to define the benefit and
measures of variance with associated p-values and confidence intervals to understand the uncertainty
around the benefit.

There may be additional nuances in the evidence base that should be described outside of the results
of a given clinical study. For example, a placebo-controlled clinical trial conducted in patients who
responded to prior therapy may overstate the benefit of a new treatment; this is a structural and
design issue rather than a concern regarding reported results. Space should be allocated in data
collection to describe these issues in further detail and identify if there are any potential limitations
of the underlying clinical data.

Table 4. Data extraction: clinical evidence

Data point Description
Study name Title, author, year
Type of study Study design, geographic settings, number of patients

Comments on clinical benefit Note anything unusual or noteworthy about the findings

Duration of treatment and/or | Statistics (e.g., mean, standard deviation) on the duration of
follow-up treatment with the intervention and comparator, length of study
follow-up, or both

Outcomes Point estimate and confidence intervals for each outcome of
interest (e.g., %, mean), separately for intervention and
comparator, and measures of between-group difference

Measures of variance Standard deviation, standard error, 95% confidence interval,
etc., for each outcome of interest

p-value Measure of statistical significance of the comparison for each
outcome of interest

Limitations, critiques, and Limitations on generalisability to the local context (e.g.,

residual uncertainties differences in disease severity, subpopulation differences, bias in
regarding the clinical evidence | study design or sampling strategy); uncertainties from limited
follow-up; major differences between study protocol and typical
clinical practice, etc.

Safety evidence Rate of serious adverse events for intervention and comparator;

identification of any specific adverse event types that occur with

more frequency in the intervention or comparator group; rate of
discontinuation due to adverse events
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Other considerations

Mention of other contextual issues, such as complex
implementation or treatment delivery, specialised training
required, etc.

4.5.3

Cost-effectiveness evidence

Cost-effectiveness evidence will also be extracted from HTA agency assessment reports or published
economic evaluations from international jurisdictions. This evidence is typically based on the outputs
of a simulation modeling exercise. The key data points which may be considered useful for decision
making involve extracting information on costs, health-related quality of life, estimates of cost-
effectiveness and budget impact, conclusions or recommendations based on findings, and an
assessment of the quality of the evaluation (see Table 5 below for details on data extraction).

Table 5. Data extraction: cost-effectiveness analysis

Data point

Study-level
characteristics

Description

Important study descriptors, including (1) perspective (e.g., health
system, societal); (2) time horizon; (3) discount rate; (4) unit costs of
intervention and comparator; (5) currency used; (6) currency year

Intervention costs

The costs associated with the intervention, disaggregated if available
(e.g., treatment costs, resource use costs, adverse events, administration
costs, other relevant costs)

Comparator costs

The costs associated with the comparator, disaggregated if available

Incremental costs

The difference in costs between the intervention and comparator

Intervention QALYs

The QALYs associated with the intervention

Comparator QALYs

The QALYs associated with the comparator

Incremental QALYs

The difference in QALYs between interventions

ICER

The incremental cost-effectiveness ratio (intervention vs. comparator)

Main drivers of cost-
effectiveness

What were the most influential factors? Assessment of this will be
important for considering the transferability to the local context

Cost-effectiveness
threshold

The threshold to which the ICER was compared in the study publication or
HTA assessment

Note if this is adjusted in any way due to special conditions (e.g., rare
disease, end of life, paediatric, etc.)

Price of intervention

The price of the pack and pack size in order to inform the additional
analyses: price benchmarking, treatment cost estimates and budget
impact

Price of comparator

Same as for the intervention
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Likelihood of cost-
effectiveness at the
threshold

A metric that will be reported from the probabilistic sensitivity analysis
that provides context on the uncertainty surrounding the ICER

Limitations, critiques, | Were there issues concerning model design, key assumptions, data
and residual sources, or other components of the evaluation that would improve or
uncertainties reduce confidence in the ICERs, or limit their transferability to the local
regarding the cost- context?

effectiveness

Recommendation or | Was the intervention recommended or did the study conclude that it was
cost-effective? Were there any price discounts required? Additional

restrictions on use?

conclusion

Note: ICER = incremental cost-effectiveness ratio.

4.6 Pause to Determine Continuation of aHTA or Conversion to Full HTA

Once the evidence has been extracted, it is important to pause and reflect on whether the conditions
are suitable to continue with rapid review aHTA or if a full HTA is warranted. While this is ultimately a
judgment for the relevant decision makers, sample criteria for making the determination are provided
in Table 6 below. For example, the relative comfort that comes from evidence generated by large,
robust clinical trials may make aHTA a defensible choice, whereas limited evidence from small or
uncontrolled studies may introduce enough uncertainty that full HTA is required. If most of the
available data (e.g., estimated treatment effects) are felt to be transferable from settings in which the
pivotal studies were conducted to the local setting, then aHTA is likely a feasible option. However, if
detailed local data are required because of implementation issues, uncertainties in the evidence, or
other concerns, full HTA may be the better option.

Finally, the impact of a decision compared to its urgency may need to be considered. If a given decision
is felt to be impactful enough, then a careful, full HTA may be recommended to minimise the risk of
an incorrect decision; however, if a high-priority topic also requires an urgent decision, aHTA should
be employed at least as a first effort.

Table 6. Sample criteria for deciding to refer the aHTA topic for a full HTA

Criteria

Nature of the evidence

Description

What are the types of study
designs, outcomes measured,
and size of the evidence base?

Examples of Potential Actions

e Large randomised trials
reporting patient-relevant
outcomes = aHTA is
acceptable

e Small clinical studies
reporting intermediate or
surrogate outcomes - full
HTA preferred

Local data

Are implementation concerns,
uncertainties in the evidence,
health system differences, or
other criteria high enough to
require local data?

e No = aHTA
e Yes = full HTA
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Timing of the decision Is a decision on a technology e < 6 month time frame 2>

urgent or less pressing? aHTA
e 6+ month time frame > full
HTA
Exceptionally high impact Is the burden of disease, e Normal impact level 2 aHTA
decision budget impact, or political risk | e Exceptionally high impact >

so high that it is critical to get full HTA
the right decision?

These criteria may be deemed more or less important in any given setting, and other criteria not listed
here might also play a role. For example, if the implementation of a given technology requires other
activities for success (e.g., advanced training, a network of specialised centers, or a companion
diagnostic test), full HTA may be warranted to explore these issues further.

4.7 Key Uncertainties

4.7.1 Uncertainties in translating the evidence to the local context

Before considering whether a particular technology may be cost-effective in the local setting, steps
should be taken to document any uncertainties in the circumstances under which the technology is
obtained, provided, and received in the international evidence, and how those circumstances might
differ in the local setting. Key generalisability considerations are described further in Table 7 below;?’
local decision makers may wish to create additional categories as well. For example, a particular
technology might require highly specialised training and have health professionals be certified in its
use, a step that may not be feasible locally, or may require specialised equipment for delivery that is
unattainable locally. The setting of treatment might also differ; a therapy that can be safely given in
an outpatient setting in higher-income countries may require inpatient care locally, which may change
the picture considerably for both clinical outcomes and costs. It could also be the case that the
appropriate post-treatment monitoring recommended in higher-income settings cannot be achieved
in LMICs because many patients do not have reliable transportation to the clinic. Inclusion of local
clinical and health-system experts in the aHTA process is necessary to bring these sorts of uncertainties
to light.

It is important to note that these examples largely would not be identified through the process to
match the PICO between the local setting and the international reports, but instead represent areas
of nuance and operational reality that must be considered. While some TISP processes can include
feasibility-related criteria that may partly cover these concerns, TISP may not have fully covered all
considerations relevant to this decision point. Therefore, it is still critically important to log these
uncertainties separately in the Excel template.

Table 7. Key generalisability considerations

Domain Description

Feasibility Delivery of the intervention as reported in clinical studies should
be possible in the local context, or variation by setting should be
measurable (e.g., facilities with vs. without specialised training).
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Coverage Adequate coverage of the intervention is available or gaps in
coverage are identifiable (e.g., urban vs. rural).

Acceptability The intervention should be acceptable to patients, caregivers,
and clinicians, and challenges to acceptability are identified (e.g.,
social norms for STD prevention).

Representativeness Populations in clinical studies should be generally reflective of
the target population for the intervention, or gaps in
representation should be identified (e.g., underrepresentation of
minority racial or ethnic groups).

Needs of future recipients Support services necessary to ensure adherence to treatment in
typical practice should be identified (e.g., educational materials
or case management)

Impact on care pathway Extent to which benefit extends beyond disease in trial vs. target
population (e.g., spillover effects of treatment in high-risk
individuals vs. a more general population)

Source: Bonnell C et al., 2006.27

4.7.2 Uncertainty in incremental cost-effectiveness ratio estimates

As described above, most CEAs are the result of a simulation modeling effort that in many cases
extrapolates short-term clinical data through a treatment pathway that has multiple decision points
and is assessed over the very long term. As such, numerous assumptions must be made, and there are
multiple uncertainties associated with these. It is therefore crucial to capture in the data extraction
the level of uncertainty in the results.

The base-case cost-effectiveness results will typically rely on point estimates. These are often tested
in multiple types of sensitivity analyses. It is important to characterise these results in detail, so there
is understanding of how consistent the conclusions may be when parameters are varied and whether
some parameters affect the results more than others. When set in context, there can also be
understanding of whether the model sensitivities would be more or less pronounced when
generalised to the local setting. Record in the Excel template any uncertainties that might change the
results, and any concerns with the underlying assumptions and model structure.

4.7.3 Drivers of cost-effectiveness

In addition to documenting uncertainty, it is also important to record what the key underlying drivers
of the results are, so there can be deliberation with experts regarding how the clinical effects and cost
offsets might play out locally.

As an example, suppose a new treatment might become cost-effective if it would displace significant
resource use involved in delivering the current standard of care. To use a UK example, the treatment
might cost £10,000 more, but because patients are healthier for longer and do not require additional
care, it could save the health system £15,000. However, this savings might not be generalisable to the
local setting, which would change the results. Taking the same example, if the treatment costs 100,000
more Indonesian rupiah but due to the differences in clinical practice between Indonesia and the UK
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the difference in resource use and associated costs might mean that it only saves 50,000 rupiah, then
conclusions around cost-effectiveness might change.

Another common driver of cost-effectiveness is the comparability of the clinical benefits. If the clinical
benefits are quite similar between a new treatment and the comparator, then even small differences
in price can have a great impact on the cost-effectiveness. For example, if the QALY gain with a new
treatment is 0.02 (about seven additional days of quality-adjusted life expectancy), a £250 increase in
incremental costs from £500 to £750 would increase the incremental cost-effectiveness ratio (ICER)
from £25,000 per QALY gained to £37,500, potentially changing conclusions about cost-effectiveness.
However, if the QALY gain was 0.3 (a little more than three additional months of quality-adjusted life
expectancy), the change in costs would change the ICER very slightly (from £1,667 to £2,500 per QALY
gained) and wouldn’t necessarily change the conclusions.

Another significant driver of cost-effectiveness is the expected duration of treatment. In cancer
treatment, for example, many new therapies are prescribed on a “treat to progression” basis, where
therapy continues until there is evidence that the disease has returned or progressed to a more severe
level. In contrast, many older chemotherapy drugs, and even some newer specialised treatments, are
given over a fixed number of cycles. These dynamics can greatly affect the incremental costs
associated with treatment as patients progress through disease states. While keeping cancer in
remission and avoidance of disease progression are desirable health outcomes, the expectations
regarding duration of treatment are important to keep in mind when interpreting results and
considering costs to the system.

Try to determine the main factors influencing the ICER (the cost offsets or the clinical benefits) and
consider with experts whether they apply to the local context.

Page | 24



5. Supporting Analyses

Following consideration of the data extracted in Section 4, it is valuable to carry out additional analyses
to inform decision makers. In this section we recommend three additional analyses: price
benchmarking, treatment cost calculations, and budget impact analysis. We also propose two optional
analyses that may be considered: ICER adjustments and a review using evidence transferability
checklists.

5.1 Price Benchmarking

Commodity prices can be a key driver of cost-effectiveness and can vary substantially between
countries. A price benchmarking analysis should therefore be done to compare the benchmark—
meaning the list price in the country of the original HTA or cost-effectiveness analysis (CEA)—with the
list price in the local setting, while adjusting for differences in country wealth.> While this is not a
precise costing exercise, it can provide transparency and insight into the difference in price that the
country of interest is paying and helps interpret decisions from other settings. Such efforts are
commonplace in many European middle-income countries.

This analysis should be done for both the price of intervention and of the comparator. Are local drug
prices similar to that of the benchmark countries relative to GDP? Are they higher or lower? Are prices
similar for both the intervention and comparator, or is one more costly than the other?

If the local country is paying a similar amount for both drugs relative to GDP, then the results could be
considered more transferable between settings. Alternatively, if local prices are higher for the
intervention and lower for the comparator in relation to the benchmark country, then it is less likely
that the intervention price would be considered a cost-effective investment.

The approach involves taking reported prices from HTA assessments or published CEAs of focus for
the rapid review aHTA and comparing those prices to the current price in the local context. Prices are
converted to a common currency and adjusted for gross domestic product per capita (GDPpc) to
address different levels of affordability between settings. The prices paid for drugs in the local context
may be similar to the prices paid abroad once adjusted for currency; however, a similar price could be
perceived as being less affordable if per capita purchasing power (GDPpc) is lower than that of the
benchmark country.

Therefore, the price in the benchmark country as a proportion of its GDPpc is compared to the price
in the local country as a proportion of its GDPpc, creating a ratio that determines how much more or
less is being paid for the same drug. A ratio greater thanl indicates that the price is higher than
expected after taking GDP into account and therefore less likely to be cost-effective. A ratio less than
1 suggests it is lower than expected and more likely to be cost-effective. The exercise is repeated for
all comparators as well. The detailed steps used to develop this benchmarking exercise can be found
in the accompanying Excel template.

The value of the ratio is the most important consideration. Ratios less than 1 suggest that an HTA
approval from the benchmark country, based on the reported price, can more reliably be
transferred to the local context. Ratios much greater than 1 suggest that an HTA approval in the
benchmark country may not be reliably transferred to the local context given the higher price paid
locally.
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It should be noted that the price analysis is merely meant to provide insight into potential pricing
differences and should be considered one part of a broader package of analyses aimed at informing
and supporting decisions. Additional analyses to adjust international cost-effectiveness estimates for
local consideration are also available as an option and are summarised below.

5.2 Treatment Cost Calculation

While price benchmarking is an important exercise, it is also important to understand the overall cost
of delivering the intervention (or comparator) of interest, given differences in dosing frequency,
typical duration of treatment, and any monitoring or concomitant treatment necessary (e.g.,
complementary drugs to use with chemotherapy). Small differences in unit price (e.g., price per pack
or injection) may grow larger when these other elements are considered. In order to fortify the aHTA,
itisimportant to determine the treatment costs of all interventions and comparators being considered
and include these figures in the final report.

As the difference in treatment cost grows larger, the clinical benefits or cost offsets would also need
to increase for the intervention to be considered cost-effective. Knowing the difference will help
anticipate the scale of benefits or cost offsets (i.e., costs avoided as a consequence of improvements
in efficacy and/or safety, which offset a proportion of the additional cost of a new healthcare
intervention) needed to render the intervention cost-effective; therefore, this analysis uses local price
data to determine the difference.

It is also important to note that the larger the difference in costs, the more likely it will be that the
intervention will have a large budget impact, as that difference will be multiplied by the number of
patients expected to receive the treatment. A large budget impact may result in a refusal to
recommend the intervention even if it appears to be cost-effective because it will not be financially
sustainable to provide.

Treatment costs can be calculated with a degree of confidence based on the following:

e The unit price of the drug (e.g., per pill or syringe)

e Size of the pack (how many units)

e Frequency of dosing (e.g., three times per day or once per month)

e Duration of treatment cycle (e.g., daily chronic therapy or one chemotherapy treatment every
28 days)

e The number of cycles recommended (for anything other than chronic therapy)

e Any changes in dosing during treatment (e.g., a loading dose)

With this information, it is possible to calculate the treatment costs per year for the intervention and
any comparator and then find the difference between the two to understand how much more or less
money the health system is likely to spend, though it does not account for any costs offsets through
displaced resource use. As noted above, the potential for cost offsets (i.e., reductions in the use of
other resources from use of the drug) should be considered when large differences in treatment cost
are observed. The Excel template can support you to carry out this analysis.
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5.3 Estimated Budget Impact

If a given intervention appears to be cost-effective, this does not necessarily imply that it is affordable
within the boundaries of the health system. Hence, an estimate of the budget impact of the new
technology is essential to assess affordability. This generally involves estimating the current spending
on the standard of care and calculating how much spending would change by introducing the new
technology.

Estimating current spending is relatively simple—the size of the population that is currently receiving
care is multiplied by the cost of standard treatment as calculated in Section 5.2. This is compared
against the costs of care following the introduction of the new technology. Given that the new
technology may not replace the existing technology completely, the new cost of care has two
components—the costs related to the proportion who still receive standard treatment and the costs
related to those who shift to the new technology. In addition, the new technology may increase access,
so an adjustment must be made to include any new candidate patients for the technology.

As with treatment costs, this is a relatively simple approach and does not account for potential cost
offsets because the data is normally not easily available.

There are several components necessary to estimate a simple analysis of the budget impact of
adopting a new technology:

A. Number of eligible patients

B. Cost of standard treatment (calculated as in Section 5.2)

C. Proportion of the population who will receive the new technology

D. Number of additional patients who will receive the new technology (e.g., subgroup that could
not access standard care but can receive the new treatment)

E. Cost of the new technology (calculated as in Section 5.2)

The budget impact is then assessed using the formula, which is explained in Figure 3 below:

Budget impact = ((((A * C) + D) *E) + ((A * (1-C)) * B)) — (A*B)

Figure 3. Approach for estimating population budget impact

World with new technology Budgetimpact

Number oi‘ patients Number oi‘ patients Number o{ patients +ve New
. . . technology
Propomt.m_ of patients 1 - propor.tlt_)n of Cost of standard increases costs
receiving new patients receiving new treatment
technology technology —ve New
- technology saves
+ Number of additional * 9
: costs
patients Cost of standard
treatment
*
Cost of new technology

For example, suppose standard treatment is currently provided to 50,000 individuals and costs $1,000
per year. That would entail that current expenditure is S50 million.

Supposing the new treatment is expected to take 65 percent of the current market, be available to an
additional 5,000 patients, and will cost $5,000 per year. Multiplying the size of the current population
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by 65 percent yields a total of 32,500 individuals. Adding 5,000 new patients raises this figure to 37,500
and multiplying the resulting number by $5,000 yields a total of $187.5 million of costs introduced by
the new treatment.

The size of the population that will continue to receive standard treatment is (50,000 multiplied by
0.35), or 17,500 individuals. Multiplying this figure by the annual cost of $1,000 yields total costs of
$17.5 million.

Together, the total costs in a world with the new technology is $205 million. Subtracting the current
expenditure of $50 million shows that there is a budget impact of $155 million of introducing the new
technology in one year.
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5.4 Optional Analyses

5.4.1 Adjusting Incremental Cost-Effectiveness Ratios to the Local Context

ICERs play a pivotal role in guiding resource allocation decisions for evidence-based decision making.
The ICER is displayed as a ratio of the difference in costs between an intervention and comparator to
the difference in health outcomes between these two treatments.?® Outcomes are most frequently
summarised as quality-adjusted life years (QALYs) or disability-adjusted life years (DALYs), which
reflect effects on both length and quality of life.

ICERs reported in studies published elsewhere offer valuable insights, but they may not always be
directly applicable to local healthcare contexts due to contextual differences in patient populations,
healthcare systems, and resource use. Decision makers need accurate information to allocate limited
healthcare resources effectively. Local adjustments help bring the ICER closer to the local value of an
intervention.

The adjustment of the components of ICERs for use in different healthcare contexts is a complex task
that requires careful consideration of various factors. Methodologies for adjusting ICERs are still under
development and include currency conversion, accounting for demographic and epidemiological
differences, and considering variations in the costs of healthcare resources.

Adjusting ICERs may assist in interpreting evidence from other countries by removing the effects of
some known parameters such as currency and relative wealth, but it is important to highlight that
they are a crude calculation that should not be solely relied upon for decision making. International
ICERs will be reflective of the difference in resource use and costs from a different country, and the
same conditions may not apply to the local context. In addition, there is no internationally recognised
standardised method of adjusting ICERs; these methods are exploratory and may add more
uncertainty to results, which is why they are optional. It is therefore important to proceed with
caution.

The following methods may be used to make separate adjustment to incremental costs and outcomes
(i.e., the difference between intervention and comparator). Only after these adjustments are made
should an “adjusted ICER” be calculated (see below).

5.4.2 Cost adjustments

Adjustment for differences in prices of healthcare

Healthcare costs can vary significantly between different countries and regions due to differences in
the availability of resources, healthcare infrastructure, and economic conditions. For instance, the cost
of medical personnel, medications, and medical equipment may differ substantially from one location
to another. Applying an adjustment factor partly helps account for these differences and brings the
cost estimates to a common baseline, although it cannot fully adjust for all potential cost differences.

This can be done by calculating the ratio of the GDPpc of the local country (country for which the
decision has to be made using adapted estimates) to the GDPpc of a comparator country (country for
which published estimates are available), and multiplying the resulting ratio by healthcare costs in the
comparator country to generate a local estimate for incremental costs. The formula below can be
used, where “I” indicates the local setting and “c” indicates the comparator country:



GDPpc (1)
Cost (c) X GDPpe (©)
Adjustment for changes in price over time (inflation adjustment factor)
Healthcare costs, like other goods and services, are subject to inflation over time. Inflation causes the
prices of healthcare resources to rise, which can have a significant impact on the cost-effectiveness of
interventions. Failing to account for inflation can lead to inaccurate cost estimates, as the real value
of money changes over time. This can be done by calculating an adjustment factor which accounts for
inflation over time from the year of published estimates (base year) to the year of decision making for
the local context (current year). The consumer price index (CPI) of the local country from the base year
to current year should be used to adjust for inflation. This adjustment would account for the erosion
of purchasing power due to inflation, allowing decision makers to make informed choices based on
current economic conditions. The formula for this calculation is as follows:

current year

Cost (base year) X CPI
base year

Using both adjustments together will provide an insight into the ICER when adjusted for differences
in country wealth and current year prices.

5.4.3 Health outcome adjustments

When considering CEAs from different healthcare contexts it may sometimes be a concern that health
outcomes, as measured by QALYs and DALYs, are influenced by both the duration and quality of life.
If there is a difference in life expectancy or health state preferences between contexts that may
potentially influence the interpretation of results from abroad then there are two potential
adjustment factors that are suggested that could assist with the interpretation of these estimates.

Adjustment for duration of life (life expectancy adjustment factor)

An adjustment factor that accounts for the variations in duration of life between the local and
comparator countries can be used. This can be computed based on the ratio of the difference in
country-specific life expectancy and the median age of onset of disease in the local country and the
comparator country. This adjustment factor recognises that the age at which a disease occurs and its
impact on life expectancy can vary between regions. Adjusting for this difference may better reflect
the specific disease burden and life expectancy patterns of the local population, although it is still a
crude adjustment. When disease-specific estimates of onset of disease are not available in both
settings, life expectancy from birth may be substituted instead. Please see the formula below, where
“I” indicates the local setting, “c” indicates the comparator country, “LE” indicates life expectancy, and
“AD” indicates age of disease onset:

LE () — AD (1)
LE (c) — AD (¢)

QALYs/DALYs (c) X

Adjustment for health state preferences (quality of life adjustment factor)

Preferences for health states, as measured by utility values, can vary among populations due to
cultural, societal, and individual factors. An adjustment can be made to use utility values that better
reflect the preferences of the local population. The intention of the adjustment is for the QALY
component of the ICERs to better align with the values and priorities of the people being served by
the healthcare system. QALYs can be multiplied by the mean of the ratios of tariff values of
corresponding health states in the value set of the local country and comparator country. Note that




this adjustment is only relevant for QALY-based analyses and requires that tariff sets be available for
both local and comparator settings. The step should be omitted if relevant information is not available.
The formula for the calculation is below, where “I” indicates the local setting, “c” indicates the
comparator country, and “UT” indicates the utility tariff:

Ut (1)
UT (c)

QALYs/DALYs (c) X

5.4.4 Adjusted ICERs

Once any adjustments have been made to costs and QALYs or DALYs, an adjusted ICER can be
calculated. This is simply the ratio of the adjusted costs to the adjusted QALYs or DALYs, using the
formulae described above, and displayed as follows:

Adjusted Incremental Costs

LGRS Adjusted Incremental QALYs or DALY s

As with any adjustments to original estimates that are complex themselves, there are pros and cons
to this approach, as listed below.

Pros:
e Produces a rough estimate of local cost-effectiveness without the need to specify a full model
e Generates a quantitative estimate of local cost-effectiveness, which can be useful for
negotiating prices with drug companies
e Adjusts for variables known to vary significantly by country

e Does not reflect differences in health-system infrastructure or clinical practice that may drive
the costs and/or effects of implementing a given intervention within the local country

e Uses simple multiplication and division, which does not reflect the uncertainty or instability in
the original estimates

e Uses calculations that add significant uncertainty to the estimate

e Produces estimates that, by seeming precise, may provide a misleading sense of accuracy to
decision makers

5.4.5 Price-adjusted ICERs

There may be situations in which it is clear that in all contexts (i.e., the settings where cost-
effectiveness data will be both transferred from and transferred to) that the price of the technology
is by far the most important driver of the results, such as with oncology drugs and treatments for rare
diseases. In these cases, it may be possible to adjust the ICER itself from other jurisdictions to the local
context using a simpler approach. The formula is shown below where ICER, is the ICER adjusted to the
country of interest, ICERp and Po are the ICER and price of the technology in the country of origin, and
Pa is the price of the technology in the country to which the ICER is being adapted:

Py
ICERy = ICERy * -~
0



This approach is a component of a methodology published by the Inter-American Development Bank?®
that also includes analyses of coverage or inclusion in benefits packages of other countries and
application of the treatment effects seen in clinical studies.

5.5 Checklists for Understanding the Transferability of Evidence

There is an important qualitative step to understanding the transferability of HTA reports to the local
setting when the PICOs and key drivers and assumptions of an HTA are compared to the local context.
An alternative option to guide this assessment is to use formal checklists to support this sort of
transfer. Most HTA transfers follow a similar process, with the aim of determining if an HTA is
applicable and generalisable or transferable to another context.

There are many checklists available for the assessment of transferability of HTAs.3® There is no gold
standard for these checklists, so in this section we provide a description of some of the commonly
used methods that policymakers may wish to employ. If a full HTA report is identified (e.g., clinical
evidence synthesis, economic evaluation, and implementation concerns), the EUnetHTA adaptation
toolkit may be most relevant since it provides checklists for multiple HTA domains as well as assistance
with searching for evidence, assessing applicability, and advice on transferability.3' However, the
toolkit is not very prescriptive and might best be considered a brainstorming tool for reflecting on
current practices. For systematic reviews, the most detailed transferability checklist is the TRANSFER
Approach.??

For rapid review aHTA, however, interest will primarily be in the transferability of economic
evaluations. Checklists of interest include the Mullins checklist,3® Welte’s checklist,?* and the
Drummond-ISPOR checklist.?* Each of these has specific features. The Mullins checklist, for example,
provides detailed guidance on specific aspects of cost-effectiveness models to consider. Welte
provides knock-out criteria for challenges to the general applicability and specific transferability of
economic evaluations, while Drummond-ISPOR provides guidance for situations in which a study
cannot be adapted or transferred. Each of these also has advantages and disadvantages, as outlined
in Table 8 below.

When transferring HTAs, systematic reviews, or economic evaluations, it is important that the quality
of the study is sufficient before consideration of transfer is made, to avoid erroneous decisions that
arise from poorly constructed models. While there is no tool for rating the quality of HTA reports, the
AMSTAR 2 rating system is available for systematic reviews.?® There are multiple tools available for
economic evaluations, but the most comprehensive and widely accepted tool is the Consolidated
Health Economic Evaluation Reporting Standards (CHEERS) Statement, recently updated in 2022,
which focuses on both completeness of description and methodological standards.3’

Table 8 outlines the domains that can be considered for transfer, the applicable quality standards and
transferability checklists, and the strengths and weaknesses of each option with regard to
transferability. As noted, there is a general trade-off in the transferability checklists between the
availability of specific and detailed guidance, and the complexity of the checklist itself.

Table 8. Summary of quality standards and transferability checklists

Strength Weakness
transferability transferability
checklist checklist

HTA Quality Transferability
domain(s) standards checklist




- Guidance from Reflective practice,

tAII fiorln:-:;s in " EUnetHTA s:adr.chirlg from . guidance on
ica studies to assessin i
ol adaption toolkit o : adaptation less
reports transferability detailed
- Multiple domains
- Detailed guidance on - Complex and lengthy
Safety and TRANSFER transfer
3 AMSTAR 2
effectiveness Approach - Framework to

involve stakeholders

General and specific Limited guidance on
Welte’s knock-out criteria adaptation of EE

checklist - Applies to model-
and trial-based EEs
f:ssttf and CHEERS Statement - Additional guidance Complex and lengthy
(2022) Drummond- if transfer not

ffecti
effectiveness ISPOR checklist possible

Supported by ISPOR
Mullins Detailed guidance on - Applicable to model-
checklist model elements based EEs only

Note: EE = economic evaluation.

In addition to the specific advantages and disadvantages, there are general concerns with using
transferability checklists that must be considered. First, a high-quality study that is poorly reported or
documented may be excluded, while a study that has complete descriptions but major challenges in
structure or data may be included.3” In addition, even the most comprehensive checklist cannot reveal
every element that may be of concern for transfer.38

We recommend that any agency conducting aHTA and using transferability checklists integrate
safeguards into the process. For example, clinical experts, patient representatives, and others can
provide an external transferability review to identify situations in which the transfer might be doubted
because of differences in the conclusions of a transferred study relative to observations regarding
clinical practice or care delivery in the local setting.

Nevertheless, the use of transferability checklists has the potential to screen in useful information and
screen out data that may not be usable in the local setting. Careful use of these checklists can speed
up aHTA processes and avoid duplication of effort.

Pros:
e Systematic measure of transferability
e Might increase confidence in using the results

e Takes time to conduct and, depending on the level of detail of the checklist and need for
prework, may not be as rapid

e Might miss certain crucial nuances since HTA evidence is bespoke and tailored to the decision
problem



6. Synthesising Evidence and Making Recommendations

Once extraction of the information from HTA reports and cost-effectiveness studies is finished and
interpreted, and supporting analyses of interest are completed, the full evidence package should be
synthesised. The intent is to provide a comprehensive view on the accumulated information on the
clinical benefits, risks, cost, cost-effectiveness, and potential budget impact of the intervention under
review; any uncertainties that should be considered; and ultimately, a summary judgement regarding
the appropriate decision on the intervention for the local setting. The sections below provide a step-
by-step guide to the key elements of the assessment.

6.1 Background on Topic and Rationale for aHTA

The assessment should begin with background information on the disease in question, its
epidemiology in the local setting, the current burden of the disease, and how the intervention of focus
might address the burden. The rationale for aHTA should then be described in detail, including how
the criteria set forth in Section 2 were fulfilled.

6.2 Summary of Findings from HTA Reports and Economic Evaluations

6.2.1 Clinical benefits and risks

Given the need for efficiency in a rapid review aHTA and the steps already taken to ensure a match
in scope, there is no need to conduct an exhaustive review of the clinical evidence from available
HTA reports. Instead, a brief summary should be generated from the HTA reports on the following
elements:

e The main clinical benefits of the intervention relative to the comparator

e The main safety risks or concerns identified for the intervention

e The HTA conclusions regarding the magnitude of the clinical benefit to patients
e The level of confidence or certainty in the evidence available

Of these, the level of confidence or certainty may be the most difficult to estimate. Some HTA
reports will explicitly describe this or provide guidance on it in the rating system they use for clinical
effectiveness (e.g., evidence ratings in France and the United States).39,40 Others may not be as
clear. State any concerns with the level of confidence in the estimates of clinical benefit and if it is
anticipated that the potential changes could be meaningful. All concerns with the confidence of the
results should be captured in the reporting.

6.2.2 Likely cost-effectiveness

Given that economic evidence will likely have been adjusted or transferred from the comparator
studies to the local setting, summarising the economic evidence will be a more detailed exercise. The
first step will be to summarise the conclusions from the available HTA reports that include a CEA as
well as any published economic evaluations. These can be simply categorised as follows:

e Not cost-effective (at the price considered in the original HTA)

e Cost-effective (at the price considered in the original HTA)
e Insufficient data to determine cost-effectiveness
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Next, the results of the price benchmarking and treatment cost analyses should be summarised. As
described in the previous sections, the results of these analyses are reasonably straightforward and
can be simply catalogued. For price benchmarking, the ratio should be provided and the two
categories specified:

e Adjusted local price lower than or as expected (ratio less than or equal t01.0)
e Adjusted local price higher than expected (ratio greater than 1.0)

For treatment cost calculations, the focus is on the difference in estimated local costs between the
treatment and comparator. While there is no clear threshold for this difference, it can be simply
catalogued as:

e Small differences in cost between treatment and comparator
e Large differences in cost between treatment and comparator

As with a price benchmarking ratio of greater than 1.0, large differences in cost will make it difficult
to achieve a cost-effective conclusion in the local context.

Finally, the results of any adjusted CEAs can be summarised. The details of the method selected should
be provided, as well as the rationale for the decision to transfer (including checklist results if this
option is taken). Original and adjusted ICERs should be included. Adjusted results can be compared to
alocal threshold (where available) that represents the willingness to pay for gains in health in the local
context. ICERs close to or below the threshold can be considered to represent potentially cost-
effective uses of the local budget and resources, while those above the threshold would likely not be.
It should be noted, however, that the adjusted ICERs are all the result of some extrapolation and
therefore likely not as precise as findings from a de novo model constructed for the local context.

If a standard threshold for health investments does not exist locally, there are resources available with
country-specific threshold estimates. For example, researchers at the University of York used data on
government expenditures, mortality, morbidity, epidemiology, and demographics to estimate
improvements from health from a small increase in government expenditures across 120 LMICs and
generated cost-effectiveness thresholds accordingly, ranging from near SO per DALY averted to nearly
$18,000.4* A more recent effort tied thresholds in 174 countries to growth trends in health
expenditures and life expectancy, and also found significant variability, from $87 per QALY gained in
the Democratic Republic of the Congo to $95,958 in the United States.*?

6.2.3 Budget impact

As described earlier, budget impact is also an important consideration that is related but clearly
distinct from cost-effectiveness. A valuable therapy on an individual basis may be nevertheless
unaffordable when made available to a large population. The local health system should determine a
clear threshold for what would be considered an absorbable budget impact given the current status
of budgets and other system constraints. Any estimate above this threshold should be labeled a
significant budget challenge.

6.3 Key Uncertainties

Finally, a separate evaluation should be made of the key uncertainties presented by the available data.
From a clinical perspective, challenges in study design and conduct such as small sample size, use of
surrogate endpoints with an uncertain relationship to key outcomes, short-term follow-up, and
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crossover trial design may all contribute to uncertainty in assessment of the results and conclusions.
Other concerns, such as strong treatment effect observed in a placebo or standard care control group,
may limit understanding of the magnitude of benefit.

From a cost-effectiveness standpoint, uncertainties may arise around the impact of drug prices,
treatment effects, and other objectively defined parameters, and may also be manifested in
assumptions required, such as the wrap-around services required for a technology, subsequent
treatment in the case of lack of efficacy or adverse events, extrapolation of clinical trial endpoints to
longer-term outcomes, and the like. Uncertainties may also arise from ICER adjustment. Cost offsets
realised in the country of origin may not be feasible locally due to differences in clinical practice, for
example. An oncology product may be followed in sequence by another agent that is not available in
the local context, or the comparator’s pricing may be different than expected. Such uncertainties
should be noted in both general terms as well as in consideration of the adjusted ICERs.

A complete description of the uncertainties observed and their relation to the level of confidence in
the conclusions, the need to monitor for new evidence and/or update the review in the short term,
or other concerns should be documented.

A summary assessment of the generalisability of the findings to the local context should also be made.
Along with strength of evidence, a generalisability assessment speaks to the likelihood that something
close to the observed treatment effect will be realised locally. This summary should focus particularly
on the key drivers of the CEA. If key drivers are strongly affected by generalisability concerns, concerns
then the rapid translation of the HTA findings to a specific local context may not be possible, and a full
HTA may be required.

6.4 Summary Table

To support decision makers, it may be helpful to summarise all the preceding evidence synthesis and
analysis in a single table, including its implication for the local country in which the aHTA is being
conducted. An example is given here from Indonesia in Table 9, focusing on the anticancer therapy
pembrolizumab for non-small cell lung cancer.

Table 9. Summary of findings (edited example from Indonesia)

Analysis and theme Finding Implication for cost-effectiveness in
Indonesia

Review of international None of the HTA agencies Not likely to be cost-effective in Indonesia

HTA decisions recommended pembrolizumab at the

initial submitted price.

Transferability of costs: In Indonesia, approving pembrolizumab Less likely to be cost-effective
staging will require an introduction of staging

tests. This change to current practice

and resource use will drive up costs

Transferability of The major driver of QALY gain was Neutral
outcomes progression-free survival, and there is

no reason to believe that the clinical

benefits would not transfer to

Indonesia.
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Major uncertainties The likely average time on treatment is
unknown and is a major cost driver. The

Time on treatment impact of clinical management in Unknown
Indonesia on the effect on time on
treatment is unknown.

It is possible that patients in Indonesia Less likely to be cost-effective
may present later and be less healthy

than in the trial—and this could

potentially reduce the predicted clinical

benefit of pembrolizumab.

General health of patients

Economic evaluation The results of the economic evaluations | Less likely to be cost-effective
results appeared to broadly support the

findings of the HTA agencies that

pembrolizumab is unlikely to be cost-

effective in Indonesia.

Potentially, the incremental QALYs Less likely to be cost-effective / neutral
generated in Asian countries were

slightly lower, but this could have been

due to modelling assumptions, and the

values were still in a similar range to

those in Canada.

The economic evaluation from Neutral
Singapore found no evidence for a

difference in pembrolizumab’s

effectiveness based on ethnicity,

suggesting that the clinical outcomes

are transferable to Indonesia.

Price benchmarking Indonesia is paying more for Less likely to be cost-effective
pembrolizumab than the list price of
other countries relative to GDPpc.

Indonesia is paying more for the More likely to be cost-effective
comparator than the list price of other
countries relative to GDPpc.

Adapted budget impact The additional cost of pembrolizumab -
per patient above each 6-cycle
chemotherapy regimen would range as
follows:

e 12 cycles
Rp. 299,978,699 to Rp.
311,619,765

e 35cycles
Rp. 926,429,734 to Rp.
938,070,799

2,748 patients are potentially eligible for
pembrolizumab, but no data is available
for market share of competitive agents.

Other considerations

Feasibility of resource use = As patients take pembrolizumab for Less likely to be cost-effective
longer than the typical duration of
chemotherapy, there will be additional
use of facility and staff time.
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6.5 Recommendations

Once all elements of the aHTA have been collated and summarised as described in the sections above,
a summary recommendation should be made. In most settings this will be done by a committee tasked
with reviewing the evidence and deliberating on the best path forward. While best practices for
committee structure and the deliberative process are outside the scope of this guide, there should be
consideration of committee composition and management of potential conflicts of interest, processes
for stakeholder engagement and inclusion, the approach taken to deliberation (e.g., voting vs.
consensus), transparency in documentation and communication, and a process for appeal of the
decision or recommendation. Published guidance on the key elements of HTA deliberation is
available.*4

The form of the recommendation to a decision maker or an independent appraisal committee can
vary. Most commonly, four possible recommendations are made, as shown below:

e Adopt: The treatment should be adopted without limitation.

e Adopt with limitations: The treatment should be adopted, conditional on limiting activities
such as price negotiation, prioritisation for a subset of candidate patients, or other limitation.

e Do not adopt: The treatment should not be adopted.

e Further research required: There are too many uncertainties regarding implementation at
this point, so the decision should be tabled without any recommendation until additional
information is obtained or full HTA is commissioned.

A recommendation to adopt is typically made when there is confidence in the magnitude of clinical
benefit and reasonable certainty in the available evidence, the intervention is likely to be cost-
effective at the current price in the local context, and the budget impact is absorbable. A
recommendation to adopt with limitations may be made when the budget impact is felt to be a
challenge, the price is higher than expected, the clinical benefits seem to be concentrated in an
identifiable subgroup of patients, or other concerns. A recommendation of “do not adopt” will most
often occur when the treatment far exceeds any consideration of cost-effectiveness at current prices.
Finally, the evidence base may be too small or contain significant uncertainty, in which case the
decision may be postponed until additional evidence is generated or a full HTA is commissioned to
provide definitive answers.
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7. Limitations and Conclusion

There are a number of limitations of aHTA that should be noted.* For one, transferring cost-
effectiveness results generated elsewhere adds uncertainty to an analysis that may already have key
uncertainties associated with it. In addition, the process of adapting an international HTA to the local
setting may require significant clinical and health-system expertise to understand how the results may
or may not apply to the local setting, which may in turn raise implementation, equity, or other
concerns. Finally, international evidence might have limited transparency due to the use of
confidential data in HTA processes, publication bias favoring positive cost-effectiveness findings, or
other concerns.

Despite these limitations, the aHTA framework is a rapid and pragmatic way of generating evidence
for decision making and is an important option in settings without the resources or political support
to perform HTA on a large scale. If HTA evidence cannot be generated within the necessary time frame,
aHTA analysis provides an alternative to using no economic evidence at all. It should be considered a
supplementary process, not a substitute. Ultimately, there is a trade-off between the need for
evidence and the available capacity and time to generate said evidence that aHTA can assist with.

The framework collates the available international evidence on the potential clinical and economic
impact of a new technology and presents it in a format that facilitates decision making, is transparent,
and allows the wider public to understand the process followed as well as the context in which the
decisions are made. This will allow for more evidence-based decision making that can lead to more
efficient health systems.
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Further Resources

General:

e Adaptive Health Technology Assessment (video).

e Adaptive Health Technology Assessment to Facilitate Priority Setting in Low- and Middle-
Income Countries by Nemzoff et al.

e Assessment of Generalisability in Trials of Health Interventions: Suggested Framework and
Systematic Review by Bonnell et al.

e Considerations for Transferability of Health Technology Assessments: A Scoping Review of
Tools, Methods, and Practices by Heupink et al.

e Evidence-Informed Update of Argentina’s Health Benefit Package: Application of a Rapid
Review Methodology by Alcarez et al.

e Limitations of HTA (Avoiding Health Technology Assessment: A Global Survey of Reasons for
Not Using Health Technology Assessment in Decision Making by Teerawattananon et al.)

e Rapid Priority Setting in Low- and Middle-Income Countries (CGD blog).

e Technical Document on Transferability of Cost-Effectiveness Methods and Evidence (working
draft) by WHO DECIDE Network Cost-Effectiveness Data Across Settings (CEDAS) Working
Group.

e WHO'’s recent survey on HTA and health benefits packages

Country specific:

e Canada: https://www.cadth.ca/about-cadth/what-we-do/products-services/rapid-response-
service

e England/Wales: https://www.nice.org.uk/process/pmg36/chapter/introduction-to-health-
technology-evaluation

e EUNetHTA adaptation toolkit- https://www.eunethta.eu/wp-
content/uploads/2011/01/EUnetHTA adptation toolkit 2011 version 5.pdf

e Ireland: https://www.ncpe.ie/submission-process/process-flochart/

e Netherlands: https://www.zorginstituutnederland.nl/over-ons/werkwijzen-en-
procedures/evaluatie-effecten-producten-zorginstituut

e Philippines: https://hta.dost.gov.ph/philippine-hta-methods-guide/

e Romania: https://linkinghub.elsevier.com/retrieve/pii/S016885101300208X or full report:
https://media.hotnews.ro/media_serverl/document-2012-03-15-11748944-0-raportul-
institutului-nice-engleza.pdf

e South Africa https://knowledgehub.health.gov.za/elibrary/health-technology-assessment-
hta-methods-guide-inform-selection-medicines-national

e Thailand: https://www.hitap.net/en/documents/165667

e Tunisia: https://www.ispor.org/heor-resources/more-heor-resources/pharmacoeconomic-
guidelines/pe-guideline-detail/tunisia

e United States: https://icer.org/our-approach/methods-process/

Economic evaluation methods

e Methods for the Economic Evaluation of Health Care Programmes (textbook) by Drummond
et al.

e Decision Modelling for Health Economic Evaluation (textbook) by Briggs et al.

e Guide to Economic Analysis and Research (GEAR) Database, HITAP
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e Plant-A-Tree (open-source Microsoft® Excel Add-In), Saw Swee Hock School of Public Health
at the National University of Singapore and HITA
e The iDSI Reference Case for Economic Evaluation, by iDSI
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