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ABSTRACT

All health systems face the challenge of managing and allocating limited resources for health. "A Roadmap for
Systematic Priority Setting and Health Technology Assessment (HTA)" advocates the use of health technology
assessment (HTA) in low- and middle-income countries (LMICs) to determine the value of a health technology
(e.g, a drug, medical device, diagnostic test, medical procedure) at different points in its lifecycle. The purpose is
to inform decision making to promote an efficient, equitable, and high-quality health system.

We structured this document using an adapted stages model of policy processes, including agenda setting,
policy formulation, adoption/implementation, and impact evaluation. However, health-related policy making
is not always a straightforward process, and overlapping and non-linearity of these stages may occur. This
structure will help implementing partners navigate the political process of institutionalizing HTA.

This document aims to go beyond listing capacity building needs and cross-country, cross-comparing HTA.
The introduction illustrates the need for explicit priority setting to achieve universal health coverage (UHC),
presents general definitions relevant for priority setting and HTA, and summarizes the history and evolution of
HTA in different settings.

In Chapter 2, we explore the policy process for successfully implementing HTA.VWe present a variety of
policy analysis tools for partners in seizing or creating windows of opportunity for HTA policy action.These
instruments also help characterize the content, context, and processes conducive to high-quality HTA and the
involvement of stakeholders throughout the formulation and implementation stages of the intervention.

The policy formulation and adoption/implementation stages (Chapters 3 and 4) inform when, why, and how
best (pragmatically) to incorporate HTA into existing health systems.We present some principles of best
practice for HTA, address common methodological considerations, offer practical solutions to address these
challenges, and indicate some useful capacity-building approaches for both HTA doers and users.

The impact evaluation stage in Chapter 5 discusses potential frameworks for monitoring and evaluating the
impact of HTA implementation. We highlight the importance of measuring HTA's overall impact to secure its
long-term political support and funding.

Lastly, we present conclusions and recommendations and discuss the policy implications for LMICs. This

is particularly addressed to the US Agency for International Development Medicines, Technologies, and
Pharmaceutical Services (MTaPS) Program, led by Management Sciences for Health and its partners.We also
present next steps for proof-testing the proposed framework for HTA institutionalization in LMICs.

In developing this document, we conducted a systematic literature review of approaches to HTA
implementation and institutionalization in LMICs.We tested our main assumptions and refined our findings
through multiple rounds of additional input and feedback from HTA global experts and LMIC stakeholders.
Further refinement through in-person workshops is planned for 2020 and 2021.

Health care resource-allocation decisions are complex and involve the assessment and appraisal of the best
available evidence, keeping in mind societal values and other contextual considerations. The global momentum for
HTA presents a window of opportunity for advancing the HTA agenda in LMICs; however, neither HTA reports
nor the results of economic models or cost-effectiveness analyses should be used blindly in decision making.
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DEVELOPING A ROADMAP FOR HTA POLICY

All' health systems face the challenge of managing and distributing limited resources to meet their population’s
health needs. "A Roadmap for Systematic Priority Setting and Health Technology Assessment (HTA)" advocates

the context-sensitive use of health technology assessment (HTA) in low- and middle-income countries (LMICs),
which is a multidisciplinary process that uses explicit methods to determine the value of a health technology (e.g, a
drug, medical device, diagnostic test, medical procedure) at different points in its lifecycle. The purpose is to inform
decision making to promote an efficient, equitable, and high-quality health system.

We adapted the stages (heuristic) model of the policy process [|] to characterize the basic elements of dynamic
policy making for HTA (figure I). The roadmap is accordingly structured around the four main stages of this
process: agenda setting, policy formulation, adoption/implementation, and impact evaluation. Because health-related
policy making is not always a straightforward process, some stages may overlap, or non-linearity of these stages
may occur. The heuristic approach we follow is expected to be applicable with certain degrees of variation to both
democratic and more authoritarian regimes.

Figure I:A framework for institutionalizing HTA
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There is global momentum for using HTA to advance sustainable universal health coverage (UHC), presenting
an opportunity for policy action in LMICs. Our roadmap goes beyond a description of capacity-building needs
and a comparison of HTA institutions, methods, and processes in different settings. Its overall goal is to provide
implementing partners in LMICs with resourceful tools for leveraging that opportunity to advance HTA use.

In Chapter |, the need for explicit priority setting to achieve UHC is presented, and general definitions of
priority setting and HTA-associated concepts are provided. The introduction also features the history and
evolution of explicit priority setting and HTA in different settings.

In Chapter 2, the importance of the policy process (political economy) for successfully implementing HTA
policies is explored.We describe the potential usefulness of Kingdon's policy streams model for seizing or
creating windows of opportunity for HTA policy action.We also elaborate the Gilson and Walt policy triangle
(content, context, process) and stakeholder analyses that could be used to advance explicit priority setting and
HTA to the stages of policy formulation and adoption/implementation.

Policy formulation is described in Chapter 3. It includes the features of situational, legal frameworks,
institutional arrangements, and regulatory landscape analyses to inform when, why, and how best to incorporate
HTA within existing health systems.We also provide insights on best practices for HTA beyond the features of
comparative safety, efficacy, effectiveness, and cost-effectiveness as stakeholder perceptions and engagement,
transparency, communication, ethical, social, cultural, legal, organizational, and environmental aspects, as well as
wider implications for the patient, relatives, caregivers, and the population and equity considerations are also
relevant.

Chapter 4 covers HTA adoption/implementation, considers methodological guidelines and reference case
development, the need to customize processes and methods, and the implications of using cost-effectiveness
thresholds in isolation in LMICs without considering other relevant factors.We also discuss HTA best practice
and argue that capacity building should first assess, and then leverage existing capacities. The aim here is to
close the HTA knowledge gaps among doers and users.

The last stage of the policy process, impact evaluation, is considered in Chapter 5.We outline various
monitoring and evaluation frameworks for HTA implementation and identify performance indicators, measuring
baseline performance, and scaling data collection processes.This chapter also stresses the importance of early
measurement of HTA's overall impact from to secure political support and funding.

The final chapter presents conclusions, policy implications, and next steps for proof-testing the proposed
framework to further institutionalize HTA in LMICs.

In preparing this document, we conducted a systematic literature review to gather evidence on approaches
for implementation and institutionalization of HTA in LMICs. The first round of searches was limited to articles
published in English, French, and Spanish as of December 2019; we identified additional records through

other sources until April 15, 2020. In total, the database searches identified 18,599 records, of which | 1,559
were eligible for abstract review and 1,597 for full-text review. The first qualitative synthesis for this roadmap
included 262 articles (Annex ). Following data refinement, preliminary test of the main assumptions of the
roadmap, and additional input from HTA global experts and LMIC stakeholders, we identified an additional 42
documents. A total of 304 articles were included in the qualitative synthesis (Annex 2).
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CHAPTER 1
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According to the World Health Organization (WHO), the critical output of the principles of universal
health coverage (UHC) is that all people and communities can use the health services they need,

in sufficient quality to be effective, while ensuring that users of these services are not exposed to financial
hardship [1]. UHC has become one of the ultimate goals of the Sustainable Development Goals as it not only
provides financial protection to the population but also ensures access to essential quality health services [2].
Health systems around the world are advancing UHC at variable speeds due to resource concerns, political

dynamics, and other competing challenges.

As countries move toward achieving UHC, there is an increasing need to ensure the effective management
and allocation of finite resources as the demand for health care services grows. However; in many countries—
particularly low- and middle-income countries (LMICs)—priority setting for health typically consists of an ad
hoc process that lacks transparency and is not capable of addressing and dealing with the competing interests
of governments, donors, and other stakeholders [3].

Achieving financially sustainable and granting effective UHC represents a major challenge, particularly among
resource-constrained settings that lack the ability to mobilize additional domestic funding for health and

have limited capacity to efficiently allocate available resources and a limited tradition of engaging relevant
stakeholders throughout the priority-setting process. Therefore, setting priorities in an explicit manner is critical
and costs, quality of health care, and explicit consideration of those who will be affected by decisions need to

be balanced throughout this dynamic process [4].

The history and evolution of health technology assessment (HTA) matter for those interested in advancing
systematic and more transparent processes to inform resource allocation decisions in different settings.
Therefore, this chapter summarizes experiences from high-income countries (HICs) that have successfully
institutionalized HTA and reports on the current status of priority setting and HTA in different regions around
the globe, with a special focus on LMICs. This chapter also presents past and current global endeavors for HTA.

[.1 IMPORTANT CONCEPTS

Priority setting can be defined as a discussion aimed at consensus building, even as a contested process

of political nature [5]. It involves making choices based on a ranking that utilizes systematic rules for the
distribution of limited health care resources among competing priorities [6]. As WHO recommends, countries
seeking UHC should be accountable to the populations they serve [7]; hence, priority setting should be
explicit and ensure that those making the decisions are known and accountable and that they use clear rules
and robust methods for assessing health technologies transparently, inclusively, and independently [8].

Successful priority setting is a desirable goal for decision makers, but there is no agreed definition of successful
priority setting [9]. Different disciplines offer their own perspective, defining successful priority setting through
values such as efficiency, equity, or justice, and priority setting can be based on health economics, policy
approaches, or evidence-based medicine [9]. Priority-setting frameworks can help decision makers throughout
the process, but priority setting involves the adjudication between many values, and people will disagree about
which values should dominate. When relevant values conflict, decision makers must develop context-sensitive
agreements to achieve their priority-setting goals [9].

According to an international joint task group convened in 2019 by the International Network of Agencies
for Health Technology Assessment (INAHTA), Health Technology Assessment international (HTAI), and other
organizations, HTA is defined 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 efficient, equitable and high-quality health system” [10].

2 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



According to a recent publication [I ], HTA could have several applications for informing decision making,
ranging from informing priority setting to purchasing and quality improvement (figure 2). Nonetheless, the
scope of this roadmap is narrower, focusing mainly to support LMICs to establish systematic priority setting
for resource allocation decisions (across delivery platforms, programs, and technologies). Resource allocation
decisions could pertain to identifying best-buy investments for essential medicines lists, designing health benefit
packages and identifying the best-buy of public health interventions, and designing investment cases for donors
in different disease areas.

In all cases, the HTA process provides managed space for stakeholder engagement and fostering legitimacy.
With adaptations, the scope of application of this roadmap could also be expanded to inform purchasing and
quality improvement decisions.

Figure 2. HTA: Several applications for informing decision making

* Assisting early research and
development (R&D) priority-
setting for product development

* Supporting resource allocation
decisions acorss delivery

platforms, programs and Rurchasing
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Source: O'Brien et al, 2019 [12]

.2 CATALYSTS FOR HTA ADOPTION

The practical reasons for any country to adopt and institutionalize HTA vary. They include a need for evidence-
based and resource allocation decision making support; improving credibility, accountability, and transparency
of the decision making process itself; and interest in providing better-quality health services [|3—17]. Initiation
models for HTA could be top-down (distilled from political interest); bottom-up (driven by academic/research
interest), or both (converging) [ 7]. HTA driven by political forces generally has a shorter time to initiation than
HTA initiated by academia [ I3, 14, I 7].

Figure 3 illustrates the potential drivers of HTA development and use, such as availability and quality of data,
having/lacking an implementation strategy, cultural aspects, local capacity, financial support, policy/political
support, globalization, stakeholder pressure, health system context, and usefulness [ 18].
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Figure 3. Emergent drivers for the development and use of HTA
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During the 1960s and 1970s, Organization for Economic Cooperation and Development (OECD) countries
started realizing the challenges of providing quality health care within the resources available. Health
expenditures were rising, while the demand for new and innovative technologies continued to increase [ 13, 16,
19-217. However, the incremental health benefits did not match the increased expenditure on and diffusion of
these medical technologies [ 16,20, 21].This led to a series of reforms in Western European countries, Canada,
Australia, and the United States, which began in the mid-1970s and lasted to the 1990s.

Advances in science also increased data on system performance and produced higher-quality scientific evidence
[217. During this time, Dr. Archie Cochrane published his book on safety, efficacy, and effectiveness, which laid
the foundation for evidence-based medicine, a fundamental component of HTA [19]. All of these factors may
have played a role in HTA initiation in HICs.

.3 GENESIS AND HISTORY OF HTA

The first technology assessment institution, although not exclusively health related, was the Office of Technology
Assessment (OTA), established in the US public sector in 1972 to inform the US Congress of the advantages
and disadvantages of newly developed technologies that started assessing health programs in 1975 [19] and
became attractive to other Western countries that were similarly dealing with imperfect and asymmetric
information to make decisions. From the mid-1970s to late 1990s, Austria, Australia, Denmark, France, Germany,
the United Kingdom, the Netherlands, and Sweden created similar institutions [ 1 3—17, 19-22] (figure 4).
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Figure 4.Timeline of establishment of first set of HTA agencies
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In the pioneering countries before 2000, the foundations of HTA as a policy solution had already been
established over several years (indicating the incremental nature of the policy process). The governments
already had institutional structures, an engaged academia, and a science-oriented community of other
stakeholders in place that were geared toward research and evidence generation and use. In many cases,
the top-down interest of politicians and policy makers merged with existing academic interests, leading to a
converging mode of HTA initiation [13, 14, 16, | 7,21,22].

.4 THE EVOLVING LANDSCAPE OF HTA IN DIFFERENT SETTINGS

Almost all HICs and OECD members have implemented HTA methods and processes within their health
systems. Recent examples of HTA agencies in the developing world have emerged in Latin America, North
Africa, Eurasia, Central and Eastern Europe, and Asia [ |3, [4]. According to INAHTA, 51 HTA member agencies
support health-system decision making, affecting more than | billion people in 32 countries around the globe;
however, the total number of HTA-producing organizations beyond INAHTA affiliates is much higher [15].

1.4.1 CENTRAL AND EASTERN EUROPE

As the European Union (EU) gained momentum, HTA became a topic for coordination and harmonization in
member states [|3]. In 1988, the EU formulated the transparency directive, stating that pricing of health care
services and technologies needed to be done in a transparent, systematic, and verifiable manner [13, 23]. As
Central and Eastern European countries have joined the EU, they became bound by European Commission
regulations, including the transparency directive. For nearly three decades, the EU has invested in HTA research,
coordination, collaboration, and capacity-building activities for its member states. This has produced the
EUR-ASSESS, HTA-EUROPE, European Collaboration on HTA (ECHTA), and the European Network for HTA
(EUnetHTA) [13]. All of these measures were critical in strengthening the capacities of existing members and in
promoting and scaling up HTA in the next wave of countries in Central and Eastern Europe to join the EU.

CHAPTER 1: INTRODUCTION 5



Central and Eastern European countries that are now part of the EU or being considered for accession

have seen higher, albeit varying, degrees of success in the scale up and institutionalization of HTA. Many

have adopted pragmatic models for HTA implementation and utilization, in which countries benchmark

and transfer HTA results from other jurisdictions for use in their own decision making—an approach with
subsequent transferability limitations. These include Hungary, Poland, and Slovakia, which have legal and
institutional frameworks that require HTA to be used for determining pricing and reimbursement of health
care technologies [24—27]. Between 201 | and 2015, EU members such as Croatia, Bulgaria, Lithuania, and
Romania introduced HTA [27-34]. Other countries, such as Serbia, have not had EU-sustained incentives or
support to scale up HTA more rapidly [35-37].

Ukraine established its HTA Department under the State Expert Center, a state enterprise of the Ministry of
Health (MoH), in January 2019 after continuous support from the US Agency for International Development
(USAID). Turkey, now being considered for EU membership, established three state-level HTA authorities,
albeit with different levels of coordination, limited guidelines, methodology harmonization, and number of HTA
reports developed. However, only one of these three authorities is still in operation. Nonetheless, given the
incentive to join the EU, both Turkey and Ukraine are investing in building their own capacities for HTA through
academic programs and continued support and, in the case of Ukraine, from USAID and the Safe, Affordable
and Effective Medicines for Ukrainians (SAFEMed) program [38, 39].

1.4.2 LATIN AMERICA

As HTA began to take a foothold in HICs, the Pan American Health Organization (PAHO) initiated a
technology development unit in the 1980s and supported regional workshops on the subject going into the
late 1990s [13,40]. This development, in addition to Latin American countries’ engagement in broader health
sector reforms in the 1990s, fueled interest in using HTA [ 3, 40]. This interest coincided with the World Bank’s
agenda of promoting the concept of minimum benefits packages of health care to support countries’ explicit
priority setting [40].

Beginning in 2000, PAHO designated HTA as an essential public health function, and some academic institutions
in the region began HTA studies. PAHO also started helping countries think about their potential HTA
strategies, train experts, and promote international collaboration. [ 13, 40]. By the mid-2000s, Argentina, Brazil,
Chile, and Mexico had developed agencies and strategies focused on HTA institutionalization [ |3, 40].

The role of RedETSA (HTA Network of the Americas), established by PAHO in 201 | and aimed at promoting
regional collaboration, has been important. PAHO championed the first regional resolution on implementing
HTA among member states in 2012, which created political momentum for WHO's World Health Assembly
Resolution 67.23 on HTA in 2014 that further emphasized the use of HTA globally. Over the past decades, the
Inter-American Development Bank (IADB) has published several influential documents and supported many
Latin American countries to introduce more systematic and transparent processes for setting priorities and to
update publicly funded benefit packages.

* Mexico. Mexico has a long history of HTA after one of its policy champions was engaged with OTA when
it was established in the United States in the early 1970s. Since the 1980s, several research and academic
institutions have developed HTA reports and evaluations on the use of health technologies in Mexico [37].
In 2004, Mexico established the National Center for Technological Excellence in Health (CENETEC) as its
national HTA agency [41].

 Chile. Chile set up a department for HTA within the MoH in 1997 that used principles of evidence-
based medicine to develop a national benefits package [40, 42]. In 2013, it set up a national commission
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that created a proposal for an independent HTA agency [42]. Nevertheless, Chile's use of HTA has been
intermittent over the last decade.

* Argentina. The Institute of Clinical Effectiveness and Health Policy (IECS), an independent not-for-profit
HTA agency, was established in Argentina in 2002 [43]. Since its establishment, IECS has been supporting
capacity building throughout Latin America and developing HTA reports that have informed decision
making in Argentina and neighboring countries.

Brazil. In 2003, the National Health Surveillance Agency (ANVISA) established an organizational unit for
HTA that operated for more than a decade. Brazil started developing a strategy for HTA in 2006 and
created a commission for HTA, which was the precursor to the current agency, the National Commission
forTechnologies Incorporation to the Unified Health System (CONITEC). CONITEC was established in
201 | to advise the MoH on decisions related to adoption, disinvestment, or changes in the use of health
technologies as well as on the development or update of clinical protocols or therapeutic guidelines [44].

* Colombia. Colombia also set up a national HTA agency, the Institute of Technology Assessment (IETS), in
2012 with technical and financial support from the IADB and UK's National Institute for Health and Care
Excellence (NICE) International [14]. IETS is in charge of informing the Colombian government on the
value of technologies to be listed or delisted from the publicly financed benefits package. The institution
is also in charge of developing, adapting, and endorsing clinical protocols and clinical guidelines. In recent
years, there has been a growing interest in using HTA principles to inform centralized negotiations and
risk-sharing agreements [ 14].

e Others. Countries like Uruguay, Costa Rica, Peru, and Ecuador have also introduced at various levels of
development the principles and methods of HTA to inform benefits package design and coverage within
their national health insurance payers. However, in many parts of Central America and the Caribbean
(other than Costa Rica), the level of HTA implementation is still limited.

The implementation of HTA has had varying degrees of success in terms of rigor and linkage to decision
making in Latin America. While guidelines for HTA and/or economic evaluations exist in most countries,

the lack of local data combined with low methodological rigor limit the quality of HTA reports in some

of these settings. Although evolving, countries often still use reports from other jurisdictions, including

those from Europe, to determine recommendations on inclusion or exclusion of health technologies on
reimbursement lists [45]. As is the case with the Central and Eastern European countries, pragmatic HTA
models (benchmarking and transferring assessment results from other contexts) are still being used in many
places; however, unlike the Central and Eastern European countries, the use of such pragmatic approaches is
not explicitly stated in country legislation.

In recent decades, different countries within this region have passed reforms or endorsed legislation enshrining
health as a human or fundamental right; this has empowered citizens to challenge their health systems via
judicial claims (i.e., acciones de tutela, recursos de amparo, medidas de proteccion) in terms of coverage and
reimbursement for treatments that were not considered as part of publicly funded benefit packages and not
initially budgeted for [14, 44]. The lack of robust methods to conduct and appraise HTA and a limited tradition
of transparency that leads to coverage denials further add to this issue.

1.4.3 ASIA

A handful of countries in Asia have implemented HTA or the principles of HTA; however, the literature did
not indicate long-term engagement of regional agencies such as WHO or the Asian Development Bank on
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priority setting or HTA. However, recent efforts led by the Bill & Melinda Gates Foundation; Wellcome Trust;
UK Department for International Development (DFID); HTAI; and other donor-funded platforms, such as the
International Decision Support Initiative (iDSI) and the Government of Japan-United Nations Development
Program-backed Access and Delivery Partnership, have strengthened local capacity and promoted HTA in
the region.

HTAsiaLink, a network of HTA agencies in Asia, was established in 201 | to strengthen individual and
institutional HTA capacity, reduce duplication and optimize resources, and share HTA-related lessons among
members. The network has also initiated several joint research projects, raised awareness of the importance
of HTA within the region and beyond, and gained global recognition while establishing relationships with other
global networks [46].

* Malaysia. The Malaysian Health Technology Assessment Section (MaHTAS) was established in 1995 under
the MoH to help ensure that its facilities use safe, effective, and cost-effective health technology. This is done
through full and mini-HTA reports and information briefs and, more recently, through horizon-scanning of
emerging health technologies and development and implementation of national evidence-based clinical
practice guidelines (after 2001) [47]. Malaysia's HTA program has begun playing a more significant role in
health technology policy formulation and decision making, which is anticipated to grow [48].

* South Korea. HTA was adopted as a national policy in the late 1990s in South Korea, where the Health
Insurance Review and Assessment Service determines the benefits package using HTA processes. In 2009,
the National Evidence Based Healthcare Collaborating Agency (NECA) was spun off as an independent
HTA and horizon-scanning agency [49].

* Thailand. Funded by the government, Thailand has one of strongest and most influential HTA programs in
the region. The Health Intervention and Technology Program (HITAP) is a semi-autonomous research unit
under Thailand’s Ministry of Public Health. It was established in 2007 to appraise a wide range of health
technologies and programs, including pharmaceuticals, medical devices, health interventions, individual and
community health promotion, disease prevention, and social health policy, to inform Thai policy decisions.
In 2013, HITAP established an international unit, drawing on its local and international experiences to work
at the global level with overseas development aid international organizations, nonprofit organizations, and
other governments to build capacity for HTA. HITAP is one of the founding members of iDSI along with
UK's NICE now defunct international division [46].

* China. Since the 1980s, China's HTA development has evolved through various stages before being
integrated into existing health care policies. Tangible efforts for HTA could be traced back to the early
1990s [50]. The first exploration of HTA consisted of research support from an academic center, but
without any regulatory functions. The establishment of the HTA division at the China National Health
Development Research Center (CNHDRC), a government-led health research body, in 2008 laid the
foundation by establishing HTA frameworks and processes. It is responsible for promoting, developing,
implementing, and monitoring HTA. The China HTA network, comprising 34 universities, hospitals and
providers, research centers, and industry associations and societies, incorporates industry expertise in
developing HTA methodologies. In 2018, China launched the National Center for Medicine and Health
Technology Assessment under the CNHDRC, with iDSI as a core partner.

* Others. India, Indonesia, Iran, Kazakhstan, Pakistan, and the Philippines are recent entrants into the HTA
arena over the last five years as they scale up their UHC programs to support the design of benefits
packages. These countries are all working on implementation roadmaps for scaling up HTA; however,
capacity gaps in terms of quality of assessments, transparency of processes, and linkage to decision making
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remain a challenge [51]. In addition to support from iDSI, UNICEF (Philippines), WHO, the World Bank,
and USAID, all governments have committed their own funding to support national HTA committees.

1.4.4 MIDDLE EAST AND NORTH AFRICA

Implementation of HTA is still in an early stage with some heterogeneity in the Middle East and North Africa
(MENA); nonetheless, different international meetings over the past years have increased the interest of
donors, policy makers, and implementing partners in advancing systematic priority-setting policies in the region,
such as the WHO East Mediterranean Regional Office- and HTAI-led initiatives in Tunisia 2013 and Egypt in
2014. In addition, the International Society for Pharmacoeconomics and Outcomes Research (ISPOR) has held
high-visibility meetings and is supporting the development of HTA research skills in the United Arab Emirates
and neighboring countries through a certificate in evidence-based research [52].

Reimbursement systems in the region still rely heavily on external reference pricing used as a cost-minimization
tool that benchmarks against the lowest list prices in reference countries [53]. Nonetheless, regulators are
realizing the need to transition to value-based assessment systems to give patients access to different health
technologies through more efficient and fair pricing, especially for expensive lifesaving products [54]. As a result,
more local regulators are changing legislation and policies to incorporate HTA. For example, in Egypt and
Lebanon, authorities recommended that drug developers submit an economic analysis (e.g., budget impact) to
inform negotiations with manufacturers. Currently, these requests are focused mostly on expensive innovative
products; for example, the King Hussein Cancer Centre in Jordan uses HTA to evaluate the costs and benefits
of costly cancer treatments.

Tunisia established the Tunisian Authority of Assessment and Accreditation in Healthcare (INEAS) in 2012,
which recently released its methods manual and is the only MENA representative at INAHTA [54, 55]. Egypt
and Saudi Arabia have included the development of HTA agencies in their 2030 health care vision goals.

MENA health policy experts expect that HTA advances over the next |0 years will include capacity building
through graduate and postgraduate programs, enhanced institutionalization, HTA scope expanding from
pharmaceuticals to non-pharmaceutical technologies, and HTA methods moving beyond cost-effectiveness
and explicit thresholds by applying multiple criteria decision analysis frameworks and increased international
collaboration [56].

1.4.5 SUB-SAHARAN AFRICA

Unlike other regions where organizations such as the EU and PAHO have played critical roles in harmonizing
HTA efforts or where donors and funders, including DFID, USAID, and the development banks, have supported
work in the field, such support does not seem to exist yet in sub-Saharan Africa. This provides an opportunity
for policy entrepreneurs and international partners to introduce and promote HTA scale up for sustainable
UHC in Africa.

Although the African Union has not been engaged in issues of priority setting and HTA, countries such as
South Africa, Ghana, Tanzania, and Ethiopia have initiated HTA activities.

* South Africa. South Africa is a member of the iDSI initiative and has hosted national and regional
workshops to promote HTA with local partners such as PRICELESS/University of Witwatersrand and
Clinton Health Access Initiative (CHAI) [57]. It has also supported the costing of a national HTA agency.
The Department of Health in South Africa is creating a national HTA strategy as it scales up its national
health insurance scheme and HTA's function will increase [57].
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* Ethiopia. Ethiopia is implementing a widescale community-based health insurance scheme and is
preparing to launch a social health insurance scheme.To meet its increasing need for HTA, the Health
Economics and Financing Analysis (HEFA) team was established within the Finance Resource Mobilization
Department under the MoH.The HEFA team has benefited from technical support provided by the
Universities of Bergen and Harvard through the Disease Control Priorities-Ethiopia (DCP-E) project
funded by the Gates Foundation [58, 59].

* Tanzania. With support from iDSI and Access Delivery Partnership [60], Tanzania has established an HTA
committee and revised its national essential medicines list and standard treatment guidelines using HTA

principles [61].

* Ghana. Ghana has benefited from the long-term engagement with HTA implementing partners (initially
NICE International and more recently the Global Health and Development Group [GHD] at Imperial
College) to scale up its national health insurance system [62]. In more recent years, GHD, as a core
partner of iDSI, has provided technical capacity-building support in collaboration with the Norwegian
Institute of Public Health and HTAI [57]. Ghana recently concluded an economic evaluation for
hypertension management and in 2018 held regional meeting on setting priorities fairly, co-organized by
iDSI and HTAI [62].

* Kenya. In Kenya, iDSI, UKAID, and the Global Fund have initiated the design of a health benefits package
and activities to improve the efficient use of resources for HIV programs [63]. HTA is supported under
iDSI with HITAP as the lead institution and also supported by the Royal Thai government.

.5 PAST AND CURRENT GLOBAL ENDEAVORS FOR HTA

In terms of the history of HTA agencies, it is worth noticing that globalization and international regulations have
an impact on the introduction and subsequent operations of these type of bodies. Below we cite some past
and present global endeavours that have been influential for HTA establishment in different settings.

Although the WHO Europe regional office in 1984 urged that *...all member states should have established
a formal mechanism to systematically assess the appropriate use of health technologies,” reiterated at the
2007 World Health Assembly (WHA60.29 on Health Technologies) [64], many countries, even in Europe,
struggled to establish more systematic and data-driven priority-setting processes during the early years of
implementation. This could also be the case for many LMICs as they advance on establishing their own HTA

processes and mechanisms.

In 2014, WHO recognized that "“the efficient use of resources is a crucial factor in the sustainability of health
systems’ performance... as they move towards universal health coverage,” and urged all member states to
establish national systems for HTA assessment and use it as a means of achieving UHC (WHA67.23) [65].
This statement was further reaffirmed by the UN General Assembly (Resolution A/74/2) of October 2019 as
part of the political declaration of the high-level meeting on UHC advocating for strengthening Member States’
capacity on health intervention and technology assessment to achieve evidence-based decisions at all levels
[66]. The need for cost containment and the above-mentioned statements have been pivotal drivers for HTA
adoption in many LMICs.

Recently (December 2019), the Global Fund to Fight AIDS, Tuberculosis and Malaria issued its Market
Shaping Strategy Mid-Term Review Position Paper on piloting a cost-effectiveness analysis for selected health
products and interventions. This document advocates for more efficient and effective collaboration with Unitaid-
Global Drug Facility (GDF) and/or the Global Alliance forVaccines and Immunization (GAVI)."The fact that much
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of what the Global Fund finances has not been assessed for cost-effectiveness implies that impact can be further
maximized” [67]. Therefore, in the case of those LMICs that fund most of their programs and services through
international assistance, there is an opportunity to use HTA principles to improve allocative and technical efficiency.

Development partners, the private sector, and civil societies have also played an influential role in enabling

and supporting HTA agencies. The International Society for Technology Assessment in Health

Care, established in 1984 [68], and its successor, HTAI, in 2003 have shaped the landscape of international
collaboration in HTA. As national programs were established, in 1993, INAHTA was created to support
communication and cooperation at the agency level. ISPOR was established in 1995 with the goal of serving as
a catalyst to advance the science and practice of health economics and outcomes research and has substantially
influenced HTA methods and processes development globally.

It is also worth mentioning that in 2004, the European Commission and Council of Ministers targeted HTA as

a political priority, leading to the establishment of EUnetHTA in 2009, aimed at supporting collaboration among
European HTA organizations. Nevertheless, their work on methods and international collaboration mechanisms
(i.e., the development of the EUnetHTA Core Model for HTA) have helped advance HTA beyond the EU borders.

iDSI, a global network working to achieve UHC and the health Sustainable Development Goal 3, was launched
in 2013 to support LMICs to make better decisions about how much public money to spend on health care
and how to make that money go further Most of iDSI's work has been funded by the Bill & Melinda Gates
Foundation, DFID, and the Rockefeller Foundation and focused on Asian and African countries. The iDSI
Secretariat sits at the Center for Global Development.

Other development partners have long provided technical assistance to countries for their HTA capacity
building and development, including the World Bank’s early HTA involvements in China in 1997 and 1998 and
more recently CNHDRC co-led with iDSI; USAID’s work conducting a landscape study of informal and formal
HTA processes and evaluating the HTA-regulatory interactions; and direct support of governments in HTA
capacity building globally, including Afghanistan [69], South Africa [70], Ukraine [39], and Indonesia [/ 1], through
various projects (e.g., SPS, SIAPS, GHSC, SAFEMed), including the MSH-managed Joint Learning Network (JLN)
and its related products.

HTAI has established an Interest Group on HTA in developing countries, and recent EU projects on HTA

(i.e, AdHopHTA, ADVANCE-HTA, MedTechHTA, INTEGRATE-HTA) have engaged LMIC partners to make
sure that the tools they develop are also relevant for these settings [72—75]. Additional sources developed by
international partners aimed at informing HTA institutionalization include “Priority-Setting in Health, Building
institutions for smarter public spending” published by the Center for Global Development in 2012 [76]; iDSlI's
Toolkit for HTA published in 2018 [77]; a the recent publication by Norheim et al,,“Global Health Priority-
Setting-Beyond Cost-Effectiveness” [ 1 1].

External drivers like globalization and regional and international collaboration could be considered as

relevant for HTA institutionalization, but other domestic factors seem equally important for subsequent
institutional transformation of these type of bodies. HTA institutions seem particularly vulnerable to political
decision making. Many examples, including the disappearance of the OTA in the US in the early 1990s; the
transformation of the Canadian Coordinating Office for Health Technology Assessment (CCOHTA) into
CADTH in 2006; and the changing remits, governance, and activities of institutions like NICE in the UK
ANVISA in Brazil, the German Agency of Health Technology Assessment (DAHTA) and the German Institute of
Medical Documentation and Information (DIMDI) in Germany, and IETS in Colombia, may back this statement.
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CHAPTER 2

THE POLICY PROCESS
FOR HTA




his chapter aims to help readers become familiar with and able to implement policy strategies to
introduce systematic and transparent priority-setting processes and HTA in LMICs.We present
frameworks and tools for increasing the chances of success.

We have leveraged the stages (heuristic) model, which has been widely used for policy analysis [ 1—4]. Building
on Howlett and Ramesh’s adaptation of this model [5], we cover four main stages to implement HTA: agenda
setting, policy formulation, adoption/implementation, and impact evaluation. As mentioned before, the stages
model provides a useful framework for simplifying policy analysis, but it has some limitations. While there might
be some linearity along the process, the interplay among these different stages would also be evident [6, 4].
Limitations aside, this model provides the basis for setting the scene and analyzing the context of interest
regarding HTA.

The above mentioned limitations require implementing partners to take a broader approach to help HTA
policy development in LMICs [4] by incorporating context, process, and actors’ analyses [7]. Instead of just
copying and pasting existing models of HTA, considering a country's existing policy dynamics, processes, and
institutions and understanding important players' (stakeholders’) interests, positions, and power will help test the
political waters in deciding how far to pursue HTA as a course of action [8].To help policy makers, donors, and

implementing partners develop a comprehensive stepwise policy approach, this chapter provides insight into:

1. Getting HTA into the policy agenda: tools for seizing or creating windows of opportunity for policy
action favoring systematic priority setting and HTA. We present examples on how to apply the agenda
setting model adapted by John Kingdon [9] to elevate the importance of HTA as a policy solution
among others such as price regulation, quality assurance, and resource mobilization.

2. Considering broader policy analysis approaches helps to understand the context, process,
and actors involved in systematic priority setting and HTA. We build on the ‘policy triangle’
[7] to analyze content, context, and process to take policy action. Analyzing the context, including
existing problems that HTA can address, and existing policies, regulations, and institutions informs the
formulation and adoption/implementation stages for HTA introduction.

3. Integrated frameworks and tools for assessing relevant stakeholders’ positions, power, and
interest are important for assessing the political feasibility of HTA. The analysis of the political
actors affected by or influencing a given policy has been conducted in different settings, and we provide
a list of potential resources and tools that may assist stakeholder analyses.

4. Additional policy tools that may help implementing partners develop prospective strategies
for HTA institutionalization in LMICs are also relevant. Information retrieved from the local
context, existing processes, and stakeholders will help to determine the political feasibility of moving
forward. A comprehensive policy analysis should include the plausibility of incorporating principles of
good HTA practice (i.e, stakeholder engagement, transparency, communication, and ethical and equity
considerations) [10]; the possibility of leveraging existing local capacities and improving coordination;
and, since no one single size fits all, the ability to answer questions like:"‘why?"“when?" and “how to use
HTA?" before starting its implementation.

Designing and implementing health policy for HTA will not be simple [8]; nonetheless, if decision makers and
implementing partners take incremental steps to introducing HTA rather than disruptive approaches that differ
significantly from the status quo, chances of succeeding might be much higher [I 1].
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2.1 SETTING THE AGENDA FOR HTA (SEIZING OR CREATING
WINDOWS OF OPPORTUNITY)

As previously mentioned, for HTA to support systematic, evidence-based decisions for health care priority
setting, it needs itself to be adopted as a policy. Policy making is a dynamic process because various and
changing issues compete to be considered on the political agenda for the attention of policy makers. In this
context, agenda setting itself is influenced by the political interests of policy makers and lawmakers. The agenda
setting model adapted by John Kingdon [9] could be used to create or seize windows of opportunity to
elevate the importance of HTA as a policy solution.

2.1.1 KINGDON'’S POLICY STREAMS MODEL

Agenda setting refers to problems that need a public debate or action of public authorities [9]. Different
countries and their health systems face a broad array of challenges, including financial strain, limited resources,
epidemics, disease burden, and demographic transition. Thus, the process of setting up the political agenda can
be competitive among issues to gain the attention of media, professionals, the public, and policy elites (those
with decision making authority, power, or connections) [12].

There are different approaches to analyze how policies come to the political agenda for action.We focus on
Kingdon’s 1984 agenda setting model [9], which has been extensively used in policy analysis. According to the
author:*'the agenda setting process narrows a set of conceivable subjects to the set that actually becomes the
focus of attention” of decision makers. In this model, the dynamics of agenda setting imply the interconnection
of three aspects or streams: problems, policies (proposals), and politics.

Kingdon states that the three streams must come together for an issue to be put on policy makers’ agenda.

As per this model, the three streams may be flowing independent of one another; and it is only on their
convergence that a limited window of opportunity is created for policy action [9].To effect change, the window
of opportunity must be seized at that right time [9], because how long it lasts is unpredictable. Windows of
opportunity are not created by chance but by policy entrepreneurs or advocates who may exist within the
government or among interest groups willing to champion a specific policy intervention. Therefore, to create
opportunities, policy advocates must take deliberate and sustained action.

2.1.2 USING THE THREE STREAMS TO SUPPORT HTA INTRODUCTION

Problem: Kingdon defines this stream as where an issue shifts from being an individual problem to a large-
scale or public concern that the government recognizes needs to be clearly defined and addressed. In the case
of HTA, rising costs for service delivery, new and costly technologies entering the market, issues of quality of
health care, or variable access to necessary treatment across the population and accountability are potential
motivators for introducing systematic priority-setting processes and HTA as policy solutions [13].

Not all competing problems capture the attention of decision makers, and sometimes dramatic events
(focusing events) such as media scandals, disease outbreaks, or political unrest gain their attention. Even a
prominent problem can drop off policy makers’ agenda if the government feels it has solved it already or if
individuals become acclimated to it and turn their attention to the next-in-line subject.

Kingdon further states that policy advocates need to highlight indicators of health system problems to bring
them to the government's attention for action. Thus, problems such as increasing costs, high out-of-pocket
payments, judicialization of health care, variability of clinical practice, price discrimination, opportunity costs lost
due to inefficient allocation of limited resources, or inequity could be triggers that seize the attention of policy
makers in favor of HTA implementation.
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Policy: The policy stream consists of the ongoing problem analysis and alternative solutions. The implications
of different courses of action are relevant but not strong enough to induce policy changes on their own.
Many times, policies are developed by experts and stakeholders who are knowledgeable about the problem.
Policies often develop when a single institution or academic center has tested the proposed policy/initiative to
demonstrate their effectiveness. HTA, for example, has roots in evidence-based medicine practices focused on
the individual clinician.

According to some authors [13], HTA institutions could be the result of top-down, bottom-up, or converging
problem solutions. Additionally, different settings have adopted different models and contextualized HTA
approaches to suit their context; for example, Canada has a decentralized process with provincial HTA processes
linked to a national agency, while Spain's process is also decentralized but coordinated within a network that
informs the whole Spanish health care system. In England and France, the process is centralized with a national
HTA appraisal agency that serves the English National Health Service in the former or the insurance-based care
system in the latter 14, 15]. In all cases, analysis of existing problems resulted in HTA as a solution, but on its
own it will not be strong enough to induce policy change and will still require political support.

Politics: Operating at a separate level, the politics stream reflects swings of national mood, campaigns, or
pressure groups and government changes. The politics stream focuses on the political momentum around an
issue leading to the problem being addressed. Kingdon's model refers to perceptions as public concerns that
require government intervention. Additionally, public opinion must prioritize the problem for elected lawmakers
who need to be responsive to people’s requests to maintain electability. Thus, policy advocates need to work
with interest groups that support the policy of interest and that have the political power to influence both
politicians and the public in favor of a common cause.

In the case of health care, public and political opinion may favor granting access to health services and
increasing financial protection for most of the population. However, the benefits of HTA in supporting these
goals may be unclear at early stages of the policy process. Therefore, its usefulness needs to be shared and
reiterated throughout the stages of adoption and implementation.

Policy advocates need to work with patient groups, clinicians, other health care professionals, and other
important players to garner support and build pressure on politicians to support an HTA related policy. The
role of both academics and health care professionals may be of paramount importance to shape the mood
around systematic and evidence-based priority-setting processes.

2.1.3 EXAMPLES OF APPLYING THE THREE STREAMS TO HTA IN
DIFFERENT SETTINGS

In the three countries below, Kingdon's model was useful to describe the policy process to incrementally
introduce more systematic use of evidence to inform decision making and, in some cases, create their own
HTA institutions.

* Indonesia: In June 2014, the iDSI Steering Group chose Indonesia as iDSI's target country, subject to
further detailed in-country scoping. HITAP completed this scoping through a stakeholder workshop in
Jakarta in conjunction with PATH.The scoping report confirmed and expanded upon the findings from
their initial mapping of Indonesia. In July of same vyear, the iDSI Steering Group approved the decision to
initiate practical support in Indonesia. Since August 2014, iDSI has convened in-country stakeholders
and external donors in the HTA policy process and developed technical capacity through different
workshops [ 6].
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e Colombia: In 2017, Kingdon’s model was used retrospectively by a group of researchers to analyze how
the local HTA agency (IETS) reached the political agenda and was established in 2012.The study looked
at different sources to map out the incremental process from the early 2000s until 2013. In July 2008, a
constitutional court statement (T—760) mandated the Executive to correct any structural weaknesses
within the system to enhance equity and improve efficiency by equalizing the official benefits package
(POS).In 2010, a new president familiar with the UK's NHS and aware of NICE's work catalyzed the
HTA policy initiative with IADB support. [ETS (the local HTA agency) was finally established in September
2012 and started operations soon after supporting the Ministry of Health and Social Protection
(MoHSP) on their interest to periodically update the list of benefits of the POS."Policy process in this
country has been incremental over the use of HTA processes to inform health policies, starting from
‘scratch’ in the mid-2000s up to the formulation by law 1438 of IETS last January 201 1" [12]. Figure 5
presents a pictorial representation of Kingdon's model being used for the analysis of HTA establishment
in Colombia in 2012 [12].

Figure 5. Kingdon's model for agenda setting for HTA institutionalization in Colombia
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Source: Castro, 2017 [12]

e China: A 2018 article analyzed what factors have influenced the lengthy development of China’s HTA
initiative and proposed some policy recommendations. It stressed the need for seizing or creating
windows of opportunity for HTA using Kingdon's model and taking every opportunity to showcase
HTA's value [17] (figure 6). The policy climate for HTA development has been improving in recent years
as new health technologies have attempted to enter the Chinese market and population expectations
around health care have increased, as has recognition of the value of scientific evidence in general. This
created a window of opportunity for policy action that resulted in the establishment of at least four new
HTA-specialized institutions in less than a decade.The article emphasized that implementing partners
in China should “produce meaningful and influential research with practical implications” to propel the
momentum and open (or keep open) the policy window for HTA [17].
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Figure 6. Kingdon’s model applied to analyze establishing HTA in China

Problem Stream Policy Stream Politics Stream
« Safety issues of healthcare technologies. * HTA seen as policy solutions, however limited * Awareness of HTA among decision makers and health care
* Effectiveness and affordability of new acknowledgement from decision makers. providers limited.
technologies unclear. * Need for a national HTA organization in China to set and * Decision makers see HTA as theoretical and unpractical.
= Health financing and reimbursement implement priorities, standards, and coordinate * The general public does not have basic awareness of HTA.
scheme arbitrary and unreasonable. numerous existing HTA bodies. * Lack of awareness prevents government leadership to value HTA
* Market entry for innovative technology and * Need for broadening HTA scope, and improving quality of importance.
NRDL's slow and criticized by the public. reports. * 30 years of HTA development in China, increasingly mentioned
* HTA has little influence on health policy. * Needs of HTA researchers and policy makers needing in recent policies.
* HTA activities in China mostly sporadic, alignment. * HTA still has a limited role in shaping health reform and
siloed, fragmented and scientific research « Balancing deregulation of market approval, pricing of HTs, healthcare management.
oriented. and safety, effectiveness, affordability assurance, and * HTA has had few advocates among senior government leaders.
* Number of HTA researchers and agencies social acceptability considered critical. * HTA researchers have had little resources and networks to reach
low, lack of standards, low quality. policy makers and promote the use of HTA.
Organization Institutional Format Year Est
China Medicinal Biotech Association Industry-based 1993
Key Lab of Health Technology Assessment (Fudan University), NHFPC University-based 1994
Division of ion and Translational Research, Development Center for Medical Science and Technology, NHFPC Governmental institution 1994
Chinese Cochrane Center University-based 1999
Center for Pharmacoeconomic Evaluation and Research, Fudan University University-based 2002
Center for Evidence-Based Medicine, Fudan University University-based 2004
Evidence-based Medicine Center, Lanzhou University University-based 2005
Division of Health Policy Evaluation and Technology Assessment, China National Health Development Research Center, NHFPC Governmental institution 2007
Shanghai Health Technology Assessment Research Center Division of Technology Assessment, Governmental institution 2011
National Center for Medical Service Administration, NHFPC Governmental institution 2015
Center for Health Policy and Technology Assessment, Peking University University-based 2017
Research Center for Health Technology Assessment of Hubei Province University-based 2017

Source: Chen et al, [17], adapted by the authors

These examples indicate that Kingdon's model can be a plausible approach for conducting prospective or
retrospective policy analysis focused on agenda setting for HTA. Nonetheless, this model applicability may work
differently in settings where the role of pressure groups, civil society organizations, political elites, and the public
mood may play vastly different roles.

The HTA process, regardless of the country or health system, seems to have seized the attention of many
policy makers [18]. Nonetheless, the emergence of HTA on the policy agenda needs to be considered in the
context of other existing policies. Furthermore, HTA establishment is bound to conflict with existing institutions
or groups at all policy stages, from agenda setting to implementation and institutionalization [19]. Such conflict
can lead to differences in how HTA is institutionalized in different parts of the world, but it may also lead to

gaps between the HTA body's mandate and practice [19].

An HTA body may evolve in many ways. Its focus may narrow to specific areas of greatest interest, impact, or value
(such as pharmaceuticals) or it may expand if initial experience proves valuable (as in the case of NICE and as is
increasingly being documented in in lower-income settings [20]). Global best practices for HTA and priority setting
must adapt to the context-specific interplay among ideas, interest, and institutions already in place [9]. Therefore,
implementing partners may benefit from using other methods of policy analysis to formulate HTA policies as they

are incorporated into existing and operating health systems and as HTA mechanisms evolve over time.

2.2 USING OTHER METHODS OF POLICY ANALYSISTO
FORMULATE HTA POLICIES

In addition to considering health performance indicators, scientific evidence, and cost information, qualitative
research may inform HTA policy formulation and support the stages of adoption and implementation. This
section presents some policy analysis tools that may assist implementing partners, country policy makers, and
local stakeholders to assess specific country context and stakeholders.
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2.2.1 CONTENT, CONTEXT, AND PROCESS ANALYSIS

It is of paramount importance to dynamically analyze content, context, and process throughout the different
stages of the HTA institutionalization process. Aimed at informing the HTA policy formulation, adoption,
and implementation stages, qualitative research could be used to customize policy content and to identify
stakeholders who can hamper or support HTA efforts [21].

Because of potential budget and time constraints to inform pragmatic policy making, we advise thematic
content analysis, which allows researchers to look at interview or focus group data to classify, compare, and
categorize recurring themes. Interviews or focus groups to depict salient issues from a sample of local (and
sometimes international) stakeholders can produce rich data regarding HTA as an intervention [22]. Participant
sampling should be purposive and judgmental [23], including individuals representing organizations that can
affect the successful implementation of HTA. Semi-structured, short (30—45 minute) open-ended interviews
could serve this purpose.

The policy analysis triangle by Walt and Gilson [7], a highly simplified approach, is useful for looking at and
summarizing content of existing or non-existing policies for systematic priority setting and HTA, as well as
the processes for decision making and how power is used in such health policy. This means exploring the
role of the state, civil society groups, and local and international organizations. Figure 7 provides a graphic
representation of the policy triangle, applied to HTA.

Figure 7. Policy analysis triangle applied to HTA
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2.2.2 USING STAKEHOLDER ANALYSIS TO ASSESS THE FEASIBILITY OF HTA

Assessing political feasibility requires an analysis of the political actors affected by or influencing a given policy
[24]. For HTA, these can include the government (ministries or departments of health and finance); donors;
payers (private and public); health care providers; companies; civil society organizations (including patient
representatives and general public); health care professionals (doctors and public health specialists); and
academics (universities, think tanks, and individuals).

In 2018,Vlad developed a checklist (Mapping Tool) to identify the types of stakeholders who are likely to have
a role in priority-setting policy work in LMICs [25]. The checklist was developed to guide iDSI's initial technical
support to a new country, but it can be useful for any organization or individual engaging in similar work [25].
This tool includes questions to identify stakeholders and their institutional affiliations.

The checklist will be most useful in settings with limited experience with or resources for stakeholder
consultation and participation. Furthermore, once the stakeholders are identified and a specific policy proposal
is defined, the checklist can be the first stage in an analysis of potential stakeholder roles [25]. The tool presents
three levels for analysis (Nodes (Organizations), Networks, and Environments. Under nodes/organizations,

it further categorizes the types of stakeholders into Consumers of Evidence, Producers of Evidence, and
Knowledge Brokers. Funders and Development Partners are evaluated under networks. Health System and
Research System are explored under environments.

For each stakeholder category, the tool suggests questions that encompass a broad spectrum of types of
priority-setting decisions. As each question is addressed, the tool suggests potential functions and roles

to consider and specific details to assess stakeholder understanding or positioning on priority setting.
Figure 8 presents an adaptation of this tool with some examples developed by the original authors [25] of
stakeholder roles in UHC debates in three countries (Philippines, Thailand, and Ghana). This version only
extracted information for the first level and category of analysis (Nodes/Organizations and Consumers

of Evidence).

The potential list of stakeholders belonging to the category Consumers of Evidence include politicians and
politically appointed decision makers, civil servants and non-health professional decision makers, health service
managers, health professional groups, the private sector (industry), courts and the judiciary, patients, and the
public. Other categories such as Producers of Evidence (academic institutions, independent research institutes,
researchers and research managers); Knowledge Brokers (knowledge brokers per se and media organizations
and journalists); and Funders and Development Partners (bilateral and multilateral organizations, international
foundations) are not included in figure 8 but are also part of the tool.
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Figure 8. Stakeholder mapping tool applied to Philippines, Thailand, and Ghana
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There is no single or simple method to assess the characteristics of players involved in policy change [26].
Therefore, we recommend computer-assisted political analysis. PolicyMaker 4 software [27] is an easy-to-use
tool that can help analyze, understand, and create effective strategies to promote a point of view on any policy
question or political issue; the tool also provides step-by-step guidance to help conduct the analysis and design
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of political strategies to support related policies of interest, in this case for HTA. PolicyMaker 4 software was
used in 2010 and 201 | to inform the nascent stages of the HTA institute of Colombia (IETS) (figure 9) [28].

Figure 9. Stakeholder analysis for introducing HTA in Colombia (2010-2011)
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Source: PolicyMaker [27], adapted by Castro 2010-2011 [28]

Researchers divided actors into different groups: providers (clinics, hospitals, pharmaceutical industry);
purchasers (insurers); sectional groups (medical associations and unions); government (Ministry of
Health, Ministry of Finance, President, National Commission of Health Regulation-CRES); pressure groups
(patients associations, civil society and advocacy groups); and academia (universities, think tanks). Using
PolicyMaker's approach and scoring system, researchers assessed each player's position on HTA policy
(support, opposition, or non-mobilized), as well as their power (resources available to use in the policy
debate) and intensity of position (high, medium, or low) depending on their willingness to use available
resources in the policy debate.

After extensive review of documents, public declarations/statements, and interviews available in mass media,
researchers scored the power and position of stakeholders in Colombia. Players were ranked on a power scale
of I to 5 (low to high) and a position scale of -5 to 5 (in which -5 represented high opposition, -3 medium
opposition, - | low opposition, 0 neutral, | low support, 3 medium support, and 5 high support. As the analysis
confirmed, pharmaceutical companies were expected to be the biggest opponents to the HTA initiative based
on their strong financial and lobbying power and the perception of potential risk that a future HTA agency may
limit/reduce their profits. This contrasted with insurers and the government, who were expected to be high
supporters due to their long-term financial sustainability and universal enrollment interests.

Prospective stakeholder analysis can inform the policy formulation, adoption, and implementation stages, while
retrospective analysis serves to monitor and evaluate the progression of different stages. Other sources of
information, including stakeholder statements thorough political debate and law enactments as well as public
hearings, could help researchers and implementing partners triangulate the findings.
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2.3 DEVELOPING POLICY STRATEGIES FOR ADVANCING EXPLICIT
PRIORITY SETTING AND HTA

The political feasibility of policy change is determined by the position, power, and perceptions of players

[29]. Once these aspects have been assessed, the players’ positions might be shifted through bargaining
strategies, and their power can be enhanced or reduced by redistribution of assets (e.g., information, financial,
interconnections) based on their status (supporters versus contradictors) [29]. The number of players can be
modified by reducing their number or mobilizing them according to policy intentions, and their perceptions of
problems or solutions can also be shifted through better information, media campaigns, and clarifications to
promote or prevent policy change.

Countries’ willingness to devote time and resources is related to the joining of the various streams (emergence
of windows of opportunity) as in Kingdon's model.When innate interests arise among country players,
international partnerships with technical experts in established HTA agencies can allow HTA development

and conversations to take place. Such support will increase the likelihood of any policy proposal reaching the
implementation stage. In some settings, an international development partner might be needed as the catalyst
to sensitize local stakeholders, mainly through high-profile advocacy and broad-based communication to
improve awareness. For example, in Thailand, the Wellcome Trust played a major role in sensitizing stakeholders
and in the development of the Technology Assessment for Social Security in Thailand, which was an early HTA
unit. Other international efforts from partners to sensitize local stakeholders for HTA may include sponsoring
field visits and attendance at HTA-related conferences and organizing high-visibility national, regional, or global
events. In addition, depending on the target, different techniques are needed to disseminate HTA messages,
including research results; mass media can be used carefully if needed during the policy process.

There may be chances not only to seize but also to create windows of opportunity for introducing HTA to
the political agenda. As mentioned, urgent problems and crises will rise to the top of priorities. However, for
HTA to be implemented as a solution by policy makers, it needs to be technically feasible, aligned with social
values, inexpensive, and supported by the public. Finally, the politics stream, bringing together international
commitments, national mood, and local policies and aspirations related to UHC in many LMICs, may help
create political consensus.

Qualitative policy research may help researchers, donors, and implementing partners introduce or advance
priority setting processes using HTA in LMICs. However, the recommendations in this document should not be
taken as formulaic steps for policy action as no single size fits all (not even the resources and tools presented in
this roadmap).
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E arlier chapters underscore the complexity of the policy making process and the need to understand

the context and decisive players for facilitating policy change. Chapter 2 provided proven policy tools

to analyze the context; existing processes; and the power, position, and interest of stakeholders to obtain

their support for HTA. Once HTA has reached the political agenda and there is willingness to promote policy
change (e.g,, HTA introduction, promotion, and/or institutionalization), the formal process of policy formulation
begins. This chapter has the following objectives aimed to help implementing partners:

* Break down the HTA process: We start by identifying the principal objectives of an HTA program and
then delineate the differences in the major stages of prioritizing the topics for evaluation, assessment, and
appraisal. Finally, we go through the various steps to operationalize an HTA program.

* Understand the importance of legal frameworks, regulations, and institutional frameworks
for HTA: We discuss these various elements in several countries. Based on the findings, we provide
recommendations on potential options for LMICs at different stages of HTA implementation and scale up.

* Leverage situational and stakeholder analyses for formulating policies for more systematic
priority setting: Each country’s health system and policy priorities are unique. Leveraging the findings of
the previous chapter, we recommend potential roles of the different stakeholders within the HTA process.

* Build upon existing capacities: Even in countries with no or a limited HTA tradition, resource allocation
and health coverage decision making processes may already exist, and decision making (albeit with
limitations) could already be taking place. HTA processes should be incepted into existing health systems
and not the other way around.

¢ Identify best practices in the HTA process: Best practices include stakeholder engagement,
communication, and consideration of ethical and equity issues in the HTA process. Our systematic
literature review provides several lessons from many countries implementing HTA that would be helpful
for LMICs at nascent stages of HTA policy and process formulation.

3.1 HTAAS A POLICY SOLUTION:WHAT FOR? WHEN? HOW?
3.1.1 HTA: A POLICY SOLUTION FOR WHAT?

As mentioned in Chapter I, the framework from O'Brien and colleagues identifies decisions and policy making
that a robust HTA process can inform [|]; nonetheless, the primary focus of this document is to support
countries to establish systematic priority setting for resource allocation decisions (across delivery platforms,
programs, and technologies). Resource allocation decisions could pertain to identifying best-buy investments
for essential medicines lists, designing health benefit packages and identifying the best-buy of public health
interventions, and designing investment cases for donors in different disease areas. Therefore, our roadmap
provides guidance on the process of HTA in these areas of interest as an approach to create a managed space
for stakeholder engagement and fostering legitimacy.

Although different countries in North America, Europe, Latin America, and Asia have been leveraging HTA as
a mechanism to engage product developers and guide their research and development priorities based on
population needs [2—10], this application of HTA for priority setting is beyond the purview of this document.
Nonetheless, this document’s scope could also be expanded at a later stage to inform pricing, purchasing, and
quality improvement decisions.

Systematic priority setting is one way of promoting more efficient financing for UHC. It entails the explicit
consideration of what is relevant given the population, societal values, and ethical considerations [| I]. It involves
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the assessment of the best evidence on competing health technologies in light of their potential value. HTA
fosters the promotion of open discussion, considering the values and preferences of the context in which such
decisions will occur. Communication and implementation of decisions are also part of this process.

Health care resource-allocation decisions are complex and involve the assessment and appraisal of available
evidence, while bearing in mind societal values and other contextual considerations [ | |]. Most of the published
literature on priority setting and decision making has focused primarily on the technical aspects of quantifying
the burden of disease or assessing the cost effectiveness of different interventions. Although these are relevant
inputs into the process, priority setting as a whole is a much wider political process because it involves the
distribution of benefits and responsibilities throughout society [12].

3.1.2 HTA: WHEN DO WE DO HTA?

Goodman effectively describes the ‘moving target problem of health technologies’ [ 13] to reflect their dynamic
life cycles. New health technologies are constantly being introduced into the global market, while others are
becoming obsolete. Additionally, although new applications of a technology could emerge, pharmacovigilance
or technosurveillance could unveil adverse impacts, or price and market competition could shift use
recommendations.

In essence,'when'to conduct HTA is always contextual. It is linked to the objectives of an HTA program.

For example, an HTA body may or may not have the responsibility of reassessing a health technology for
disinvestment. On the contrary, HTA prioritization of an upcoming breakthrough technology could be reactive
or proactive in nature; hence, an HTA body could have a waiting list for future assessments. Thus, the HTA
process could create a proactive environment through horizon scanning and early assessment of demand of
upcoming technologies.

As mentioned, many countries use HTA as a mechanism to engage product developers and guide their
research and development priorities based on population needs [2, 3]. This process is referred to as horizon
scanning or early stage assessment [ | 3]. In most cases, horizon scanning programs provide rapid assessments
of emerging technologies or new applications or future impacts of existing technologies [|3]. Organizations
and groups with particular interest in horizon scanning (e.g.,, EuroScan [8]) have developed prioritization
criteria for selecting topics. Countries like Canada, Australia, Brazil, South Korea, Spain, and the UK have horizon
scanning functions or agencies [8]. The US Centers for Medicare and Medicaid Services and AHRQ also have
horizon scanning functions despite the United States’ lack of a national HTA agency [8]. In these countries,
HTA programs or affiliated agencies or programs have a horizon scanning function that focuses on emerging
technologies or new applications or future impacts of existing technologies [13].

Finally, when to conduct HTA is also driven by the stakeholders engaged in the process. Given the multifaceted
and political nature of priority setting, patients, clinicians, politicians, donors, or other stakeholders may demand
an evaluation or reassessment.

3.1.3 HTA: HOW DO WE CREATE A ROBUST HTA PROCESS?

This section provides a deeper dive into the methods and processes for the assessment component of an HTA
program. However; it is important to recognize the various steps involved in creating a robust HTA program.
Kristensen and colleagues' work on best practices for HTA implementation for ISPOR provides a framework
for understanding the HTA process [14] (figure 10).This framework provides a list of critical questions that
need to be answered to operationalize the creation of a robust HTA process.
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Figure 10.The HTA process

Decision Making Steps Questions HTA Process
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Healthcare Technology
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Recommendation
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Source: Kristensen F et al, 2019 [14]

This framework highlights the different components of HTA but adds another crucial aspect for an impactful

HTA

program—the need to define the HTA process itself. This can be characterized through answers to the

following questions:

1. St

a.

ructure and Governance:

Legal Framework: Is there a current legal mandate or legislation linked to HTA implementation or
establishment of an HTA agency in the country?

b. Institutional Framework and Governance: Will there be an independent agency for HTA or one affiliated

with the MoH, or will it be a department within the MOH? Wil it be an agency linked to a national
health insurance agency or will it be an agency or department within a national research institute? Based
on this, what will be the agency’s linkage and reporting structure to policy decision making? Which
agency, government body, or committee will oversee the HTA agency?

. Assessment and Appraisal Functions: Which agencies, institutions, or committees will conduct the
assessment v. appraisal v. decision making?

d. Binding Power:What will be the binding power of an HTA or HTA institution’s recommendation? For

example, will outcomes from the HTAs conducted be an essential consideration or an additional point
to consider (nonbinding) for decision making?
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2. Framing and Scoping:
a. What is the overall objective for HTA (and/or HTA agency) and its role in the health system?

b. What types of questions need to be answered by the HTA and for what products (e.g., medicines,
diagnostics, devices, public health interventions)?

c. What is the expected output? A recommendation? A descriptive analysis or reporting of findings?

d. What are the underlying principles with regard to transparency and to ethical, equity, and quality
considerations for an HTA process?

e. What is the topic selection process for prioritizing technologies for assessment?

Resource allocation decision making is a complex process that moves from scientific assessment (topic
selection, assessment, appraisal) to deliberation to communication of the decisions made [I5].

TOPIC SELECTION

[t is unlikely that decision makers will be able to assess the value of all health technologies or be fully aware
of the costs and benefits of every competing alternative (within and outside the health sector) each time

a decision needs to be made. Therefore, it is important to highlight the need for a systematic process for
Topic Selection. This stage of the process consists of prioritizing those topics (health technologies) that will be
evaluated. The number of stakeholders engaged in the topic nomination varies by context [16]. In England
for instance, NICE invites submission of potential topics from public health care agencies, health professionals’
bodies, industry, academia, and the public [16].The Swedish SBU invites topics for evaluation from similar
entities to NICE, excluding industry [16]. Thailand's HITAP invites public health care agencies and academic/
research institutions for topic nomination [16]. In Indonesia, the topic selection process is ad hoc—the national
health insurance program has nominated some topics, while HTA team members selected others in the
current HTA program [17].

The stage of topic selection could be explicit or implicit, reactive or proactive, dynamic or periodic, and
assisted by transparent processes and broad stakeholder engagement or a closed-door exercise. There is

no one answer for establishing robust topic selection processes. Being proactive, dynamic, open, and explicit
about the selection criteria to assess health technologies seems preferable to ad hoc, reactive, closed-door,
and non-transparent approaches to topic selection. Specchia et al. conducted a systematic literature review to
identify criteria used for priority setting, including [13]:

* Disease frequency * Risks/safety

* Burden of disease * Economic impact/costs/maintenance cost

 Patient preferences * Organizational impact

* Public interest * Impact on clinical practice

* Frequency of use of the technology * Risk of inappropriate use of the technology

» Controversial nature of the technology * Impact on ethical, social, cultural, and/or legal aspects
* Technical performance * Likelihood that HTA results will be implemented

* Efficacy/effectiveness/validity * Impact of HTA results/dissemination of technology

¢ Impact on health/quality of life * Auvailability of scientific evidence

After choosing topics for evaluation, two interconnected components—assessment and appraisal—may be
conducted by separate institutions or the same HTA bodies. While the assessment stage focuses on gathering
and synthesizing the best available evidence or critically reviewing and endorsing the evidence submitted from
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external reports, the appraisal stage considers assessment results in light of broader factors related to the
context of interest, aimed at providing advice or recommendations to decision makers (figure | 1).In countries
with advanced priority-setting systems, such as England and the Netherlands, there is a clear connection
between assessment and appraisal [ 18]. However, in less developed models for priority setting, the assessment
and appraisal components could be disconnected or in some cases nonexistent.

Figure | 1. HTA assessment and appraisal
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ASSESSMENT

An independent group of HTA scholars, the International Working Group for HTA Advancement, has
developed a set of principles for the assessment component of HTA [19]. These principles emphasize standards
for methods and elements of good practice for HTA bodies to increase their impact on policy decision making
and focus on the following four domains [197]:

* Structure of health technology assessment programs

* Methods of health technology assessment

* Processes for conducting health technology assessment

* Use of health technology assessment for decision making

The following chapter goes into detail of these domains for evaluating health technologies. It also provides
potential options for structure, methods, and processes for LMICs in different stages of HTA advancement.
Here we would like to emphasize that we encourage new HTA bodies to meet the highest level of excellence;

however, practical considerations must be explored, particularly at the early stages of implementation.

APPRAISAL

While HTA can form an integral part of a comprehensive continuum for evidence-informed decision making,
the process requires transparency and inclusiveness. Recommendations from an appraisal process that
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are supported by good evidence and clear reasoning can carry considerable weight. Making HTA results
public makes it harder for decision makers not to consider them (de facto binding recommendations). If a
recommendation departs from available evidence, clear arguments for this deviation must be put forth.We
suggest that new HTA institutions explore the working paper from Ludwig Boltzmann Insitut that analyzed
international appraisal bodies and recommended the following characteristics to be part of the appraisal
process [207]:

* The appraisal committee’s responsibility should be clearly stated

* The procedural rules governing the appraisal committee’s work should be documented and available to
the public

*  Committee membership should encompass as diverse a set of backgrounds as possible to accurately
represent the public in decision making

* Meeting agendas should be publicly advertised well in advance

» Public or stakeholder consultations should be an integral part of the process, preferably both in the
prior HTA evidence assessment and in the committee’s appraisal

* Earmarked funding should be available for additional evidence collection through pilot testing and trials
if needed

* A process to appeal a recommendation should be available

TRANSPARENCY AND LEGITIMACY OF HTA PROCESSES AND RECOMMENDATIONS

It has been said that resource allocation decision making is a complex process that takes place along a
continuum that moves from evidence generation to deliberation and communication of the decisions made

[15]. Transparency and legitimacy of HTA processes and institutions can affect the impact of recommendations;
therefore, implementing partners must bear in mind the principles for good deliberative processes as part

of transparent priority-setting policies. Transparency and legitimacy of HTA processes and institutions are
important aspects that may increase or reduce the potential impact of recommendations.

Transparent and fair deliberative processes. \WWhen new HTA bodies start implementing their deliberative
process to inform policy decisions, the Accountability for Reasonableness (A4R) framework developed by
Norman Daniels and James E. Sabin [21] shall be considered. A4R argues for four conditions that make
deliberative processes behind decision making processes fairer and accountable:

» Publicity condition: Process, factors, and evidence should be publicly available to those affected by the
decisions.

* Relevance condition: Problems, data, and solutions should be relevant to those who will be affected by
the decisions.

* Revision and appeals condition: All decisions should be revisable in light of the emergence of new
evidence or a shift in social values.

» Regulative condition: Institutions in charge of fulfilling the promise of the decision making process
should enforce those decisions.

The four conditions compel decision makers to contribute their deliberative capacities to whatever broader
public deliberation is conducted through democratic institutions, formally or informally. The arrangements
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required by the four conditions are not a replacement for a broader democratic processes. Ultimately, these
broader democratic processes have authority and responsibility for guaranteeing the fairness of decisions [21].

Additional resources that can help implementing partners strengthen capacities for more transparent, fair, and
participatory deliberative processes for HTA in LMICs include:

* Health technology assessment, deliberative process, and ethically contested issues [22]

* 2020 HTAI Global Policy Forum Meeting, Background Paper: Deliberative Processes in Health
Technology Assessment: Prospects, Problems, and Policy Proposals [23]

* The Dynamics of Health Technology Assessment: Is it Just About the Evidence [24]

* Hard Choices in Priority Setting: Reconciling Technical Analysis and Public Participation [25]
* OHE Deliberative Processes in Decisions about Health Care Technologies [26]

* HTA: Algorithm or process? [27]

* Priority setting: towards evidence-informed deliberative processes [28]

* Radboudumc—~Evidence-informed deliberative process: A practical guide for HTA agencies [29]

COMMUNICATING HTA RESULTS

All HTA bodies need to continuously use strategic engagement and communication to ensure political and
financial support. For example, new HTA bodies should consistently communicate their return on investment
for their existence. Some evidence suggests that HTA is a cost-saving endeavor, which means that cutting the
HTA budget would be potentially counterproductive to the government’s goal [30]. In Ireland, it is expected
that HTA saved more than €19 million annually [317]. By effectively communicating the value of HTA activities,
institutions may be able to influence three of the main drivers for HTA described in Chapter |: perception of

its potential usefulness, favor stakeholder's position, and securing financial and policy/political support.

HTA results inform decision making at different levels of health systems, so reports must meet the needs of
their different audiences. Technical reports should follow best practices (section 3.6) to ensure transparency [32].
Recommendations must be tailored to different audiences using the good principles for knowledge translation
and science communications. Reaching and influencing any target audience may require multiple messages and
media [33]. At the macro-level, policy makers from departments or ministries of health usually require concrete,
timely, and clear information on which to base their discussions; at the meso-level, health care providers

and payers require information on the basis of reimbursement, pricing, and coverage recommendations,
supplemented with budget estimates and expected targets; at the micro-level, health care professionals, patients,
and caregivers also require clear and concrete recommendations, but in plain language. HTA programs should
also develop, continue to improve, and adapt their dissemination activities for lay members of the general public.
Dissemination planning should start at or before the initiation of each HTA and include costs, time, and other
resources allocated and should take into account the culture and existing resources. Reaching and influencing any
target audience may require multiple messages and media [33].

Communicating value of HTA activities. In many countries, the main funding source for HTA activities often
comes from donors or domestic revenue. Availability of financial resources often rises and falls in the short run
due to local and global political, economic, and business cycles. Tightening fiscal space or stagnating international
aid requires governments and donors to make difficult decisions to cut costs, and significant justification needs
to be put forth from the very beginning to ensure that HTA activities represent good value for money so they
can continue in the long term.
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3.2 LEGAL FRAMEWORKS AND INSTITUTIONAL STRUCTURE

This roadmap primarily focuses on two common approaches of institutionalizing HTA agencies: top-down or
converging modes. Under top-down, governments build on the available legal framework to establish HTA
bodies; under converging, they build on existing capacities within academic institutions to advance HTA as a
policy intervention. As mentioned in Chapter |, an HTA agency can also evolve from the bottom up by using
resources from academic and research institutions, professional associations, and civil societies using external

development and technical support.

3.2.1 INTERNATIONAL AND NATIONAL LEGAL FRAMEWORKS

The WHO constitution declares, “the enjoyment of the highest attainable standard of health is one of the
fundamental rights of every human being.”" This implies a clear set of legal obligations for countries to ensure
access to timely, acceptable, and affordable health care of appropriate quality [34].

Given the resource needs to achieve a high standard of health, WHO noted that the efficient use of resources is
a crucial factor in the sustainability of health systems’ performance. The World Health Report of 2010 indicated
that as much as 40% of spending on health is being wasted [35]. Countries urgently need systematic, effective
solutions to reduce such inefficiencies and to enhance the rational use of health technology. Because meeting

all health needs with limited resources is impossible, priorities must be set. The national and subnational levels
of implementation of the right to health should involve a systematic approach for identifying and implementing
cost-effectiveness interventions. This framework of prioritization for resource allocation in achieving the right to
health is reflected by the United Nations Committee on Economic, Social, and Cultural Rights.

“The most appropriate feasible measures to implement the right to health will vary significantly from one State to
another. Every State has a margin of discretion in assessing which measures are most suitable to meet its specific
circumstances. The Covenant, however, clearly imposes a duty on each State to take whatever steps are necessary to
ensure that everyone has access to health facilities, goods and services so that they can enjoy, as soon as possible,
the highest attainable standard of physical and mental health. This requires the adoption of a national strategy to
ensure to all the enjoyment of the right to health, based on human rights principles which define the objectives of that
strategy, and the formulation of policies and corresponding right to health indicators and benchmarks. The national
health strategy should also identify the resources available to attain defined objectives, as well as the most cost-
effective way of using those resources.” United Nations CESCR, 2000

In addition to internationally driven pressures, countries also have obligations from their own constitutions,
laws, rules, and policies. Constitutional commitments to protecting health differ from setting to setting in both
their specificity and focus. By 201 I, only a minority of WHO member countries had explicitly enshrined within
their constitution’s rights to health—public health (14%), medical care (38%), and overall health (36%) [36]. In
countries whose constitutions did not expressly provide for the right to health, commitment is inferred from
other rights—for example, from the right to a clean and healthy environment in Uganda’s constitution and
from the right to development in the case of Malawi. In Madagascar, the constitution refers to international
human rights instruments, which links to the WHO health as a human right declaration, even if the Madagascar

constitution is silent on the right to health itself.

Relevant layers within the legal framework relate to the provision and prioritization of health care. In the case
of HTA, governments often explicitly endorse or create agencies or they may pass regulations listing certain
evaluation criteria or processes before a new technology is approved.

In the classic example of the 1999 development of NICE in the UK, the HTA agency was deeply integrated into
the legal framework guiding the health care system from its inception.
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“The Secretary of State for Health, in exercise of powers conferred on him by section | (1), (2) and (4) of, and
paragraph 9(7)(b) of Schedule 5 to, the National Health Service Act 1977 and of all other powers enabling him

in that behalf, hereby makes the following Order: (1) This Order may be cited as the National Institute for Clinical
Excellence (Establishment and Constitution) Order | 999 and shall come into force on 26th February 1999.”
“Subject to and in accordance with such directions as the Secretary of State may give, the Institute shall perform
such functions in connection with the promotion of clinical excellence in the health service as the Secretary of State
may direct.” The National Institute for Clinical Excellence (Establishment and Constitution) Order 1999

Similarly, the HITAP in Thailand was developed as a program under the Bureau of Policy and Strategy in the
Ministry of Public Health. In addition to the legal framework that allowed for its creation, HITAP also benefits
from the legal framework that requires its services. In particular, the revised Medical Device Act B.E2551
(2008) requires that devices costing upward of 100 million Baht (USD 3.3 million) be assessed on their social,
economic, and ethical value prior to achieving market authorization.

“Registrant who wishes to produce or import medical device...shall submit an application to the licensor for the
assessment that such medical device has efficiency, quality, standard and safety for use including assessment of its
effect and feasibility in economic and social aspects to implement the use of the medical device in appropriateness
widely and fairly and after the licensor has issues the assessment certificate it may produce or import.” Medical
Device Act B.E2551 (2008), Section 22

Similarly, new agencies in Latin America, North Africa, and Eastern Europe have been implemented by law and
with the specific mandate to support resource allocation decisions.

In addition to the legal and policy frameworks that enable the use of HTA for prioritization, some explicitly limit
the extent to which a specific assessment methodology can be implemented and the results used. Examples
from the United States and Germany explicitly limit the use of value-of-life variables such as quality-adjusted life
years (QALYs) or disability-adjusted life years (DALYs) to assess tradeoffs between choices when prioritizing

health interventions.

“The Patient-Centered Outcomes Research Institute... shall not develop or employ a dollars-per-quality adjusted
life year (or similar measure that discounts the value of a life because of an individual’s disability) as a threshold
to establish what type of health care is cost effective or recommended.” Compilation of Patient Protection and
Affordable Care Act: Subtitle D of Title VI - Sec. 6301

“[a decision based on a threshold per quality-adjusted life year (QALY) gained] should be seen critically. On the one
hand, the vast majority of countries in which HEEs contribute to decision-making do not have a (fixed) threshold. On
the other, this would be a value judgement, and would thus not fall under the international methodological standards
following §13%a (4) Sentence | according to which only methodological standards apply in the assessments of the
Institute.” Institute for Quality and Efficiency in Health Card (IQWiG) General Methods, v.5.0. July 2017

Leveraging existing legal frameworks will give implementing partners the foundation to institutionalize HTA
bodies and their mandates, while certain policies, existing institutional arrangements, and value judgments will
determine the role, character, and tasks that each HTA institution will undertake.

3.2.2 HTA INSTITUTIONAL STRUCTURES

The institutions engaged in the HTA process vary by country and are usually determined by the country
context and legal frameworks governing HTA. These subsequently affect the legitimacy and binding power of
HTA results. Figure 12 provides examples of institutional structures across countries and the binding power of
their recommendations.
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Figure 1 2. Comparative features of institutional HTA structures in selected countries
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technologies. G-BA was focus on health policy supreme decision making
established by law in 2004 | rather than technologies. | body.

Additionally, DAHTA@
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national database of
HTA research and design
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support the research.

Colombia IETS established as an IETS outsources to a The MoH is in charge of  IETS positive assessment
independent agency by network of academic appraising the evidence not required for inclusion
law 1138 of 201 | institutions and also and promoting broader in national program.

conducts in-house stakeholder engagement. | Aimed at de-facto
assessment. Appraisal shifted from binding.
inclusions to exclusions
in 2015.
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package
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the HTA committee
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and President. President
makes final decision on
accepting or rejecting
HTA committee’s
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binding. In some cases,
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recommendations, they
are hard to enforce.

Source: Analysis by authors

HTA programs and agencies across the world can have centralized or decentralized structures. In HICs, for
example, Spain had different regional agencies in the 1990s that have evolved and grown, including Osteba,
AETS, and AETSA. Spain now has eight regional agencies and the Spanish HTA Network (http://www.redets.
msssi.gob.es), which acts as the regional coordinating network.The Spanish collaborative approach is based
on the strengths of each agency, and health technologies are prioritized for assessment by the MoH's Inter-
territorial Health Council [37]. In the United Kingdom, Scotland and Wales have separate HTA agencies that
conduct independent HTAs. The Scottish Medicines Consortium (SMC), Scotland’s HTA agency, does not
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conduct de-novo research but bases its decision on the dossier submitted by the manufacturer [38]. In Canada,
Alberta and Quebec provinces have their own HTA agencies separate from the national agency, CADTH.

For LMICs in the early stages of HTA, defining the institutional arrangements for conducting HTA is a good
starting point. Resources should be committed to raising awareness among decision makers about what HTA

is and its usefulness, limitations, and impact. As awareness levels increase, the uptake and enforcement of the
HTA process will also increase. The lesson for LMICs is that HTA institutional structures will develop and evolve
based on local contexts and political and economic dynamics.

3.3 SITUATIONAL ANALYSISTO DEVELOP AN HTA
IMPLEMENTATION PLAN

In the previous sections, we discussed the when and how of implementing an HTA process. However, when to
initiate policies to advance HTA is also critical. The cultural aspects, local capacity, financial support, policy/political
support, globalization, stakeholder pressure, health system context, and usefulness perception are important
drivers for successful HTA implementation and should all be considered during the policy formulation stage [39].

Conducting a situational analysis [40] to understand the country context and current environment is an
important first step to develop a strategic plan for HTA implementation. HITAP and NICE have developed

a conceptual framework for creating a situational analysis [41]. This situational analysis framework focuses

on identifying the need, demand, and supply for HTA within a country; a structured questionnaire guides
information gathering once stakeholders have been identified [41]. Countries like Cyprus, Estonia, and Turkey
have used the Strengths, Weaknesses, Opportunities, and Threats (SWOT) analysis framework for this purpose
[42—44]. A desk review of literature, including research papers, policy documents, guidelines, and regulations,
may be required to provide further context. Figure |3 provides an example of a SWOT analysis applied to
HTA in Cyprus, and figure 4 provides a similar one conducted in India [44, 45].

Figure 3. SWOT analysis applied to HTA in Cyprus

» Cumulated experience * Applied only in public sector
* Culture of evidence-based medicine * Economics of scale regarding dedicated teams and running costs
* Centralized decision-making process * Low dissemination amongst practitioners (apart from

* Existence of inter-disciplinary teams (Cyprus League Against prescribers)

Rheumatism, Oncology department; Institute of Genetics * Willingness to pay not set and arbitrary measure utilized

and Neurology) * Ministry of Health's conflicting roles may compromise holistic

approach; no diversity during assessment and absence of
social stakeholders

* Lack of autonomy context
* Fragmentation of health services
* Applied mainly for medicines

* Introduction of national system will unify market and * Financial recession may compromise decision-making process
leverage change and shift focus to cost minimization

« Strong international scientific background of HTA and * Small market size may not deter companies from abandoning
availability of best practices market in case of negative appraisals

* Industry supports HTA

* Financial crisis requires rationality in decision making and
maximization of value for money

* Interface management will enable monitoring and
performance indicator setting

Source: Panagiotis and Talias M, 2013 [44]
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Figure 14. SWOT analysis applied to HTA in India

* Declare political will in national health plan 2015 * No legal provision

» Commitment by government by establishment of Medical « No institutional arrangement for HTA agency

Technology Assessment Board

. . * Existi i I
* WHO collaborating center for health research in country xisting capacity needs scale up

* Prior exposure to HTA of staff at various institutions * Multi-location HTA activity needs synergy

including Indian Council of Medical Research (ICMR)

* Indian HTA establishment being monitored at higher levels of ~ * Diverse interest of stakeholders a threat for smooth

government operation of agency
* WHA resolution and inclusion in National Health Plan * Industry (pharma, medical device, and private hospitals)
provide opportunity for global and national partnerships may oppose

» UHC goals of the National Health Mission are creating need = Multi-location HTA poses threat due to ownership
* Lack of trained human resources
* Long duration of establishment of Indian HTA system

Source: Prince Mahidol Conference 2016 Parallel Session 2.5: Enabling better decisions for Better Health. Embedding Fair and
Systematic Processes for Priority Setting for UHC. Presentation by Dr. R Srivastava Indian Council of Medical Research [45]

As highlighted elsewhere [39], cultural and global contexts are important drivers for successful HTA
implementation and need to be considered in any situational analysis. The context of early-adopter countries
such as Sweden, Canada, Spain, France, and the United Kingdom played a big part in determining the breadth
of decision making supported by HTA in these settings [46]. These countries have long-standing traditions of
relying on evidence-based information, focusing on quality of care, and promoting the principles of equitable
and efficient use of resources [46]. Therefore, their HTA organizations’ mandates go beyond informing resource
allocation and reimbursement decisions to include improvement in quality of health care, development of
quality standards, development of clinical guidelines, and keeping the general public informed throughout the
process [46]. The mandates of HTA lateradopters (e.g., Poland, Hungary, Romania, Bulgaria) seem mostly
limited to informing reimbursement decisions [46]. As mentioned in Chapter 2, less-affluent countries face
challenges such as limited financial resources and research capacity and unavailable or limited local data that
may affect the final scope of HTA activities [47]. Additionally, interest in joining the EU may have been an
incentive in driving the institutionalization of HTA in some countries [46].

Health system context also plays a major role in policy formulation, and HTA needs to be anchored in the
current priorities of the national health programs. In Brazil, for example, HTA was driven by not only the need
to increase efficiency in resource allocation but also the increasing judicial intervention regarding coverage
decisions and reimbursement mandated by courts [48]. Thus, incorporating a more transparent HTA process
to engage and keep stakeholders informed was an important objective for HTA introduction in this country
[48]. More recently, in 2014 Indonesia formally established an HTA committee (InaHTAC) in the context of a
health sector reform to achieve UHC and resource optimization [17].

Although country-specific HTA health organizations and processes vary according to setting, some
procedural principles have been associated with the robust operation of HTA programs and institutions
[49, 50]. These include transparency, robust and appropriate methods for combining costs and benefits,
explicit characterization of uncertainty, and active engagement with stakeholders [49, 50]. Nevertheless, the
current level of application of these principles is considered uniformly poor in many LMICs implementing
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HTA practices [5|]. Therefore, principles of good practice should be kept in mind during the stages of policy
formulation and implementation.

Of paramount importance is the need to highlight active stakeholder engagement to guarantee buy-in and
legitimacy of priority setting and HTA processes [52, 53]. Given the divergence in value frameworks of various
individuals and institutions, consensus on setting priorities can only be determined through a fair process as
highlighted in the A4R framework [52]. HTAI's recent background paper on deliberative processes articulates
central principles and provides an operational framework for establishing a fair deliberative process for
appraisal of reimbursement decisions [23] (figure |5). Stakeholder involvement is a cross-cutting activity for
every component of the process.

Figure 15. Conceptual framework for a deliberative process
INPUT THROUGHPUT OUTPUT

Collection of evidence, Communicating content

Deliberation: critical examination
and outcome of

deliberation

information, and
perspectives

!
!

and weighing of reasons
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» Communicating decision
(method, timing, level of
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by a value framework * Formal/explicit deliberation framework detail)
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PACE)
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Mechanisms for additional deliberation
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Policies and procedures specifying who, what, when, why, and how
* Purpose and scope of deliberation
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» Composition of group, length of terms, responsibilities, reimbursement, etc.

* Declaration of COIl and consequences for participating in deliberative process

Source: HTAi Global Policy Forum, 2020 [23]

3.4 THE POTENTIAL ROLES OF THE DIFFERENT STAKEHOLDERS
WITHIN THE HTA PROCESS

HTA is a multidisciplinary process that uses explicit methods to determine the value of a health technology

at different points in its lifecycle [54]. Therefore, the development of HTA (methods and reports) usually
requires the combination of a broad mix of skills and profiles that include epidemiologists, health economists,
statisticians, health care professionals, and public health specialists. However, the role of other disciplines, such as
(bio)ethicists, and other stakeholders, such as academic centers, patient representatives, and companies, varies
widely according to setting.

Chapter 2 provides tools for conducting a stakeholder analysis to identify their position, power, and perception
with regard to HTA. This contributes to stakeholder management and engagement strategies. Pichon-Riviere
and colleagues reviewed the roles and responsibilities of patients and industry stakeholders across countries;
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they found that these vary among the different stages of the process for each country [53]. Of importance in
the era of advanced globalization is also the role of international organizations and development partners.

3.4.1 ENGAGEMENT OF ACADEMIA

Involving academia is crucial at every stage of the HTA process, from methods development to the assessment
and appraisal stages. The concept of HTA itself has roots in academia, and academic research led to what is
now broadly considered HTA [55]. A multidisciplinary set of experts (e.g, clinicians, social and political scientists,
health economists) contributes to the assessment phase of HTA, and they are often drawn from the network
of academic institutions in country. For example, the MoH of Indonesia has identified two additional universities
for its network of academic partners from its initial partnership with the University of Indonesia.

Therefore, identifying the academic institutions with capacities related to HTA is an essential part of any
situational analysis for LMICs. Examples of potential institutions or institutional arrangements for engagement of
academia include:

* Technical Working Groups: Sweden, the first country to set up a national HTA agency, had the
National Board of Health and Welfare (NBHW), which started assessing new health technologies in
the 1960s. NBHW worked with technical working groups from academia and utilized data from clinical

trials and disease epidemiology to assess the appropriateness of the technology for the country [56].

e HTA Organizations Centered in Academic Settings: Canada has several HTA organizations at the
province and national levels, many of which emerged from government funding, while others are based
in academic settings [57].

* Network of Affiliate/Contracted Academic Institutions: A network of academic or research
organizations often conduct the assessment part of HTA [14], as is the case of NICE in the United
Kingdome [58], HITAP in Thailand [59], IETS in Colombia [60], and MSAC and PBAC in Australia [61],
among others.

* National Research Agency Linkage to HTA: The Finnish HTA agency (FinoHTA) has its roots
within the Medical Research Council and was housed within Stakes, the National Research and
Development Center for Welfare and Health [62]. Stakes was already involved in conducting HTA and
building capacity for HTA through international training before FinoHTA was formally created [62].
Prior to the 1997 establishment of the Danish HTA agency (DACEHTA), the Danish Institute of Health
Research Services was conducting HTAs in the 1980s [63]. Similarly, NICE in the UK has built upon the
foundational work by Cochrane, the emergence of health economics as an academic subject, and prior
NHS assessments since the 1980s [64].

In the case of some LMICs with limited capacities, identifying academic institutions that are familiar with HTA
concepts or components of the HTA process, such as economic evaluation, may be more feasible. Tanzania
provides a great example wherein the policy makers exploring the introduction of HTA identified clinical
experts within the system. While Tanzania does not have a specific academic program on economic evaluation,
it identified academic institutions that can produce HTA [65]. A similar approach has been followed for capacity
building in Ghana [66].

3.4.2 ENGAGEMENT OF HEALTH PROFESSIONALS IN HTA

Health professionals such as doctors, nurses, pharmacists, and laboratory technicians may participate in HTA
topic selection discussions, whether it be as individual experts or through their professional associations. They
may also be members of multidisciplinary appraisal and recommendation committees at a later stage. Here,
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we discuss the role of clinical and other health professionals in adapting HTA recommendations within their
practices. HTA conducted at the health care facility level has emerged in the last two decades [67].

In 2006, HTAI initiated an interest group specifically focusing on hospital-based HTA, including its processes,
impact, and stakeholder engagement [67]. Models of HTA at the hospital level range from an independent
HTA unit or committee to a team doing mini-HTA and a clinical ambassador who shares HTA findings to
improve adoption of decisions [67].The HTA unit model is analogous to a national HTA program with a
multidisciplinary team [67]. As per Gagnon et als systematic review of HICs, if the hospital HTA unit has
significant engagement with clinical staff, the success of adopting recommendations is higher [67].

Health professional staff must provide local-level data for more context-specific decisions related to changes

in guidelines or diffusion of technology within the relevant institution. This includes buy-in for managerial and
administrative decisions. The ambassador model has a clinical leader at its core whose leadership and influence
highly affects the adoption of HTA recommendations. A review of literature on hospital-based HTA in LMICs
revealed that countries such as China, Indonesia, Philippines, Malaysia, Thailand, Argentina, and others in Latin
America have introduced hospital-based HTA activities since the early 2000s [68]. Hospital Garrahan's HTA
program in Argentina has been active since 2001 [69], while Brazil started a strategic program to foster
hospital-based HTA in 2009 [70]. These programs encourage hospital administrators and clinical practitioners to
collaborate on the organizational impact of health technologies [70]. Additionally, HTA-related activities promote

staff capacity building and mentoring for research projects—further strengthening clinical capacities [70].

3.4.3 PATIENT ENGAGEMENT IN HTA

Patients and other citizens are the end users and beneficiaries of health technologies being considered for
inclusion in national programs, so their perspective is critical. The level of patient engagement in a country will
depend on the context, cultural norms, institutional and legal frameworks, and available capacities within its
HTA system [53]. Different countries engage with patients to varying degrees across the HTA process.

In defining the HTA process and setting priorities, mature HTA systems from European countries such as

the United Kingdom, Germany, Netherlands, and Sweden have continuous engagement with patients either
through patient councils or by allowing citizens to submit proposals on health technologies for evaluation, such
as in the United Kingdom and Spain [53, 71]. Levels and modes of engagement differ based on the purpose.

e Topic Selection Panels: In the UK a patient council is a 30-member panel formally engaged in the
HTA process, while any citizen can respond to call for HTA topic selection [53].

e Patient Associations: Other countries, such as Thailand, Germany, Spain (regional HTA agencies), the
Netherlands, and France, have a consultative process with patient groups or certain patient networks
ahead of the priority-setting process but no direct proposal submissions for topics [53, 71]. In Thailand, the
UK France, Canada, and Australia, patient representatives comment on HTA scope and protocol [53, 72].

* Broader-Based Engagement: In Germany, the scope of the assessment for a specific technology
can be commented upon by anyone in the general public. The assessment protocol is provided to the

public via the internet and available for comment [53].

Level of patient engagement is also linked to the current country capacity for HTA and the goals identified
for its implementation. Countries just starting out, such as Indonesia, do not currently have an explicit patient
engagement strategy [ | 7] This is due to the limited resources (financial and human) dedicated to the HTA
process, in addition to a limited tradition of broader stakeholder engagement for decision making. Countries
such as Colombia and Mexico that have moved beyond the initial stages of HTA have incrementally engaged
with patient groups when designing and running their HTA process [53].
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Similarly, patient engagement at later stages of assessment and contextualization (or appraisal) can be targeted
or broad based. In most countries, patient groups or individual patients affected by the health technology are
engaged in the appraisal process [53, 71]. For example, in Scotland, the SMC has developed a Patient and
Clinician Engagement Meeting structure for end-of-life medicines that allows both clinicians and patients to have
a greater role in appraising the medicine [73]. France and the United Kingdom disseminate recommendations
from the appraisal process and the HTA report to targeted patient representatives or groups [53]. In Brazil,
Germany, and Thailand, patient representatives are members of appraisal committees [53,71].

International networks have dedicated groups devoted to patient engagement process and best practices
that are available for reference. HTAI has a patient and citizen involvement interest group devoted to sharing
information about processes of patient engagement/involvement and on developing engagement tools for
industry, patient groups, and HTA organizations. INAHTA has a newly formed patient engagement learning
group for members to share best practices. LMICs' HTA programs or agencies should actively participate in
these groups to leverage the resources and best practices.

3.4.4 INDUSTRY ENGAGEMENT

The role of the health technology industry across the HTA process varies across countries depending on their
institutional structures. In Latin America, FIFARMA, a pharmaceutical manufacturers association, published a
policy paper on the role of industry in the HTA process [53], showing this sector’s interest in having a voice in
the process. In Switzerland, the industry and insurers participated in the design and use of the HTA process
[53]. Similarly, NICE in the United Kingdom included industry representation on the committee working on
developing the medical device and diagnostics HTA process. In Australia, New Zealand, Poland, and Hungary,
manufacturers are required to submit dossiers on the technology's assessment based on the national guidelines
and reference case for economic evaluations [53, 72]. This arrangement may be a starting point for LMICs with
limited capacity to develop de-novo in-house evaluations.

Industry engagement can help reduce the asymmetry of information related to the incorporation of new
products in competitive markets. Additionally, incorporating their perspectives on HTA while designing the
national process, reference case, and guidelines can be benefit consensus building. However, potential conflicts
of interest and industry bias need to be accounted for in the consultative process. For this reason, the role of
the industry is still highly limited in most countries during the appraisal process to avoid perceived conflicts

of interest [14]. Countries such as the UK, Australia, Colombia, and Brazil allow for manufacturers to provide
additional information, usually by request [53]. Appealability of a decision based on manufacturer’s evaluation of
the HTA report and/or process is important for accountable priority setting and HTA [52]. Therefore, countries
should allow for manufacturers and other stakeholders to appeal the decision under these circumstances. It is
important to note that appealability of a decision differs from revisability of a decision—that is, to reverse or
change in a decision based on additional evidence with regard to the technology.

3.4.5 THE ROLE OF INTERNATIONAL PARTNERS, NETWORKS, AGENCIES,
AND DONORS

International stakeholders include networks related to HTA such as INAHTA, RedETSA, HTAI, HTAsiaLink,
EuroScan, and EUnetHTA. In addition, international donors such as the Bill & Melinda Gates Foundation,
Wellcome Trust, World Bank, and Inter-American Development Bank have been involved in global HTA
activities. International agencies such as WHO and its regional counterparts such has PAHO have been
instrumental in the development of HTA worldwide. International organizations with HTA expertise, including
ISPOR, INAHTA, HTAI, HTAsiaLink, HITAR and iDSI, often sensitize and build capacity building in stakeholders.
Financial support from technical and developmental partners is critical to build momentum and strengthen
capacities of local stakeholder advocates [74].
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“An important initial activity is the sensitisation of key stakeholders, the clarification and discussion of the HTA concept
(HTA, EBM, guidelines, cost benefit of medical procedures, etc.). International HTA experts should be contracted to
train selected actors from relevant national institutions on up-to-date HTA methodologies and key concepts. On-site
visits to other countries where HTA programmes have successfully been established are recommended and are
instrumental in building professional networks and in shaping the national HTA concept” [75]

3.5 PRODUCTION COST OF HTA AND SOURCES OF FUNDING

As countries embark on institutionalizing HTA, they are constrained by limited resources, particularly skilled
professionals and funding. While there are many competing health technologies awaiting assessment for
potential incorporation or reimbursement from public sources, assessing them all is not possible. In practice,
HTA institutions (even in affluent settings) must prioritize internal capacity and resources to meet the growing

demand for evaluation.

When considering HTA production costs, newly established agencies need to prioritize the allocation of their
internal resources during the formulation stage by starting with a narrow scope of activities and growing
incrementally. Production costs for HTA vary by the type and complexity of analysis and by the domestic labor
costs for conducting such analysis. Complicated and time-consuming analyses have a higher opportunity cost
than rapid reviews, which LMICs should consider when budgeting for HTA activities. An EU evaluation for HTA
estimated that a rapid HTA assessment, taking as little as one month to prepare, costs around €30,000, while a
full HTA report taking up to a year costs €100,000 [76]. The Canadian drug review was priced at CAD 72,000
per evaluation [77], and the Australian Pharmaceutical Benefits Advisory Committee implemented a cost
recovery fee of up to 179,000 AUD per evaluation [78, 79].

As mentioned, when building an HTA organization, no one size fits all regarding potential funding sources;
however, funding is obviously a requirement for sustainability of these institutions. Globally, most government-
led, arm’s-length HTA agencies are funded from public sources (e.g,, annual budgets, earmarked taxes, levies
imposed on insurers); in other cases, private funding (project based or through cost recovery fees) may
supplement core public funding. Although it varies, most HTA units affiliated to academic institutions are project
or grant based or the result of targeted funding of central institutions that commission collaboration centers or
networks of cooperation to conduct HTA.

A significant outcome of the global advancement of HTA is increased collaboration across the world. As noted,
global networks such as INAHTA, RedETSA, HTAI, HTAsialLink, and EUnetHTA have fostered collaboration
across regions and countries, resulting in a large knowledge base available to help countries avoid re-inventing
the wheel and reduce production costs for HTA. For example, the WHO-hosted Decide Health Decision

Hub is a virtual platform that supports knowledge sharing and the INAHTA's database contains over 15,000
reports [80, 817]. Further, the EUnetHTA collaborative network has developed a toolkit that helps HTA agencies
adapt HTA reports across regions [82]. The toolkit has checklists and resources that help countries assess

the relevance of reports to their context, the reliability of their findings, and the potential transferability of

the reports to other countries [82]. Members such as Poland leverage these for their pragmatic HTA models.
EUnetHTA also has searchable databases of HTA reports and systematic reviews for country members to
leverage. Similarly, the Latin American network of agencies, RedETSA, has a database of HTA reports for
countries to potentially adapt to their contexts [83]. This is an important in the context of production cost in

that LMICs have resources to leverage and reduce their production costs for HTA.

46 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



3.6 CONSIDERING THE PRINCIPLES OF GOOD PRACTICE OF HTA
DURING THE FORMULATION STAGE

HTA introduction and institutionalization began in the 1970s, and many high- and middle-income countries
have gathered several decades of experience in implementing HTA [55, 57, 62—64, 84]. Given the increase in
the adoption of HTA as a standard tool for informing various health system decisions, LMICs can learn from
the experiences of these countries.

ISPOR created its HTA Council Working Group to “provide an up-to-date review of current literature that includes
guidance on good practices in the use of evidence to inform population-based healthcare decision-making for
pharmaceuticals (drugs and vaccines), medical devices, and other health technologies, that is, HTA" [14,49].The
working group identified the following good practices within the various components of the HTA process:

Define the HTA Process: This includes defining of the broader governance and institutional structures, and the
underlying principles governing the HTA process. In the earlier work of the ISPOR working group [ 4], the best
practices with regards to HTA include:

|. Goals of the HTA process should be transparent and explicit
. HTA should be an unbiased and transparent exercise

. HTA should include relevant technologies

. Clear system for setting priorities should exist

. HTA should involve appropriate methods for assessing costs and benefits

. Full societal perspective should be considered in HTA
. HTA should characterize uncertainty in estimates from HTA

2

3

4

5

6. HTA should consider a wide range of evidence and outcomes
5

8

9. HTA should consider issues of generalizability and transferability
0

0. HTA should involve all relevant stakeholders

| I. HTA doers should seek all available data

[2. Implementation of HTA should be monitored

3. HTA should be timely

[4. Findings need to be communicated appropriately to different decision makers

I5. The link between HTA processes and decision making needs to be transparent

All these could be considered part of a checklist to guide the HTA formulation stage described in this chapter.
Principles | to 4 and |15 are linked to the legitimacy and binding power of the process. NICE in the UK and
Germany's IQWIG have explicit guidelines on the HTA process and include a scoping process involving
multidisciplinary stakeholders [49], compared to Indonesia’s guidelines for HTA in which the recommendations
related to the objectives and structure of the process are generalized and the scoping and stakeholder
engagement process is not defined. This weakens the adoption of decisions made through the HTA process [|7].

As countries move toward more comprehensive HTA programs or agencies, the principles need to be further
expanded. Based on the INTEGRATE-HTA framework and the principles of accountability of reasonableness,
Oortwijn and colleagues provide an integrated list of best practices for HTA agencies that are aimed increasing
their comprehensiveness in addition to the legitimacy of their decisions. Figure 16 [85] presents the judgment
criteria to assess the level of comprehensiveness of an HTA process in a specific context.
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Figure 16. Judgment criteria to assess the level of comprehensiveness of the HTA process

PHASE DEFINITION USED
ASSESSMENT PHASE

Multiple stakeholders are
involved in scoping an HTA

Context is taken into account

Implementation issues are taken
into account

Patient-related factors that
influence treatment effects are
taken into account

Patient preferences with regard
to treatment outcomes are
taken into account

Evidence reports and
standardized evidence
summaries for each assessment
aspect are produced

Stakeholder consultation is
performed to review the
evidence reports

Defining the objective and research questions of the HTA by a systematic exploration
of relevant aspects from multiple perspectives (e.g, patients, informal caregivers, health
professionals, decision makers).

Context is defined as the conditions and circumstances that are relevant to the
application of an intervention, for example, setting (e.g.,, hospital) and sociocultural
aspects (knowledge, beliefs, conceptions, customs, institutions, and any other capabilities
and habits acquired by a group that may influence uptake).

Implementation issues refer to the actual delivery of a health technology and to policy
measures and processes or to funding mechanisms (e.g, tax incentives, reimbursement
schemes) that directly concern or indirectly influence the implementation of the health
technology.

Patients may respond differently to treatments in terms of nature and magnitude of a
beneficial effect, the time of onset, and adverse outcomes. It is therefore important to
identify factors that influence treatment effects to determine which treatments work
best for whom; make medicine more personalized; and improve the valuation of research
outcomes.

Patients often have different views on the relative importance of certain treatment
outcomes. It is widely acknowledged that understanding patients’ preferences is important
for an accurate assessment and appraisal of the impact of a disease on the patient’s
quality of life.

Provide evidence reports and standardized evidence summaries for each assessment
aspect (e.g, reports on economics and ethical aspects).

Stakeholders are asked to review the assessment results (i.e., evidence reports/
summaries) with regard to plausibility. The result is an assessment report that includes a
critical evaluation of the available evidence and uncertainty and an overview of where
evidence is missing.

APPRAISAL/DECISION MAKING PHASE

The appraisal/decision making
process is explicit

The appraisal/decision making
process is transparent

The decisions and the
underlying reasons are made
public

Stakeholder involvement is
clearly specified and open to
the public

Mechanism(s) to appeal,
propose revisions, and receive a
reasoned response are in place

Systems are in place to monitor
and evaluate the process

The criteria and methods used in the process are well described in a publicly available
document.

The procedures used are well described in a publicly available document; the process is
open to the public (e.g, public hearings); and the agenda and notes on the meeting are
provided in the public domain.

The final decisions and the underlying reasons are publicly available (e.g., via the Ministry
of Health’s website and announcement in the official journal).

The names of the stakeholders involved (including those on a specific committee for
appraisal/HTA decision making) are publicly available (e.g,, via the HTA agency website
and notes on the meetings that are provided in the public domain), and the ways in
which the views of the stakeholders are taken into account are well described in a
publicly available document.

Mechanism(s) to appeal, propose revisions, and receive a reasoned response are
operational and described in a publicly available document.

Systems to monitor and evaluate the process are operational and described in a publicly
available document.

Source: Oortwijn et al, 2017 [85], adapted by the authors
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HTA is inherently a systematic process for supporting decisions related to rationing of resources. Therefore,
resulting decisions can cause controversy among the various actors with a stake in the process. Based on

the principles of accountability for reasonableness, the acceptability of decisions increases if the process is
transparent and perceived to be without bias from various interest groups [ 14, 49]. With agencies that are
government funded or within a government institutional structure (e.g., NICE, IQWIG), there is a risk of being
perceived as pushing the rationing agenda of local government [49]. NICE, Canada’s CADTH, and Sweden'’s
SBU all have institutionalized oversight structures in the form of an independent board consisting of various
types of stakeholders to minimize the risk of political capture and promote independence [49]. This alleviates
the public’s perception of bias, as they act as ‘arm’s length’ institutions, making resource allocation decisions
on behalf of the governments but not being part of the government structure themselves. As mentioned
earlier, the extent to which various stakeholders are involved in the various stages of the HTA also increases
transparency and limits bias.

Finally, most HTA processes focus on evaluating only pharmaceutical products [49]. The complexity of
evaluating medical devices, diagnostics, and health interventions limits the scope of HTA in countries with
limited capacities and resources. NICE in the UK, IQWIQ in Germany, MSAC in Australia, and HITAP in Thailand
are some of the agencies that conduct evaluations for all types of technologies and interventions. Almost all
members of the 3| countries involved in EUnetHTA (94%) have processes in place that are related to the
assessment of drugs, compared to 68% that assess non-drug health technologies and around 60% that assess
both types of health technologies [86]. That said, drug related HTAs still dominate in most of these countries.
For LMICs, given the availability of literature and best practices, initiating HTAs for medicines would form a
robust base for HTA introduction and future expansion.

As gleaned from the stakeholder analysis and engagement sections, there are multiple audiences for utilizing
the findings from the HTA process. Principles |3 and 14 of the above-mentioned list are critical for further

increasing the legitimacy and adoption of HTA processes, and in all cases HTA results should be timely and

communicated appropriately to decision makers.

Various users of HTA recommendations exist within the country [49]. At a macro level, these could be national
policy makers within the ministries of health and finance, purchasers, or insurance organizations, but also
political leaders who may deliberate on the recommendations. Other users would be the end users at the
micro level, such as clinicians prescribing the health technologies or patients benefiting from them.

As highlighted in Chapter 2, different stakeholders have their own priorities and motivations with regard to
HTA and the information disseminated needs to cater to them. On the one hand, policy makers and patients
may not be familiar with health economic analyses, so the added value of a recommended technology needs
to be articulated in a customized manner to be digestible by that specific audience; on the other, the academic
community would expect robust methods and transparency when dealing with uncertainty of estimations.
Drummond et al. [49] also underscore that stakeholder engagement at various stages of the HTA process is
an effective means of improving communication of HTA findings. Chapters 4 and 5 will delve further into the
practices associated with principles 5—12 from the ISPOR Working Group list.

Ethical and Equity Considerations: Saarni and colleagues’ [87] critical insight is that HTA is inherently a
value-laden construct. HTA value judgements include the appropriateness of a technology with regard to its
target population or where the associated condition fits the priorities of the population. Therefore, we would
like to emphasize the need for an explicit ethical framework to support such value judgements and to meet
the goals of a transparent and unbiased process [88]. There are several guidelines that could be a useful
benchmarking tool for LMICs embarking on advancing patient-centered HTA, including:
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e Country Guidelines: Several countries and networks have guidance documents that provide value
frameworks [88] that LMICs can leverage to develop their HTA guidelines. For example, the Austrian,
Danish, French, German, Norwegian, Spanish, and Swedish agencies have their own country-specific
guidelines, including how to address ethical and equity considerations for HTA.

* EU Guidelines: EUnetHTA's core model has a checklist of questions covering ethical issues related to
the technology and the HTA process [88]. The methods to address these questions include a guidelines
on identifying congruency in stakeholders’ value systems. The INTEGRATE-HTA project, funded by the
European Commission, provides another framework for developing a comprehensive, patient-centered
HTA process for complex technologies, including assessing ethical and other considerations [89].

Another approach already mentioned is the participatory model of engaging stakeholders throughout the

HTA process to deliberate or create consensus around ethical considerations within the process. Assasi and

colleagues [88] provide an operational framework for including ethical considerations in each step of the

HTA process. The framework provides a process and a list of questions to be addressed by the stakeholders

involved in each stage.
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mplementing partners—from policy formulation to implementation—need to understand the elements for

HTA institutionalization. Partners may aim to advance an already existing HTA system or start developing a
new HTA system of doers and users. In any case, political commitment, stakeholder participation, and scientific
robustness are vital. The theory of change developed by Tantivess, et al. [1] outlined activities that lead to HTA
institutionalization, including training, advising/mentoring, convening multistakeholder processes, and mobilizing
resources (figure 17).

In previous chapters, we discussed political commitments and ways to create and leverage windows of
opportunity for policy action.We also discussed the various steps of priority setting, such as identification, topic
selection, assessment, appraisal, deliberation, and decision making. In this chapter, we will focus on two critical
aspects—methodologies, particularly economic analysis methods, that ensure scientific rigor; and the capacity-

building elements needed to ensure meaningful stakeholder participation.

Figure 17.Theory of change applied to HTA
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Source: Tantivess et al, 2017 [1]
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4.1 METHODOLOGICAL CONSIDERATIONS FOR HTA

Milton Weinstein, one of the founders of medical decision making, once said, “Decisions will be made, if not
actively then by default [2]" Unfortunately, the default is often arbitrary and can lead to inefficiencies and failure
to meet a population’s needs [3, 4].

A variety of methodologies can be used to assess resource allocations, which means that results can be hard
to compare [5]. This variability can arise from the structure of the analysis (structural uncertainty) or from
inputs used to inform the analysis (parameter uncertainty) [6, 7]. The assumptions of analysts will inevitably
affect the final estimates. Analyses should therefore be standardized as far as possible so as to minimize
variability in methods and assumptions and should explicitly address issues like missing or incomplete data and
nonrandomization, which can cause bias [8].

An example of the importance of methods harmonization for HTA is illustrated by studies comparing the potential
cost effectiveness of primary prophylaxis versus on-demand treatment for severe hemophilia Results ranged from
prophylaxis being “dominant” to being not cost effective (i.e., costing more than €1 million per QALY gained) [9].
The various studies adopted different perspectives; made different structural assumptions; used different time
horizons, discount rates, and sources of data; and contained methodological weaknesses [9]. Figure |18 shows the
incremental cost-effectiveness ratios (ICERs) and main features of some of these studies [9, 10].

Figure 8. Impact on ICERs of assumptions and parameters

. ICER
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Farrugia 2013 Cost-Utility Analysis Health system USD$68,000 Zgﬂ;ﬂiﬁis
Castro 2016 Cost-Utility Analysis | Health system USD§91 494 roPiaxs not

Source: Miners, 2013 [9] and Castro, 2014 [10], adapted by the authors

4.1.1 METHODOLOGICAL GUIDELINES AND REFERENCE CASES

Reference cases are standard sets of analytic practices to improve comparability and quality of HTA reports
[I'17. In creating country standards, we advise LMICs to leverage existing global resources as a starting

point. Policy makers or implementing partners can curate and contextualize the following resources when
institutionalizing HTA in their settings of interest, all of which are considered to incorporate best practices for
HTA development:

* National Institute for Health and Care Excellence [12]

* The Institute for Quality and Efficiency in Health Care (Institut fur Qualitdt und Wirtschaftlichkeit im
Gesundheitswesen, IQWIG [ 3]
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Disease Control Priorities [14]

International Decision Support Initiative (iDSI) reference case [I5]

iDSI HTA toolkit [16]

ISPOR Good Practices for Outcomes Research [17]

Global Health Cost Consortium [ 18]

European Network for Health Technology Assessment [19]

Health Information and Quality Authority — Ireland [20]

Health Technology Assessment Handbook — Danish Centre for HTA (dacehta) [21]
Benefit-cost analysis reference case [ I 1]

Methods for Economic Evaluations for Healthcare Programs (Drummond) [20]
Decision Making in Health and Medicine [22]

Health Technology Assessment Toolbox for Emerging Settings [23]

EUnetHTA Core Model [24]

INTEGRATE-HTA for complex health technologies [25]

HTA reporting checklist [26]

Guidelines for the Economic Evaluation of Health Technologies - CADTH Canada [27]

The stepwise approach documented by the NICE reference case in the UK [12] presents a list of components

to consider when developing a robust reference case and that could serve as the basis for outlining

methodological guidelines in LMICs:

Defining the decision problem

Choosing a perspective for costs and outcomes

Deciding among different types of economic evaluations

Time horizon

Synthesis and use of evidence

Measuring and valuing health effects

Broad considerations for technology adoption (e.g,, equity and evidence on resource use and costs)
Discounting

Modelling methods

Dealing with uncertainty (e.g, companion diagnostics, subgroup analyses)
Data presentation

Impact to the health system
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Our roadmap is not intended to repeat the contents of existing reference cases.VWe advise implementing
partners to explore guidance from similar settings on specific components of HTA to inform their own needs.
For example, countries should adapt the best practices on framing a decision problem, time horizon, or
selecting and using or extrapolating best available evidence.The following list highlights some lessons learned
from LMICs that have customized reference cases from HICs to create their own country-specific guidelines:

* Health Intervention and Technology Assessment Program - HITAP [28]

» Guide to Economic Analysis and Research - GEAR [29]

* Brazilian Network for HTA (REBRATS) - Methodological Guidance [30]
* Methodological Guidance for Economic Evaluation IETS - Colombia [31]

»  Guides Méthodologiques pour les études pharmaco-économiques (Efficience) et les analyses d'impact
budgétaire - INEAS Tunisia [32]

4.1.2 METHODOLOGICAL CHALLENGES IN LMICS

While there are some aspects that are worth considering for developing a robust reference case, countries’
approaches and preferences may vary in order to accommodate local needs, capacities, and norms [33]. The
following section provides an overview on aspects for implementing partners to consider when developing or
updating methodological guidelines for HTA in LMICs.

4.1.2.1 CHOOSING THE RIGHT PERSPECTIVE

Should economic analyses reflect all the costs and health-related benefits incurred by all actors due to the adoption
of a health care technology? For example, a new drug for diabetes might improve health for a given cost; reduce
the need for additional health visits; improve school attendances by children; and free up resources within the health
sector or elsewhere (i.e., transportation, caregiver time, productivity loss) that would otherwise be spent for health
visits. If the decision maker wishes to take all such consequences into account, researchers would adopt a “'societal
perspective” to fully capture costs and savings derived from a new drug [34, 35]. However, particularly in LMICs,
capturing all costs and benefits may be limited by political values, infrastructural constraints, and data quality and
availability [36]. Therefore, in many cases, evaluations to inform resource allocation decisions within the public health
system would have a narrower perspective (e.g, that of the payer/health system), as this will fulfill the pragmatic
goal to get the direct impact of the technology of interest for a payer's budget [37]. In addition, there are also
pragmatic limitations to a societal perspective, especially in multipayer systems where individual budgets address
only particular types of cost or benefit or for particular population groups.

4.1.2.2 MEASURING HEALTH BENEFIT

Is the treatment of interest safe? Effective? Answering these questions will require HTA doers to either conduct
their own de-novo evidence-based evaluation or extrapolate results from elsewhere (whenever possible)

to explore health benefits. Elements from the PICO(TS) framework, including Problem/Patient/Population;
Intervention; Comparator; Outcome; and (optional) Time orType of Study and Settings (i.e., inpatient,
outpatient) could be used to address these types of questions [38, 39].

HTA doers should consider the use of systematic or rapid literature reviews—the latter gained popularity for
their low time and resource use [40]. They should review comparative safety and efficacy studies for both the
new intervention and its comparator(s). It is also important to explore issues surrounding publication bias and
to understand different innovative approaches to improve reporting, including the use of clinical trial registries
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and publication bias detection methods [41,42]. The comparator(s) should reflect common clinical practice in
the jurisdiction in question.

Evaluating health benefits requires measurement, and the unit of choice to measure a health technology’s
performance is critical. This document discusses three measurement methods: natural units, DALYs, and QALYSs.

In evaluating a new immunization outreach campaign, one might consider measuring the number of additional
doses delivered, the proportion of children receiving a timely dose, or the proportion of children receiving a
complete immunization schedule. These natural units typically look at program outputs and are easily measured.
Natural units may also include cases averted or cured, lives saved, and survival times, among others.

QALYs and DALY act as common metrics to combine quality and quantity of life gained or lost. A QALY
represents a full healthy year of life lived, and a DALY represents a year of life lost (due to early death or living
in disability or morbidity). For example, assume we are comparing two health technologies using QALYs. The
commonly used technology will slightly improve general wellbeing (i.e., from 0.6 to 0.7 or a total difference of
0.1 on a scale from 0 to |—0 being dead and | representing full health) and increase life expectancy by five
years, meaning 0.5 QALYs gained (0.1 x 5).The alternative technology would greatly improve wellbeing (i.e.,
from 0.6 to 0.9, meaning a 0.3 improvement) but minimally increase life expectancy by one year, meaning 0.3
QALYs gained (0.3 x I).

By evaluating technologies in DALY or QALY terms, researchers can capture the benefits for that specific
technology in a single unit to represent value. This allows a comparison between interventions across different
health domains. Although QALY's and DALYs stem from the same broad conceptual framework, they are not
interchangeable because they are partly based on different assumptions and calculation methodologies (e.g.,
methods for eliciting quality of life, age-weighting, and disability scores) [43].

There are different population-based survey approaches to estimate utility values (i.e., SF-36 or EQ-5D) as

well as methods to elicit values of different health states (i.e., visual analogue scale, time trade-off, standard
gamble). This exercise can be labor intensive and challenging for many LMICs.While it is tempting to conduct

all evaluations in DALY and QALY terms, they require significant technical expertise and resources that may be
prohibitive for new agencies in these settings. An alternative approach, although with caveats, is to extrapolate
utility values from other countries with similar political and economic situations. This method is imperfect and
should be performed with caution and be fully reflected as part of the limitations in the sensitivity analyses [44].

4.1.2.3 ESTIMATING COST AND USE OF RESOURCES

A question such as Is an alternative technology (with identical outcome to its comparator(s) less costly? will only
require the assessment of cost. A simple example is two orally administered hypertension drugs considered to
be clinical substitutes used daily and with identical schemes—in such a case, it would be enough to prepare a
cost minimization analysis considering an annual time horizon [45].

However, other analyses are more complex, such as comparing drugs with different outcomes and profiles (e.g,
different cancer chemotherapeutic drugs); a drug versus a medical procedure to gain similar health benefit;
supply chain strengthening using drones versus traditional supply chain approaches; or replacing sterilizable
syringes with single-use syringes [46]. For these examples, an activity-based costing would estimate volumes,
tariffs/fees, and units of consumption associated not only with technology provision and use but also of
potential savings or extra financial burden due to complications associated with its use.
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4.1.2.4 DETERMINING VALUE FOR MONEY

When comparing two dimensions (health benefit and economic impact) to answer the question Is a new
technology a good value for money? or Does the technology give more value for money that its comparator(s)?, the
analyst will need to aggregate results to compare both domains—costs and benefits— simultaneously and use
a predetermined decision rule to evaluate which treatment provides best value. Three main approaches are
used to aggregate both domains and measure health benefit/impact: cost-benefit analyses, cost-effectiveness
analyses, and cost-utility analyses.

Cost-benefit analysis (CBA). Expressing both health benefit and costs in monetary terms, CBA aims to
assess the effects of policies on overall welfare rather than solely on health. It uses monetary values to measure
the extent to which individuals are willing to exchange their income, which can be spent on other things,

for the health and non-health outcomes they will likely experience if a policy is implemented. CBA assumes
that the preferred policy is that which maximizes social welfare, measured by summing the cost and effects
of a policy across individuals and subtracting cost and effects of its counterfactual. With CBA, who receives

the benefits and who bears the costs should be addressed separately through policies that directly affect
distribution, such as the tax and income-support system [ |].

Cost-effectiveness analysis (CEA). Evaluations using natural units to estimate health benefits are relatively
easier to produce. They require fewer resources because the health outcomes are typically already being
measured and reported in primary studies. CEA also tends to be easier for clinicians to interpret because
they use familiar clinical endpoints [47]. However, CEA allows limited comparison between technologies

with different outcomes or across disease health areas. If LMICs opt to use natural units to assess value, HTA
reports should also consider other dimensions of analysis and their relative weights to allow cross-comparison.
Implementing partners should become familiar with CEA's ability to inform decision making; for example, a
country may want to identify the best ways to increase vaccine coverage to meet political commitments. CEA
may suffice for this. Countries can compare the relative effectiveness (cost per doses delivered) of different
interventions such as SMS (short message service) reminders, additional campaign efforts, or conditional cash
transfers to strategically inform their decision making [48].

Cost-utility analysis (CUA). Allowing comparison between disease categories, CUA uses cost per QALYs
gained or cost of DALYs averted as common metrics to produce an incremental cost-effectiveness ratio for
each intervention. For example, to evaluate whether colorectal cancer treatment is cost effective, the exercise
would compare the cost-per-QALY (or DALY) of different interventions to a ceiling (threshold) to determine
its cost effectiveness. As shown in figure 19, CUA allows decision makers to compare the relative value for
money of different interventions across various health domains to develop ‘league tables’ that list competing
interventions and inform their decision making [49]. Some economists dislike the term “cost-utility’” analysis
on the grounds that neither QALYs nor DALY are designed to be measures of utility. Analysts will frequently
encounter what we here call CUA merely as a form of CEA, and it is worth noting that CUA and CEA might
be used interchangeably by different authors. However, they use different units to assess health benefit, as has
been described before.
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Figure 9. Interventions for children: CEA in disease control priorities
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Note: BCC = behavior change communication; EPl = expanded program of immunization; Hib = Haemophilus influenza type b; IPV = intimate partner
violence; LAC = Latin America and the Caribbean; LICs = low-income countries; QI = quality improvement; TBAs = traditional birth attendants; UMICs =
upper-middle income countries; WASH = water; sanitation, and hygiene.

a. Denotes outcome in QALY's (quality-adjusted life years)

Source: Horton et al, 2017 [49]

4.1.2.5 CHOOSING DISCOUNT RATES

Different input parameters, including discount rates, strongly affect the estimations of future costs and benefits.
Discounting allows analysts to reflect on the time preference of decision makers and opportunity costs
associated with present versus future value of interventions.

Although some of the published reference cases generally apply discount rates for both future costs and health
gains, discount rates vary across countries and time periods. For example, the UK uses a 3.5% discount rate,
while Colombia uses 5% [31]. Some reference case decisions will be informed by local context characteristics,
historic data, or even preferences, and therefore, there is no consensus on what the “correct” discount rate is
in all cases.

Discount rates should be part of the sensitivity analyses to consider questions such as what if the intervention’s
benefit fades in time or the opportunity cost of investing in the technology of interest now versus in the future.
Additional developments are ongoing for issuing a recommendation for varying discount rates between health
and economic impacts over time [50].
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4.1.2.6 USING COST-EFFECTIVENESS THRESHOLDS IN LMICS

Decision makers increasingly seek evidence on costs and outcomes on which to base their conclusions [51]. In
the case of CEA or CUA, costs are measured and expressed in monetary terms, but outcomes are stated in
either natural or combined units capable of capturing morbidity and mortality to allow cross comparison (e.g,
QALY or DALY). However, as said before, a decision rule is not straightforward, and a threshold or ceiling ratio
helps decision making. Ideally, such thresholds represent opportunity costs of forgone alternative programs.

Thresholds are useful to start the discussion about the value of a health technology. Many HICs have historically
set their own thresholds, such as the rule of thumb of USD 50,000, CAD 50,000, and £30,000 per QALY
gained in the United States, Canada, and the United Kingdom, respectively [27, 52-58]. However, the broad
nuance in setting up a cost-effectiveness threshold includes refinement using empirical data or considerations
related to highly specialized technologies [59-63]. In the context of LMICs, Thailand uses a threshold of 100,000
Baht/ QALY gained.

One of the most commonly cited thresholds comes from WHO's Choosing Interventions that are Cost—
Effective project (WHO-CHOICE) [64, 65]. It suggests that interventions that avert one DALY for less than
a country or region's average per capita gross domestic product (GDP) are very cost effective. However,
this and other international benchmarks to inform resource allocation decisions have been criticized due to
their primary focus on using DALY's (mainly aimed at estimating global burden of disease) and its potential
methodological limitation [66].

Some researchers have argued that actual thresholds should be context specific rather than global, and new
analyses have incorporated income level and income elasticity to thresholds [67, 68]. A different approach
looked at opportunity cost estimates and suggested lower cost-effectiveness thresholds ranging from 1%

to 51% GDP/capita for Malawi, 4% to 51% for Cambodia, | 1% to 51% for El Salvador, and 32% to 59% for
Kazakhstan [69]. Similarly, in HICs, suggested thresholds tend to be lower than those in use (e.g,, 0.4-2.2 times
GDP for Canada, the Netherlands, the US, or the UK). This evidence suggests that much lower thresholds than
one time GDP per capita in LMICs should be considered [31, 70].

Cost-effectiveness ratios have been criticized for their inability to capture the benefits of health care programs, the
poor transferability of data that may not reflect the real willingness-to-pay threshold, and the fact that often decision
makers are unaware of the costs and benefits of every competing alternative (within and outside the health care
sector) for each decision [7|-75]. Further, when there are no data, estimations of opportunity costs, including
benchmarking to the historic cost, are unreliable [76]. All of these issues are part of the ongoing debate on the use
of thresholds, including the value of a life and the value of a life-year [60]. In any case, thresholds should never be
used as a stand-alone criterion for decision making [66], but as a starting point for discussions.

4.1.2.7 AFFORDABILITY CONSIDERATIONS

HTA agencies should also look into affordability by asking Can we afford this technology given our budget
constraints! Health technologies can be assessed as cost effective, but that does not necessarily mean that they
will be affordable. Affordability and sustainability of health services depend on the availability of funds [77].
Typically, when conducting a budget impact analysis, HTA doers will focus on the accounting/financial costs or
the transaction price, such as pay for nurses and doctors or the cost of medicines or equipment with a specific
perspective for the budget holder [78].
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An example from Newall et al. looked at HPV vaccinations in 26 LMICs and rotavirus vaccinations in another
I5.While less cost-effective programs were less likely to be implemented, very cost-effective programs were
not all funded either. CEAs alone were insufficient—affordability needed to be considered as well. These
considerations can be conducted together (integrated) or separately [77, 79-82].

There are different approaches for conducting budget impact analyses, usually by forecasting different
adoption scenarios by estimating unit costs and volume for the upcoming fiscal year. Beyond the actual cost of
technologies and supplies, affordability evaluation should include labor, capital, and cost offsets.

A list of the principal resources available for estimating the budget impact of HTA in LMICs follows:
* Health Technology Assessment Toolbox for Emerging Settings- Best Practices and Recommendations [23]

* Budget Impact Analysis—Principles of Good Practice: Report of the ISPOR 2012 Budget Impact
Analysis Good Practice Il Task Force [78]

* Localized country-specific economic analyses, budget impact analysis guidelines in Brazil [83], Colombia
[31], Iran [84], and Chile [85]

* Costing and budget impact tools for community health worker, primary health care, specific public
health programs [86]

* Modified Budget Impact Analysis checklist for Cost Effectiveness Analysis — example for LMIC budget
impact analysis for rotavirus vaccine [87]

4.1.2.8 TRANSFERABILITY OF RESULTS

As a new HTA unit identifies a priority decision problem to answer as part of the Topic Selection step, it
then must decide how to conduct the technical evaluation and produce robust recommendations. Not all
health/health care technology evaluations have to start from scratch (de-novo). Generally, clinical analyses
have a certain degree of transferability across jurisdictions, while costs and economic estimations are more
local in nature [88]. Transferring results of foreign studies (used in the previously mentioned pragmatic HTA
approach) may seem helpful in the early stages of HTA adoption. However, this approach is not exempt
from criticism and should be done to limit risks of bias (e.g, varying practice patterns, different cost tradeoffs,
relevance) [89].

A framework for transferring economic evaluations across jurisdictions helps determine the need to conduct
de-novo modeling or to adjust previous cost-effectiveness information (figure 20) [90]. This framework explores:

* Availability of published CEAs

* Relevance and quality of study

»  Comparability of clinical treatment patterns
» Existence of relevant local data

This framework looks at both the general knock-out criteria (decision problems, structural assumptions,
treatment patterns, methodological robustness) and specific knock-out criteria (contextual issues: local rules for
conducting HTA, ability to extrapolate results to population of interest).
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Figure 20. Steps for determining appropriate methods for adjusting cost-effectiveness information

Cost-effectiveness
information available?

Relevant to the decision
problem and sound
methodology?

Cost-effectiveness
reported for comparable
treatment patterns?

Cost-effectiveness based
on multilocation trial; data
from jurisdiction included?

Appropriate
methods:

Simpie adspiation; .5 . Consider analysis of Consider other data

individual patient data and modeling

using an appropriate
price vector

Source: Drummond et al, 2009 [90]

An alternative frameworks is a decision chart with a t wo-step process of initial assessment and data
transferability assessment [91]. EUnetHTA's HTA adaptation toolkit also provides helpful screening tools to
quickly assess the relevance, reliability, and transferability of existing HTA reports (speedy sifting) [92]; reports
that pass screening will be subject to further evaluation on five domains: technology use, safety, effectiveness,
economic evaluation, and organizational elements.

4.1.2.9 TIMELINESS OF ASSESSMENTS

The timeliness of HTA recommendations is of paramount importance for HTA buy-in, and countries often
use HTA decisions from other settings to expedite the process despite the methodological limitations. An
alternative is a rapid review. WHO and Health Action International (HAI) suggested only one-way adoption
of HTA results, in which LMICs with limited HTA capacity can prioritize assessments based on HIC practices
where HTA is well established. For example, if an HIC finds that a health technology is not cost effective, it is
unlikely to be cost effective in LMICs [93, 94].

Countries such as Ukraine that in recent years have institutionalized HTA use have greatly benefited from the
use of rapid reviews. The HTA department has conducted nearly 60 rapid assessment reviews to prepare
the list of drugs for central procurement. It used a template covering comparative effectiveness and safety,
international guideline recommendations, and HTA recommendations from selected agencies in addition to
analyzing budget impact. Local policy makers were satisfied with the process and consequently decided to
invest more in the HTA department. In Indonesia, a rapid review of the use of sildenafil to treat pulmonary
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arterial hypertension (PAH) found that Thailand’s recent CUA had recommended sildenafil to treat PAH
patients [95-97], which helped Indonesian policy makers expedite their process.

4.1.2.10 BALANCING HTA DEMAND AND EXISTING CAPACITIES

Although the various types of HTA evaluations require different levels of effort, little information is available
on the relative resource requirements to conduct HTA exercises. Figure 21 is adapted from the Duke Global
Health Institute and scores the level of effort of peer referencing to other forms of economic analyses [98].

Figure 2 1. Relative level of effort of peer referencing versus conducting other forms of economic analyses

A B (o D
Peer referencing Cost analysis Cost consequences Cost utility
Cost minimization Cost effectiveness

Budget impact

Information
requirements

Level of
effort

Author assumption “fairly straightforward” “significant time “Regardless of how a

commitment”’ CUA is conducted, it is a

“generally, not an ; ,
g v complicated analysis.”

expensive endeavor” “need to compile
costs, outcomes” for “Contracting someone
your intervention and with economic expertise
alternatives and a thorough

understanding of QALYs
or partnering with
another experienced
organization is
recommended.”

“A CEA is an investment.
The costs are high in
terms of personnel
and study activities and
management.”

"“A CBA requires more
staff time than a CA
or CMA but likely less
staff time than a CEA
or CUA"

Source: Developed by the authors, as adapted from Duke Global Health Institute [98]

4.1.2.11 OPPORTUNITIES FOR INTERNATIONAL COLLABORATION ON METHODS
AND PROCESSES

In Europe, the EUnetHTA project’s strategic objectives were to reduce overlap and duplication of efforts and
promote more effective resource use [99]. HTA bodies within the EU can now rely on EUnetHTA guidance
and focus mainly on specialized national tasks to improve the evidence base for their decision making [100]
while understanding that some HTA components, including costs and practice pattern, may vary [88, 101].
Similar collaboration among global, regional, and subregional networks in LMICs (i.e., RedETSA, HTAsiaLink) is
expected to promote greater access to quality, safe, efficacious, and affordable medical products and to address
limited capacity and transferability in LMICs [102].

4.1.3 CUSTOMIZING METHODS AND PROCESSES

There is no one right answer regarding HTA methodological approaches, and local stakeholders must balance
relevant values, assumptions, and considerations. Methods and processes generally fall under the following two
broad categories:
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* In countries such as the UK, Canada, and Australia, the focus is on combining cost and benefit in one
measure using QALY's, aggregating results through the use of ICERSs, and considering thresholds to
inform their decisions.

* In contrast, countries such as Germany, France, Italy, Spain, and Japan use a two-step approach, where
the first is a clinical-scientific assessment of the benefits, resulting in an “added patient benefit rating” In
the second step, this rating will form the basis of a stakeholder deliberation of the cost implications or

prices of technologies.

While the first approach centers on standardizing criteria across different disease areas and aspects of health
care, the second recognizes that decision making criteria may be difficult in areas of high disease severity and

unmet health care needs.

In Chapter 3 we discussed in detail the steps for systematic and transparent priority setting for health/health
care, from identification to topic selection, assessment, and appraisal—including incorporating value judgement.
In this chapter, we have focused on the methodological considerations and contextual challenges for HTA in
LMICs. Methodological considerations aside, results of economic models or cost-effectiveness thresholds should
not be blindly used in decision making.

Standard HTA practices may not fully capture relevant societal issues, such as equity and distributional justice;
values of health and health states; societal preferences to prioritize key populations; and political decisions on
national security, self-reliance, and self-sustenance. Decision making also requires value judgement, which is
missing in many of these analyses [103—105]. In fact, in many LMICs, priority-setting and resource-allocation
decisions are often inconsistent and unstructured. Important criteria (e.g., budget impact, equity, disease
severity) may be missing or have unclear influence on a final decision [106]. The result may be implicit

and covert rationing, such as waiting lines, low-quality services, or health care inequities [107]. Therefore,

in this section, we also discuss opportunities to expand classic HTA methods to improve its impact on

recommendations while still achieving fair and robust deliberative processes.

4.1.3.1 EXTENDED COST-EFFECTIVENESS ANALYSIS

Extended cost-effectiveness analysis (ECEA) quantitatively characterizes equity and financial risk protection
policies and non-health outcomes in HTA. ECEA presents health policy assessment in three domains: health
gains, private expenditures averted, and financial risk protection (FRP), all per population subgroup (e.g., income
quintile, geographical setting). Additionally, by assessing the total costs of the policy, ECEA can calculate the
outcomes of health gains and financial protection per dollar (or local currency) expenditure. Therefore, ECEA
can assess every policy or intervention by health benefits per monetary expenditure and FRP per monetary
expenditure. Policy makers can then visually compare different policies and interventions, taking into account
multiple criteria in the decision making process [ 108, 109].

4.1.3.2 MULTICRITERIA DECISION ANALYSIS

Decision making can be divided into scientific and value judgments [ | 10]. Scientific judgment relies on globally
accepted standards defining the quality of evidence. With standardization, scientific judgment is relatively robust
regardless of evaluators’ positions. Conversely, value judgments are sensitive to evaluator preferences and
difficult to standardize, which calls for well-organized, explicit and transparent decision making processes. NICE
advisory teams have to make judgments based on both the available science (scientific value judgments) and

about what is good for society (social value judgments) [ 11].
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Multicriteria decision analysis (MCDA), with roots outside of the health sector, focuses on finding a
compromise between conflicting interests in complex decision making [ | 12]. MCDA methods help people
make better choices when facing complex decisions involving several dimensions. "It is especially helpful when
there is a need to combine hard data with subjective preferences—or consider trade-offs involving multiple
decision-makers” [ | I 3]. While MCDA has remaining methodological issues (e.g., weighting, double counting)
[I14], it allows for structured and objective consideration of measurable and value-based factors in an open
and transparent way [104]. MCDA can support HTA agencies in LMICs to formulate high-quality, consistent,
and transparent recommendations [| 14].

In a qualitative MCDA, the HTA committee makes a judgment on the overall value of a technology by
deliberating on its performance regarding explicitly defined criteria. The distinctive feature of qualitative MCDA
that makes it different from intuitive prioritization (without any specific method) is that it uses explicit criteria,
including the technologies’ performance on these criteria. The use of explicit criteria improves the quality of
recommendations as it fosters in-depth consideration of the criteria, including the available evidence, and
provides structure to deliberative discussions of the committee. Figure 22 presents a qualitative MCDA of
four competing technologies with severity of disease shown as a 4-dot scale, with more dots indicating a more
severe disease.

Figure 22. Interpretation of performance matrix in qualitative multicriteria decision analysis

Effectiveness (quality . : .
_ adjusted life years) Severity of disease Disease of the poor Age

Antiretroviral

treatment in HIV/AIDS 100 e v 15 years and older
Treatment of

childhood pneumonia 200 v O-14 years
Inpatient care for . 10 oo |5 years and older
acute schizophrenia

Plastering for simple 200 . al

fractures

Source: Baltussen et al, 2009 [ 1 14]

Alternatively, quantitative MCDA uses a value measurement model to interpret the performance matrix,
followed by deliberation. Figure 23 presents the same four competing interventions with preference scores
for effectiveness related to its values following a linear scale. For diseases of the poor; if the technology targets
a disease of the poor, it scores 100, otherwise 0. Preference scores for disease severity are scaled between

0 and 100 in proportion to their bullets in the table. Assuming that decision makers have a preference to
treat young people over old, 0 to |4 vyears receives a score of 100, |5 years and older a score of 0, and

all ages score 50. Preference scores and relative weight of each aspects are presented here for illustrative
purposes only and are arbitrary.
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Figure 23. Interpretation of performance matrix in quantitative multicriteria decision analysis

Severity of Disease of

Antiretroviral
treatment in
HIV/AIDS

Treatment
of childhood
pneumonia

Inpatient care
for acute
schizophrenia

Plastering
for simple
fractures

Weights

50

100

100

40

Source: Baltussen et al, [ 14]
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We have argued throughout this roadmap that countries should not reinvent the wheel. Exploring existing

approaches, reference cases, and case studies from other LMICs will help them reflect on their current existing

capacity to adopt and adapt these approaches to HTA. Figure 24 depicts features of different approaches that

LMICs can use to select one methodological approach versus the other [ 1 15].

Figure 24. Salient features of different approaches for informing priority setting

Reflective of
social values

Technically
robust and
justifiable

Easy to
understand

Have low
cost of
implementation

Cost-effectiveness

analysis (CEA)

Methods assume that
population health gain is the
overriding objective.

Method is very well
established within the
healthcare sector. Guidelines
for good practice exist
atthough methodological
controversies remain.

Methods can be
implemented at various
levels of sophistication:
more complicated models
will be harder for lay people
to engage with.

Can be done at varying
levels of intensity, from
““quick and dirty” to more
expensive and robust
analyses. Expansion path
analysis at the population
level involves bringing
together clinical and
epidemiological data which
can be time consuming.

Source: Glassman et al, 2017 [115]

Multicriteria decision
analysis (MCDA)

In principle, method can
take into account any
possible social values, but
care should be taken in
structuring the criteria.

Method is well established
outside the healthcare
sector and popular within
the healthcare sector: Several
general (i.e, nonhealthcare
specific) good practice
guidelines exist, but there

is not yet a strong body of
healthcare-specific guidelines.

Ease of understanding is
one of the principle selling
points for these methods.
However, appropriately
structuring criteria and
choosing aggregation rules
is subtler than is often
appreciated.

Does not require
specialized modelling
resources, but requires
relatively intensive
engagement from
stakeholders to supply
scores and weights.

Extended cost-
effectiveness analysis
(ECEA)

Method reflects a key
concern in LMICs where
avoidance of catastrophic
financial payments is
important alongside
population health gain.

Method is a new and
established guidelines
on good practice do not
yet exist.

Same comments apply as
in the case of CEA but
with the proviso that some
of the additional financial
modelling (in particular the
concept of insurance value)
adds an additional layer

of complexity.

Same comments apply as in
the case of CEA but with
the additional proviso that
modelling of financial and

payment aspects is required.

Cost-benefit analysis
((=7.V)

Methods involve modelling
all-welfare relevant
consequences. Opponents
argue that CBA embeds
unacceptable value tradeoffs.

Method is well-established
outside the healthcare
sector and popular within
the healthcare sector: Several
general (i.e., non-healthcare
specific) good practice
guidelines exist, but there

is not yet a strong body of
healthcare-specific guidelines.

Models can be very
technical and expression
of cost and benefits in
monetary terms is often
a stumbling block for lay
engagement.

Same comments apply as
in the case of CEA and
ECEA but requires a more
extensive modelling of
welfare consequences.
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4.2 A JOURNEY TO SELF-RELIANCE FOR HTA: INCREMENTAL
ADOPTION OF HTA IN LMICS

Self-reliance entails the capacity to domestically plan, mobilize resources, and implement solutions to local
development challenges. Development partners such as USAID are reorienting their strategies, partnership models,
and program practices to achieve greater development outcomes and work toward a time when foreign assistance
is no longer necessary [ | 16]. This journey to self-reliance aims at empowering host country governments and
other partners to achieve locally sustained results. Because HTA contributes to sustainable UHC and more efficient
resource allocation through systematic priority setting, it could be as means for LMICs to achieve self-reliance.

HTA bodies in LMICs should start small and grow by leveraging in-country existing
capacities: “building ship as we sail it”—HITAP’s co-founder, Dr. Sripen Tantivess

Evidence shows that national-level HTA capacity and commitment emerge as local systems, institutions, and
communities evolve [| 17]. HTA bodies in LMICs should start small and grow by leveraging in-country existing
capacities, as HITAP's co-founder, Dr. Sripen Tantivess said, “building ship as we sail it”" An initial ambition of
ticking all the boxes of best practices prescribed by decades of development from HICs will not be realistic,

particularly at early stages of HTA development.

Established HTA agencies have varying level of adherence with HTA key principles of good practice [I 18, | 19].
More advanced HTA organizations have considerably more resources. There is no single way to conduct HTA
that will meet the full spectrum of needs of all decision makers, stakeholders, and societies. HTA organizations
will conduct different assessments given their context, including health systems characteristics; institutional
structures and governance; statutory authority and mandate; data availability and resources; cultures; traditions;
incomes; and local practice patterns, prices, and preferences.

HTA development is context specific and time evolved. NICE in the UK started operation with 30 staff in 1999.
IQWIG in Germany started with |7 key personnel in 2004. In China, between 1993 to 2000, only four papers
on average were published per year regarding pilot testing HTA [120]. In all cases, capacity and sophistication of

methods tend to grow incrementally.

Throughout this document, we have considered variability across settings including different needs, motivations,
political momentum, and financial and technical resources available for HTA. As such, we envision a pragmatic
and incremental pathway in LMICs in which HTA units start small and with basic methods for assessing and
appraising the existing evidence while strengthening their future capacities and competences.

COUNTRIES WITH NON-EXISTING HTA CAPACITY

Conduct peer referencing and rapid reviews, assess comparative safety and efficacy, and
conduct cost minimization and budget impact analyses.

This approach optimizes timeliness of HTA evaluations to produce an early positive impact on decision making.
Rapid reviews and peer referencing, especially of ‘no’ decisions conducted in more affluent settings, will help
deliver speedy results. Notably, at this nascent phase of HTA development, there would be plenty of caveats
around evaluation robustness and contextual applicability; however, this initial model could help the newly
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established HTA body become part of the policy process (insider status) and help produce stakeholder buy-in.
When HTA provides a timely solution to an existing resource allocation problem, it increases the likelihood
for further investments. This will allow for more sophisticated, stylized, and context-specific evaluations to grow,
contingent on available capacities. This approach is best applied in countries with minimal existing capacities for
HTA, including fragile and conflict-affected settings.

COUNTRIES WITH EMERGING AND GROWING HTA CAPACITY

Conduct peer referencing and rapid reviews, assess comparative safety and efficacy, and
conduct cost minimization and budget impact analyses, and add more sophisticated economic
analyses (cost-consequence or cost-effectiveness), keeping in mind the uncertainty of
estimations (sensitivity analyses and develop a reference case).

Many LMICs have some existing HTA capacity and/or have started using HTA reports in some fashion

to inform their decision making. These countries should develop country-level methodological standards
(reference case) to improve comparability, quality (including sensitivity analysis), and validity. In this phase,
countries should aim to reduce fragmentation of HTA capacities (health economists, analysts, research groups)
with special emphasis on building capacity to conduct practical CEAs that estimate opportunity costs. Because
of the potential technical limitations of using natural units in CEA, countries should feel empowered to explore
CUA, which allow for cross-disease comparison (by using QALYs or DALYs). Combining CEA with MCDA is
possible if such technical capacities exist. This approach is best suited for countries with some HTA capacity to
conduct evaluations with different levels of coordination and binding power or recommendations at a broader
policy level.

COUNTRIES WITH FULLY DEVELOPED HTA CAPACITY

Conduct peer referencing and rapid or full reviews; assess comparative safety, efficacy, and
effectiveness; assess value of the intervention (CUA or MCDA); and forecast economic impact
of implementation, keeping in mind the uncertainty of estimations (sensitivity analyses and
more sophisticated statistical methods for HTA. Update reference case in light of new evidence
and values). Aim to improve open and transparent deliberative processes.

This level of countries implements HTA evaluations with all main features as described in the reference
cases, including:

» Comparative safety, efficacy, and effectiveness assessment

» Value assessment of the intervention(s) of interest (value for money and also considering criteria
beyond incremental cost and effectiveness)

* Forecast of implementations’ economic impact and broader impact

» Uncertainty analysis (deterministic and probabilistic sensitivity analyses and more sophisticated
statistical methods for HTA)

» Updated reference cases reflecting new evidence and values that may include the use of implicit or
explicit thresholds

Typically, these countries may have already established HTA organizations and incrementally developed more
sophisticated methods, networks of collaboration, stable funding, capacity, and (local) data. HTA institutional
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strengthening will revolve around harmonization, coordination, cooperation, and encouragement to take on
larger, more ambitious goals for the domestic health system and to contribute to the growing international
database of scientific findings. Constant improvement and sustained engagement with stakeholders will improve
the transparency, legitimacy, and accountability of decision making.

In summary, the journey to self-reliance for HTA starts with leveraging existing local capacities, starting with
small operations, and growing incrementally. Countries may want to seek the highest benchmarks for HTA
from the beginning. However, we suggest that a pragmatic incremental approach may be more plausible by
considering contextual limitations and drivers for successful and sustainable institutionalization. At the core,
HTA aims to better inform complex and dynamic decision making within existing health systems. In their
journey to self-reliance, countries should feel empowered to make customized decisions (simplification or
sophistication) based on their capacity and needs.

4.3 CAPACITY BUILDING FOR HTA

In the previous chapters, we discussed the global trend of HTA institutionalization and noticed that in some
LMICs there is already an existing level of HTA capacity—albeit unstructured and uncoordinated in many of
them. Capacity building in HTA is the process by which individuals and organizations develop or strengthen
abilities related to understanding, providing input to, conducting, or utilizing HTA for health policy and decision
making, as well as developing awareness and support in the environment within which HTA is being used

[121]. Beyond developing an inventory of institutional and individual capacities for developing an HTA capacity
building plan, countries should examine the full gamut of stakeholders to determine their role as potential
doers or users of HTA, including policy makers, funders, health professionals, health economists, epidemiologists,
statisticians, civil society, industry representatives, and even mass media.

Capacity building should be incremental and tailored to existing needs and envisioned methods. Some
empirical evidence shows that it takes a few years for newly established HTA bodies to publish or review their
existing reference cases, as they should be tweaked to fit the local context.

By starting early, new institutions will develop expertise as they immerse themselves in the HTA community.
This learning by doing approach has been used in many settings. In Australia, draft HTA guidelines were first
issued in 1992, and official updates were made in 1995, 2000, and 2006 with continuous input and cooperation
from all stakeholders [70]. There is plenty of room for growth for all HTA doers, and the HTA community has
increasingly embraced best practices and guidelines that countries can use to build individual or organizational
capacities for HTA [122].

4.3.1 ASSESSING CURRENT IMPLEMENTATION CAPACITY

Following the sensitization of key stakeholders and securing initial buy-in, countries need to explore capacity
analysis and capacity development. A narrow view of capacity typically involves human resources with
experience in conducting HTA. However, the function of individuals and organizations is interlinked with their
network and environment as depicted in the Individual, Nodes, Network, and Environment (INNE) framework

presented in figure 25.
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Figure 25. INNE framework applied to iDSI stakeholders and activities
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The first two steps (individual and nodes/organizations) are typically the primary focus for a new HTA
institution. Getting a clear understanding of the current level of capacity allows identification of growth
potential. Some areas for growth are low-hanging fruit that require a small amount of time and resources to
establish; for example, local researchers can be sensitized through a series of workshops, training, or networking
(e.g, participation in international conferences and networks). This activity will allow the country to identify
actors to develop an HTA task force.

Developing and acquiring expertise, on the other hand, might require longer-term planning. Training HTA
analysts might take years, as would the development of country-specific decision instruments. Countries need
to start by leveraging their existing resources. The INAHTA report suggested that internationally trained human
resources experts may contribute more meaningfully to an HTA task force. Alternatively, institutions may
leapfrog the development stage by partnering with a technical organization that will kick-start the process of
learning by doing.
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While the identification of actors is critical for capacity building, it also helps ensure multisectoral involvement.
For example, manufacturers often want to align their expectations—a certain level of revenue and market
penetration—with those of the HTA organization [124]. On the other hand, payers expect HTA processes to

reduce prices and increase efficiency.

The next two layers (networks and environment) often apply to countries with more developed HTA capacity,
although more LMICs have been collaborating, such as through HTAsiaLink. Members of European HTA
agencies and programs are partnering to improve HTA coordination. Members of these networks emphasized
that collaboration would help avoid duplication and achieve synergy [125].

Understanding the current country capacity landscape in HTA is critically important to meet rising demands
given a limited supply of skilled professionals. Countries will need to set a timeline to acquire the skill level to
produce rapid and large returns of investment. The resource and skill needs of different HTA methods may
help prioritize early investments in capacity building.

4.3.2 CAPACITY-BUILDING REQUIREMENTS FOR TECHNICAL STAFF
CONDUCTING ASSESSMENTS (DOERS)

All new HTA institutions need a multidisciplinary team with specific skills. At a minimum, team members need
to understand the principles of scientific evaluation and inference and the practical skills to review information
to start conducting systematic and rapid reviews. Being able to retrieve published evidence making use of
PICO(TS) questions and to report the results of reviews and meta-analyses are important when assessing
the best available evidence. Being familiar with approaches to assess the quality of peer-reviewed publications
and being able to run costing evaluations are often the first skill sets HTA doers need to develop to run basic
comparative (safety, efficacy/effectiveness and cost) analyses.

Countries with a more developed capacity should already have HTA team members with these skill sets.

For these settings, capacity building will focus on exploring economic evaluations in terms of both costs

and benefits. Simple modeling skills, including the development of decision trees or Markov models, may be
introduced to integrate model results with cost effectiveness and utility analyses. Other capacity needs include
an understanding of health-related quality of life measures, opportunity costs, incremental cost-effectiveness
ratios, DALYs and QALY (if cost-utility studies are preferred), and sensitivity analyses. In addition, competences
are needed to assess ethical, social, cultural, and legal issues; organizational and environmental aspects; and
wider implications for the patient, relatives, caregivers, and the population. The EUnetHTA handbook on HTA
capacity building includes additional resources for capacity building for implementers [126].

4.3.3 CAPACITY-BUILDING REQUIREMENTS FOR POLICY MAKERS AND
USERS OF ASSESSMENTS

HTA users such as government officials, members of appraisal or decision making committees, health care
professionals, and patient representatives are often a neglected capacity-building target. HTA users should be
able to understand the need to prioritize finite resources for health, the importance of evidence-informed
policy and practice, and the need to be transparent and broadly engage stakeholders.

Once users have these basic competencies through training, sensitization, and discussions, they will need to be
able to critically read and discuss HTA reports to pick out potential biases, confounding, and forces that may
affect the findings such as conflicts of interest among doers and transferability of findings. Users will also need
to recognize good practices in HTA processes such as those listed in the Accountability for Reasonableness

framework (Chapter 3).
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In conclusion, HTA uses include benefits package design, reimbursement decision, supply-side drug pricing,
price negotiation, and exploring early investment on health technologies research and development [127, 128].
Different methods to conduct HTA have their pros and cons, but what LMICs want to accomplish through
HTA will guide their investments. LMICs should start by assessing their existing capacities and take incremental
steps into their journey to self-reliance and institutionalize HTA process.

REFERENCES

[IT  TANTIVESS S, CHALKIDOU K, TRITASAVIT N, ET AL HEALTH TECHNOLOGY ASSESSMENT CAPACITY DEVELOPMENT
IN LOW- AND MIDDLE-INCOME COUNTRIES: EXPERIENCES FROM THE INTERNATIONAL UNITS OF HITAP AND
NICE. FIOOORESEARCH 2017; 6:2119.

[2]  HYDE C.HUNINK M, GLASZIOU P SIEGEL J, ET AL. DECISION MAKING IN HEALTH AND MEDICINE. INTEGRATING
EVIDENCE AND VALUES. CAMBRIDGE: CAMBRIDGE UNIVERSITY PRESS, 2001. EVIDENCE-BASED MEDICINE 2005; 10:
30-30.

[3]  HUNINK MGM. DECISION MAKING INTHE FACE OF UNCERTAINTY AND RESOURCE CONSTRAINTS: EXAMPLES
FROMTRAUMA IMAGING. RADIOLOGY 2005; 235: 375-383.

[4]  ALATASY,BANERJEE A, HANNA R ET AL. DOES ELITE CAPTURE MATTER? LOCAL ELITES AND TARGETED WELFARE
PROGRAMS IN INDONESIA.WORKING PAPER 18798, NATIONAL BUREAU OF ECONOMIC RESEARCH. EPUB AHEAD
OF PRINT FEBRUARY 2013. DOI: 10.3386/W18798.

[5] BOEHLER CEH, LORD J. MIND THE GAP! A MULTILEVEL ANALYSIS OF FACTORS RELATED TO VARIATION IN
PUBLISHED COST-EFFECTIVENESS ESTIMATES WITHIN AND BETWEEN COUNTRIES. MED DECIS MAKING 2016; 36:
31-47.

[6]  SMITH AF, MESSENGER M, HALL P ET AL.THE ROLE OF MEASUREMENT UNCERTAINTY IN HEALTH TECHNOLOGY
ASSESSMENTS (HTAS) OF INVITRO TESTS. PHARMACOECONOMICS 2018; 36: 823-835.

[7]  BRIGGS AH,WEINSTEIN MC, FENWICK EAL, ET AL. MODEL PARAMETER ESTIMATION AND UNCERTAINTY: A
REPORT OF THE ISPOR-SMDM MODELING GOOD RESEARCH PRACTICES TASK FORCE-6.VALUE IN HEALTH 2012;
15:835-842.

[8] LEURENT B, GOMES M, FARIA R, ET AL SENSITIVITY ANALYSIS FOR NOT-AT-RANDOM MISSING DATA INTRIAL-
BASED COST-EFFECTIVENESS ANALYSIS: ATUTORIAL PHARMACOECONOMICS 2018; 36: 889-901.

[9]  MINERS AH. ECONOMIC EVALUATIONS OF PROPHYLAXIS WITH CLOTTING FACTOR FOR PEOPLE WITH SEVERE
HAEMOPHILIA:WHY DO THE RESULTS VARY SO MUCH? HAEMOPHILIA 2013; 19: 174-180.

[10] CASTRO H.ASSESSING THE FEASBILITY OF CONDUCTING AND USING HEALTH TECHNOLOGY ASSESSMENT IN
COLOMBIA: THE CASE OF SEVERE HAEMOPHILIA A.2014.

[I'1] ROBINSON LA HAMMITT JK, CECCHINI M, ET AL. REFERENCE CASE GUIDELINES FOR BENEFT-COST ANALYSIS IN
GLOBAL HEALTH AND DEVELOPMENT. |26.

[12] 5THE REFERENCE CASE | GUIDE TO THE METHODS OF TECHNOLOGY APPRAISAL 2013 | GUIDANCE | NICE,
HTTPS://WWW.NICE.ORG.UK/PROCESS/PMGY9/CHAPTER/THE-REFERENCE-CASE#FRAMEWORK-FOR-ESTIMATING-
CLINICAL-AND-COST-EFFECTIVENESS (ACCESSED 21 JANUARY 2020).

[13] WWWIQWIG.DE - METHODS PAPER, HTTPS//MWWWIQWIG.DE/EN/METHODS/METHODS-PAPER 3020 HTML
(ACCESSED 21 JANUARY 2020).

[14] ECONOMIC EVALUATION METHODS | DCP3, HTTP://DCP-3.ORG/ECONOMIC-EVALUATIONS (ACCESSED 21
JANUARY 2020).

[15] WILKINSONT SCULPHER MJ, CLAXTON K, ET AL. THE INTERNATIONAL DECISION SUPPORT INITIATIVE REFERENCE
CASE FOR ECONOMIC EVALUATION: AN AID TO THOUGHT.VALUE IN HEALTH 2016; 19:921-928.

[16] HEALTHTECHNOLOGY ASSESSMENT TOOLKIT. IDSI, HTTPS/IDSIHEALTH.ORG/HTATOOLKIT/ (2017, ACCESSED 7
APRIL 2020).

CHAPTER 4: IMPLEMENTING POLICIES FOR HTA 75



(7]

(18]

[19]
[20]

[21]

[22]

(23]

[24]

[25]

[26]

[27]
(28]

[29]
[30]

31]

(32

[33]

[34]

[35]
[3¢€]

[37]

(38]

ISPOR - GOOD PRACTICES FOR OUTCOMES RESEARCH, HTTPS://WWW.ISPOR. ORG/HEOR-RESOURCES/GOOD-
PRACTICES-FOR-OUTCOMES-RESEARCH (ACCESSED 21 JANUARY 2020).

GHCC | GLOBAL HEATH COST CONSORTIUM, HTTPS//GHCOSTING.ORG/PAGES/STANDARDS/REFERENCE_CASE
(ACCESSED 21 JANUARY 2020).

EUNETHTA. METHODS FOR HEALTH ECONOMIC EVALUATIONS. 2015; 100.

DRUMMOND M, SCULPHER MJ,TORRANCE G, ET AL METHODS FORTHE ECONOMIC EVALUATION OF HEALTH
CARE PROGRAMMES. FOURTH EDITION. OXFORD, NEW YORK: OXFORD UNIVERSITY PRESS, 2015.

KRISTENSEN FB, SIGMUND H. HEALTH TECHNOLOGY ASSESSMENT HANDBOOK. HEALTH TECHNOLOGY
ASSESSMENT; 189.

HUNINK MGM, WEINSTEIN MC,WITTENBERG E, ET AL. DECISION MAKING IN HEALTH AND MEDICINE:
INTEGRATING EVIDENCE AND VALUES. CAMBRIDGE CORE. EPUB AHEAD OF PRINT OCTOBER 2014.DOI: 10.1017/
CBO9781139506779.

ESPIN J, LEMGRUBER A, LESSA F, ET AL. HEALTH TECHNOLOGY ASSESSMENT TOOLBOX FOR EMERGING SETTINGS.
BEST PRACTICES AND RECOMMENDATIONS, REVISTA ESPANIOLA DE ECONOMIA DE LA SALUD, HTTPS://MW/WW.
DROPBOX.COM/S/OI142VND39K6O4MS/HTA_TOOLBOX_18DIC_OK.PDRDL=0 (2016, ACCESSED 9 APRIL 2020).

HTA CORE MODELVERSION 3.0. EUNETHTA JOINT ACTION 2, HTTPS://EUNETHTA.EU/WP-CONTENT/
UPLOADS/2018/03/HTACOREMODEL3.0-1.PDF (2016, ACCESSED 9 APRIL 2020).

OORTWIIN W, DETERMANN D, SCHIFFERS K, ET AL TOWARDS INTEGRATED HEALTH TECHNOLOGY ASSESSMENT
FOR IMPROVING DECISION MAKING IN SELECTED COUNTRIES.VALUE IN HEALTH 2017;20: | 121-1130.

A CHECKLIST FOR HEALTH TECHNOLOGY ASSESSMENT REPORTS, HT TP/ WWW.INAHTA.ORG/WP-CONTENT/
UPLOADS/2014/04/INAHTA_HTA_CHECKLIST_ENGLISH.PDF (2007, ACCESSED 8 APRIL 2020).

GUIDELINES FORTHE ECONOMIC EVALUATION OF HEALTH TECHNOLOGIES: CANADA (4TH EDITION). CADTH.

CULYER A, PODHISITA C, SANTATIWONGCHAI B.A STAR INTHE EAST: HISTORY OF HITAPR FIO00RESEARCH; 6. EPUB
AHEAD OF PRINT 13 APRIL 2017. DOI: 10.7490/FI000RESEARCH. I [ 1391 1.1.

GEAR, HTTP//WWW.GLOBALHITAPNET/PROJECTS/GEAR/ (ACCESSED 9 APRIL 2020).

METHODOLOGICAL GUIDELINES - METHODOLOGICAL GUIDELINES, HTTPS://REBRATS.SAUDE.GOV.BR/
DIRETRIZES-METODOLOGICAS (ACCESSED 9 APRIL 2020).

MORENO M, MEJiA A, CASTRO H. MANUAL PARA LA ELABORACION DE EVALUACIONES ECONOMICAS EN SALUD.
2014. EPUB AHEAD OF PRINT 23 SEPTEMBER 2014. DOI: 10.13140/2.1.4034.3049.

LES GUIDES METHODOLOGIQUES POUR LES ETUDES PHARMACO-ECONOMIQUES (EFFICIENCE) ET LES ANALYSES
DIMPACT BUDGETAIRE DE LINEAS BIENTOT PUBLIES | INEAS, HTTP//WWW.INEAS TN/EN/NODE/376 (ACCESSED 9
APRIL 2020).

JAKUBIAK-LASOCKA J, JAKUBCZYK M. COST-EFFECTIVENESS VERSUS COST-UTILITY ANALYSES: WHAT ARE THE
MOTIVES BEHIND USING EACH AND HOW DO THEIR RESULTS DIFFER?>—A POLISH EXAMPLE.VALUE IN HEALTH
REGIONAL ISSUES 2014; 4: 66—74.

JONSSON B.TEN ARGUMENTS FOR A SOCIETAL PERSPECTIVE IN THE ECONOMIC EVALUATION OF MEDICAL
INNOVATIONS. EUR | HEALTH ECON 2009; 10: 357-359.

BYFORD S, RAFTERY J. PERSPECTIVES IN ECONOMIC EVALUATION. BMJ 1998; 316: 1529—1530.

CHALKIDOU K, CULYER A, NEMZOFF C. PERSPECTIVE IN ECONOMIC EVALUATIONS OF HEALTH CARE
INTERVENTIONS IN LOW- AND MIDDLE-INCOME COUNTRIES—ONE SIZE DOES NOT FIT ALL. CENTER FOR
GLOBAL DEVELOPMENT 2018; 18.

NEUMANN PJ, KAMAL-BAHL S. SHOULD VALUE FRAMEWORKS TAKE A 'SOCIETAL PERSPECTIVE? | HEALTH AFFAIRS.
HEALTH AFFAIRS, HTTPS://WWW.HEALTHAFFAIRS.ORG/DO/10.1377/HBLOG20170906.06 1833/FULL/ (2017, ACCESSED
21 JANUARY 2020).

HENEGHAN CJ, BADENOCH D. EVIDENCE-BASED MEDICINE TOOLKIT: SECOND EDITION. 2002.

76 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

(48]

[49]

[50]

(1]

(2]

(53]

[>4]

[55]

[>6]

[57]

PIERORAZIO PM, JOHNSON MH, PATEL HD, ET AL TABLE |, PICOTS (POPULATION, INTERVENTIONS, COMPARATORS,
OUTCOMES, TIMING, AND SETTING) FOR THE KQS, HTTPS://WWW.NCBI.NLM.NIH.GOV/BOOKS/NBK350335/TABLE/
METHODS.TI/ (2016, ACCESSED 9 APRIL 2020).

KALTENTHALER E, COOPER K, PANDOR A, ET AL. THE USE OF RAPID REVIEW METHODS IN HEALTH TECHNOLOGY
ASSESSMENTS: 3 CASE STUDIES. BMC MED RES METHODOL,; |6. EPUB AHEAD OF PRINT 26 AUGUST 2016. DOI:
10.1186/512874-016-0216-1.

JOOBER R, SCHMITZ N,ANNABLE L, ET AL. PUBLICATION BIAS:WHAT ARETHE CHALLENGES AND CANTHEY BE
OVERCOME? | PSYCHIATRY NEUROSCI 2012; 37: 149—-152.

MURAD MH, CHU H, LIN L, ET AL THE EFFECT OF PUBLICATION BIAS MAGNITUDE AND DIRECTION ONTHE
CERTAINTY IN EVIDENCE. BM] EVIDENCE-BASED MEDICINE 2018;23: 84-86.

SASSI F. CALCULATING QALYS, COMPARING QALY AND DALY CALCULATIONS. HEALTH POLICY PLAN 2006; 21:
402-408.

HEIINK R, REITMEIR F LEIDL R, INTERNATIONAL COMPARISON OF EXPERIENCE-BASED HEALTH STATEVALUES AT
THE POPULATION LEVEL HEALTH QUAL LIFE OUTCOMES; 15. EPUB AHEAD OF PRINT 7 JULY 2017.DOI: 10.1186/
S12955-017-0694-9.

PLISKO. COST MINIMISATION ANALYSIS — A SIMPLE CONCEPTYET DIFFICULT TO IMPLEMENT.TOO SIMPLE CMA
CAN LEAD TO UNAUTHORIZED CONCLUSIONS. JOURNAL OF HEALTH POLICY & OUTCOMES RESEARCH 2019; 4.

BATTERSBY A, FEILDEN R, NELSON C. STERILIZABLE SYRINGES: EXCESSIVE RISK OR COST-EFFECTIVE OPTION?
BULLETIN OF THE WORLD HEALTH ORGANIZATION 1999; 8.

RUDMIK L, DRUMMOND M. HEALTH ECONOMIC EVALUATION: IMPORTANT PRINCIPLES AND METHODOLOGY.
THE LARYNGOSCORPE; 123. EPUB AHEAD OF PRINT | JUNE 2013. DOI: 10.1002/LARY.23943.

MUNK C, PORTNOY A, SUHARLIM C, ET AL SYSTEMATIC REVIEW OF THE COSTS AND EFFECTIVENESS OF
INTERVENTIONS TO INCREASE INFANT VACCINATION COVERAGE IN LOW- AND MIDDLE-INCOME COUNTRIES.
BMC HEALTH SERV RES; 19. EPUB AHEAD OF PRINT 22 OCTOBER 2019. DOI: 10.1186/512913-019-4468-4.

HORTON S. COST-EFFECTIVENESS ANALYSIS IN DISEASE CONTROL PRIORITIES, THIRD EDITION. IN: JAMISON DT,
GELBAND H, HORTON S, ET AL (EDS) DISEASE CONTROL PRIORITIES: IMPROVING HEALTH AND REDUCING
POVERTY.WASHINGTON (DC): THE INTERNATIONAL BANK FOR RECONSTRUCTION AND DEVELOPMENT /THE
WORLD BANK, HTTP//WWW.NCBI.NLM.NIH.GOV/BOOKS/NBK525287/ (2017, ACCESSED 9 APRIL 2020).

ATTEMA AE, BROUWER WBF, CLAXTON K. DISCOUNTING IN ECONOMIC EVALUATIONS. PHARMACOECONOMICS
2018; 36: 745-758.

GARRISON LPNEUMANN PJ, ERICKSON P ET AL USING REAL-WORLD DATA FOR COVERAGE AND PAYMENT
DECISIONS: THE ISPOR REAL-WORLD DATATASK FORCE REPORT.VALUE HEALTH 2007; 10: 326-335.

WEINSTEIN MC. FROM COST-EFFECTIVENESS RATIOS TO RESOURCE-ALLOCATION:WHERE TO DRAW THE LINE? IN:
VALUING HEALTH CARE: COSTS, BENEFITS, AND EFFECTIVENESS OF PHARMACEUTICALS AND OTHER MEDICAL
TECHNOLOGIES. NEW YORK: CAMBRIDGE UNIVERSITY PRESS, 1995.

HIRTH RA, CHERNEW ME, MILLER E, ET AL WILLINGNESS TO PAY FOR A QUALITY-ADJUSTED LIFEYEAR: IN SEARCH
OF A STANDARD. MED DECIS MAKING 2000; 20: 332—-342.

GRIFFITHS EA VADLAMUDI NK. CADTH'S $50,000 COST-EFFECTIVENESS THRESHOLD: FACT OR FICTION? VALUE IN
HEALTH 2016; 19: A488-A489.

HUTTON J, BENEDICT A. PRODUCING HEALTH BENEFITS : COST-EFFECTIVENESS OF HEALTH AND NON-HEALTH
INTERVENTIONS, HTTPS://CLNILAC JP/NAID/ 10026521625/ (2002, ACCESSED 9 APRIL 2020).

LOOMES G.VALUING LIFEYEARS AND QALYS: TRANSFERABILITY AND CONVERTIBILITY OF VALUES ACROSS
THE UK. PUBLIC SECTOR. IN: COST-EFFECTIVENESS THRESHOLDS: ECONOMIC AND ETHICAL ISSUES. LONDON:
LONDON: KING'S FUND AND OFFICE OF HEALTH ECONOMICS,, 2002.

LITTLEJOHNS P DOES NICE HAVE ATHRESHOLD? A RESPONSE. IN: COST-EFFECTIVENESS THRESHOLDS: ECONOMIC
AND ETHICAL ISSUES. LONDON: KING'S FUND AND OFFICE OF HEALTH ECONOMICS, 2002.

CHAPTER 4: IMPLEMENTING POLICIES FOR HTA 77



(>8]

[59]

(60]

(6]

(62]

(63]

[64]

[63]

[e6]

[67]

(e8]

[69]

(/0]

71

[72]

(73]

[74]

[75]

[7€]

(/7]

TOWSE A PRITCHARD C. DOES NICE HAVE ATHRESHOLD? AN EXTERNAL VIEW. IN: COST-EFFECTIVENESS
THRESHOLDS. ECONOMIC AND ETHICAL ISSUES. LONDON: KING'S FUND AND OFFICE OF HEALTH ECONOMICS,,
2002.

PAULDEN M. RECENT AMENDMENTS TO NICE'S VALUE-BASED ASSESSMENT OF HEALTH TECHNOLOGIES:
IMPLICITLY INEQUITABLE? EXPERT REVIEW OF PHARMACOECONOMICS & OUTCOMES RESEARCH 2017; 17:
239-242.

CLAXTON K, MARTIN S, SOARES M, ET AL. METHODS FORTHE ESTIMATION OF THE NICE COST EFFECTIVENESS
THRESHOLD. 2013; 43 1.

CHANGES TO NICE DRUG APPRAISALS:WHAT YOU NEED TO KNOW | NEWS AND FEATURES | NEWS. NICE,
HTTPS//WWW.NICE.ORG.UK/NEWS/FEATURE/CHANGES-TO-NICE-DRUG-APPRAISALS-WHAT-YOU-NEED-TO-
KNOW (ACCESSED 9 APRIL 2020).

NICE. APPRAISING-LIFE-EXTENDING END OF LIFE TREATMENTS, HTTPS/WWWNICE.ORG.UK/GUIDANCE/
GID-TAG387/DOCUMENTS/APPRAISING-LIFE-EXTENDING-END-OF-LIFE-TREATMENTS-PAPER2 (ACCESSED 9 APRIL
2020).

VALLEJO-TORRES L, GARCIA-LORENZO B, SERRANO-AGUILAR P ESTIMATING A COST-EFFECTIVENESS THRESHOLD
FORTHE SPANISH NHS. HEALTH ECON 2018;27: 746-761.

LEECH AA KIM DD, COHEN JT, ET AL USE AND MISUSE OF COST-EFFECTIVENESS ANALYSIS THRESHOLDS IN LOW-
AND MIDDLE-INCOME COUNTRIES: TRENDS IN COST-PER-DALY STUDIES.VALUE HEALTH 2018; 21: 759-761.

HUTUBESSY R, CHISHOLM D, EDEJERTT-T, ET AL. GENERALIZED COST-EFFECTIVENESS ANALYSIS FOR NATIONAL-
LEVEL PRIORITY-SETTING IN THE HEALTH SECTOR. COST EFFECTIVENESS AND RESOURCE ALLOCATION 2003; |: 8.

BERTRAM MY, ETAL WHO | COST-EFFECTIVENESS THRESHOLDS: PROS AND CONS.WHO. DOI: 10.2471/
BLT.15.164418.

PHELPS CE.A NEW METHOD TO DETERMINE THE OPTIMAL WILLINGNESS TO PAY IN COST-EFFECTIVENESS
ANALYSIS.VALUE HEALTH 2019;22: 785-791.

ROBINSON LA, HAMMITT JK, CHANG AY, ET AL. UNDERSTANDING AND IMPROVING THE ONE AND THREE TIMES
GDP PER CAPITA COST-EFFECTIVENESS THRESHOLDS. HEALTH POLICY PLAN 2017; 32: [41-145.

WOODS B, REVILL B SCULPHER M, ET AL. COUNTRY-LEVEL COST-EFFECTIVENESS THRESHOLDS: INITIAL ESTIMATES
AND THE NEED FOR FURTHER RESEARCH.VALUE HEALTH 2016; 19:929-935.

KOH L, GLAETZER C, CHUEN LI S, ET AL HEALTH TECHNOLOGY ASSESSMENT, INTERNATIONAL REFERENCE
PRICING,AND BUDGET CONTROLTOOLS FROM CHINA'S PERSPECTIVE:WHAT ARE THE CURRENT
DEVELOPMENTS AND FUTURE CONSIDERATIONS? VALUE IN HEALTH REGIONAL ISSUES 2016; 9: 15-21.

BIRCH S, GAFNI A. COST EFFECTIVENESS/UTILITY ANALYSES. DO CURRENT DECISION RULES LEAD US TO WHERE
WEWANT TO BE? | HEALTH ECON 1992; 1 1:279-296.

BIRCH S, GAFNI A. CHANGING THE PROBLEM TO FIT THE SOLUTION: JOHANNESSON AND WEINSTEIN'S (MIS)
APPLICATION OF ECONOMICS TO REAL WORLD PROBLEMS. | HEALTH ECON 1993; 12: 469-476.

BIRCH S, GAFNI' A. ON BEING NICE INTHE UK: GUIDELINES FORTECHNOLOGY APPRAISAL FORTHE NHS IN
ENGLAND AND WALES. HEALTH ECON 2002; | I: 185-191.

JOHANNESSON M, WEINSTEIN MC. ON THE DECISION RULES OF COST-EFFECTIVENESS ANALYSIS. ] HEALTH ECON
1993; 12:459-467.

DONALDSON C, CURRIE G, MITTON C. COST EFFECTIVENESS ANALYSIS IN HEALTH CARE: CONTRAINDICATIONS.
BMJ 2002; 325: 89 1-894.

WEINSTEIN M, ZECKHAUSER R CRITICAL RATIOS AND EFFICIENT ALLOCATION. JOURNAL OF PUBLIC
ECONOMICS 1973;2: 147-157.

CAIRNS J. USING COST-EFFECTIVENESS EVIDENCE TO INFORM DECISIONS AS TO WHICH HEALTH SERVICES TO
PROVIDE. HEALTH SYSTEMS & REFORM 2016; 2: 32-38.

78 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



(78]

[79]

(80]

(81]

(82]

(83]

(84]

(85]

(86]

(87]

(88]

(8%]

[°0]

N

[°2]

(23]

4]

SULLIVAN SD, MAUSKOPF JA, AUGUSTOVSKI F, ET AL. BUDGET IMPACT ANALYSIS—PRINCIPLES OF GOOD PRACTICE:
REPORT OF THE ISPOR 2012 BUDGET IMPACT ANALYSIS GOOD PRACTICE Il TASK FORCE.VALUE IN HEALTH 2014;
[7:5-14.

NEWALL AT JIT M, HUTUBESSY R.ARE CURRENT COST-EFFECTIVENESS THRESHOLDS FOR LOW- AND MIDDLE-
INCOME COUNTRIES USEFUL? EXAMPLES FROM THE WORLD OF VACCINES. PHARMACOECONOMICS 2014; 32:
525-531.

LOMAS J, MARTIN S, CLAXTON K. ESTIMATING THE MARGINAL PRODUCTIVITY OF THE ENGLISH NATIONAL
HEALTH SERVICE FROM 2003 TO 2012.VALUE HEALTH 2019; 22: 995—-1002.

BILINSKI A, NEUMANN P COHEN J, ET ALWHEN COST-EFFECTIVE INTERVENTIONS ARE UNAFFORDABLE:
INTEGRATING COST-EFFECTIVENESS AND BUDGET IMPACT IN PRIORITY SETTING FOR GLOBAL HEALTH
PROGRAMS. PLOS MEDICINE 2017; 14:E1002397.

LOMAS J, CLAXTON K, MARTIN S, ET AL RESOLVING THE “COST-EFFECTIVE BUT UNAFFORDABLE"” PARADOX:
ESTIMATING THE HEALTH OPPORTUNITY COSTS OF NONMARGINAL BUDGET IMPACTS.VALUE IN HEALTH 2018;
21:266-275.

FERREIRA-DA-SILVA AL, RIBEIRO RA, SANTOSVCC, ET AL DIRETRIZ PARA ANALISES DE IMPACTO ORGCAMENTARIO
DE TECNOLOGIAS EM SAUDE NO BRASIL. CAD SAUDE PUBLICA 2012; 28: 12231238,

FOROUTAN N, JAMSHIDI HR, SALAMZADEH |, ET AL PRMI8 CONDUCTING PHARMACEUTICAL BUDGET IMPACT
ANALYSES IN IRAN: IN ACCORDANCE WITH ISPORTASK FORCE REPORT ON GOOD PRACTICE FOR BUDGET
IMPACT ANALYSIS.VALUE IN HEALTH 2012; 15:A463.

CHILEAN GUIDELINE FOR BUDGET IMPACT ANALYSIS | THE 26 TH COCHRANE COLLOQUIUM, HTTPS:/
COLLOQUIUM2019.COCHRANE.ORG/ABSTRACTS/CHILEAN-GUIDELINE-BUDGET-IMPACT-ANALYSIS (ACCESSED 9
APRIL 2020).

COST REVENUE ANALYSIS TOOL PLUS | MANAGEMENT SCIENCES FOR HEALTH, /RESOURCES/COST-REVENUE-
ANALYSIS-TOOL-PLUS (ACCESSED 9 APRIL 2020).

CARVALHO N, JIT M, COX S, ET AL. CAPTURING BUDGET IMPACT CONSIDERATIONS WITHIN ECONOMIC
EVALUATIONS: A SYSTEMATIC REVIEW OF ECONOMIC EVALUATIONS OF ROTAVIRUS VACCINE IN LOW- AND
MIDDLE-INCOME COUNTRIES AND A PROPOSED ASSESSMENT FRAMEWORK. PHARMACOECONOMICS 2018; 36:
79-90.

SCHWARZER R, SIEBERT U. METHODS, PROCEDURES, AND CONTEXTUAL CHARACTERISTICS OF HEALTH
TECHNOLOGY ASSESSMENT AND HEALTH POLICY DECISION MAKING: COMPARISON OF HEALTH TECHNOLOGY
ASSESSMENT AGENCIES IN GERMANY, UNITED KINGDOM, FRANCE, AND SWEDEN. INT JTECHNOL ASSESS HEALTH
CARE 2009; 25: 305-314.

PICHON-RIVIERE A, AUGUSTOVSKI F, GARCIA MARTI S, ET AL TRANSFERABILITY OF HEALTH TECHNOLOGY
ASSESSMENT REPORTS IN LATIN AMERICA: AN EXPLORATORY SURVEY OF RESEARCHERS AND DECISION MAKERS.
INT J TECHNOL ASSESS HEALTH CARE 2012;28: 180—-186.

DRUMMOND M, BARBIERI M, COOK J, ET AL TRANSFERABILITY OF ECONOMIC EVALUATIONS ACROSS
JURISDICTIONS: ISPOR GOOD RESEARCH PRACTICES TASK FORCE REPORT.VALUE IN HEALTH 2009; 12: 409-418.

KIM DD, BACON RL, NEUMANN PJ. 6. ASSESSING THE TRANSFERABILITY OF ECONOMIC EVALUATIONS: A DECISION
FRAMEWORK. IN: ISARANUWATCHAI' W, ARCHER RA TEERAWATTANANONY, ET AL. (EDS) NON-COMMUNICABLE
DISEASE PREVENTION. OPEN BOOK PUBLISHERS, PR 911 18.

EUNETHTA HTA ADAPTATION TOOLKIT. EUNETHTA, HTTPS//EUNETHTA.EU/EUNETHTA-HTA-ADAPTATION-
TOOLKIT/ (ACCESSED 8 APRIL 2020).

WORKING PAPER 6 - THE ROLE OF HEALTH TECHNOLOGY ASSESSMENT IN MEDICINE PRICING AND
REIMBURSEMENT. HEALTH ACTION INTERNATIONAL, HTTPS://HAIWEB.ORG/PUBLICATION/WORKING-PAPER-6-
THE-ROLE-OF-HEALTH-TECHNOLOGY-ASSESSMENT-IN-MEDICINE-PRICING-AND-REIMBURSEMENT/ (ACCESSED 9
APRIL 2020).

MORANY, FIDLER AH. HEALTH TECHNOLOGY ASSESSMENT IN EUROPE: COMMUNICATING AND APPLYING
LESSONS LEARNED FROM HIGH-INCOME COUNTRIES TO MIDDLE-INCOME COUNTRIES. JOURNAL OF
MANAGEMENT & MARKETING IN HEALTHCARE 2010; 3: 141-149.

CHAPTER 4: IMPLEMENTING POLICIES FOR HTA 79



[95] POLICY BRIEF: HTA ON SILDENAFIL ASTREATMENT FOR PULMONARY ARTERIAL HYPERTENSION (PAH), HTTP://
WWW.GLOBALHITAPNET/WP-CONTENT/UPLOADS/2017/05/PB_PAH_26_APR_2017-FOR-WEB.PDF (2016,
ACCESSED 9 APRIL 2020).

[96] LILYASARI O, SUBEKTIY, ATIKA N, ET AL ECONOMIC EVALUATION OF SILDENAFIL FORTHE TREATMENT OF
PULMONARY ARTERIAL HYPERTENSION IN INDONESIA. BMC HEALTH SERV RES 2019; 19:573.

[97] THONGSRI'W, BUSSABAWALAIT, LEELAHAVARONG R ET AL COST-UTILITY AND BUDGET IMPACT ANALYSIS
OF DRUG TREATMENTS IN PULMONARY ARTERIAL HYPERTENSION ASSOCIATED WITH CONGENITAL HEART
DISEASES IN THAILAND. EXPERT REVIEW OF PHARMACOECONOMICS & OUTCOMES RESEARCH 2016; 16:525-536.

[98] BAUMGARTNER ], HEADLEY J, SWANSON K, ET AL. ECONOMIC IMPACT: FINDING THE RIGHT ANALYSIS FOR
YOUR EVALUATION NEEDS, HTTPS://SITES.GLOBALHEALTH.DUKE.EDU/EVIDENCELAB/WP-CONTENT/UPLOADS/
SITES/23/2018/06/EL_ECONTOOL.PDF (ACCESSED 9 APRIL 2020).

[99] EUNETHTA PROJECT (2006-2008). EUNETHTA, HTTPS://EUNETHTA EU/EUNETHTA-PROJECT-2006-2008/ (ACCESSED
21 JANUARY 2020).

[100] WHAT'S IN IT FOR US? BENEFITS OF EUROPEAN HTA NON-DUPLICATION. EUNETHTA, HTTPS://EUNETHTA.
EU/15599-2/ (2018, ACCESSED 21 JANUARY 2020).

[101] SASSI ETHE EUROPEAN WAY TO HEALTH TECHNOLOGY ASSESSMENT. LESSONS FROM AN EVALUATION OF
EUR-ASSESS. INT J TECHNOL ASSESS HEALTH CARE 2000; | 6: 282-290.

[102] WORLD HEALTH ASSEMBLY RESOLUTION 67.23 HEALTH INTERVENTION AND TECHNOLOGY ASSESSMENT IN
SUPPORT OF UNIVERSAL HEALTH COVERAGE.

[103] EDDY DM. CLINICAL DECISION MAKING: FROM THEORY TO PRACTICE. PRACTICE POLICIES --WHAT ARETHEY?
JAMA 1990; 263: 877-878, 880.

[104] TUNIS SR, REFLECTIONS ON SCIENCE, JUDGMENT, AND VALUE IN EVIDENCE-BASED DECISION MAKING: A
CONVERSATION WITH DAVID EDDY. HEALTH AFFAIRS 2007; 26:W500-WS5 | 5.

[105] REASON J. HUMAN ERROR. CAMBRIDGE UNIVERSITY PRESS, 1990.

[106] BALTUSSEN R, NIESSEN L. PRIORITY SETTING OF HEALTH INTERVENTIONS: THE NEED FOR MULTI-CRITERIA
DECISION ANALYSIS. COST EFFECTIVENESS AND RESOURCE ALLOCATION; 4, HTTPS://RESOURCE-ALLOCATION.
BIOMEDCENTRALCOM/ARTICLES/10.1186/1478-7547-4-14 (2006, ACCESSED 9 APRIL 2020).

[107] GLASSMAN A, CHALKIDOU K, GIEDION U, ET AL. PRIORITY-SETTING INSTITUTIONS IN HEALTH:
RECOMMENDATIONS FROM A CENTER FOR GLOBAL DEVELOPMENT WORKING GROUPR GLOBAL HEART 2012; 7:
[3-34.

[108] COOKSON R, MIRELMAN AJ, GRIFFIN'S, ET AL. USING COST-EFFECTIVENESS ANALYSIS TO ADDRESS HEALTH EQUITY
CONCERNS.VALUE HEALTH 2017;20:206-212.

[109] VERGUET S,KIM JJ, JAMISON DT. EXTENDED COST-EFFECTIVENESS ANALYSIS FOR HEALTH POLICY ASSESSMENT: A
TUTORIAL PHARMACOECONOMICS 2016; 34:913-923.

[1'10] GOETGHEBEUR M, WAGNER M, KHOURY H, ET AL EVIDENCE AND VALUE: IMPACT ON DECISIONMAKING - THE
EVIDEM FRAMEWORK AND POTENTIAL APPLICATIONS. BMC HEALTH SERVICES RESEARCH 2009; 8: 270.

[111] RAWLINS MD, CULYER AJ. NATIONAL INSTITUTE FOR CLINICAL EXCELLENCE AND TS VALUE JUDGMENTS. BM|
2004; 329:224-227.

[1'12] HAUCK K, SMITH PC.THE POLITICS OF PRIORITY SETTING IN HEALTH: A POLITICAL ECONOMY PERSPECTIVE.
FIOOORESEARCH; 6. EPUB AHEAD OF PRINT | MARCH 2017. DOI: 10.7490/F I 000RESEARCH. | | 13706.1.

[1'13] DOLAN JG. MULTI-CRITERIA CLINICAL DECISION SUPPORT. PATIENT-PATIENT-CENTERED-OUTCOME-RES 2010; 3:
229-248.

[1'14] BALTUSSEN R, MARSH K, THOKALA R ET AL MULTICRITERIA DECISION ANALYSIS TO SUPPORT HEALTH
TECHNOLOGY ASSESSMENT AGENCIES: BENEFITS, LIMITATIONS, AND THE WAY FORWARD.VALUE IN HEALTH 2019;
22:1283-1288.

80 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



[1'15] GLASSMAN A, GIEDION U, SMITH PC.WHAT'S IN,WHAT'S OUT: DESIGNING BENEFITS FOR UNIVERSAL HEALTH
COVERAGE — KEY MESSAGES FOR DONORS AND ADVOCATES. FIO00RESEARCH,; 6. EPUB AHEAD OF PRINT 20
OCTOBER 2017.DOI: 10.7490/F | OOORESEARCH. 1 | 14963.1.

[I'16] USAID POLICY FRAMEWORK, HTTPS//WWW.USAID.GOV/POLICYFRAMEWORK/DOCUMENTS/ 1 870/USAID-POLICY-
FRAMEWORK (2019, ACCESSED 9 APRIL 2020).

[1'17] BARDER O. DEVELOPMENT_AND_COMPLEXITY_SLIDES.PDF. CENTER FOR GLOBAL DEVELOPMENT, HTTPS://WWW.
CGDEV.ORG/SITES/DEFAULT/FILES/ARCHIVE/DOC/MULTIMEDIA/DEVELOPMENT_AND_COMPLEXITY_SLIDES.PDF
(ACCESSED 9 APRIL 2020).

[1'18] THE INTERNATIONAL WORKING GROUP FOR HTA ADVANCEMENT, NEUMANN PJ, DRUMMOND MF, ET AL
ARE KEY PRINCIPLES FOR IMPROVED HEALTH TECHNOLOGY ASSESSMENT SUPPORTED AND USED BY HEALTH
TECHNOLOGY ASSESSMENT ORGANIZATIONS? INT JTECHNOL ASSESS HEALTH CARE 2010; 26: 71-78.

[119] OORTWIN W, BROOS RVONDELING H, ET AL. MAPPING OF HEALTH TECHNOLOGY ASSESSMENT IN SELECTED
COUNTRIES. INT J TECHNOL ASSESS HEALTH CARE 2013;29: 424-434.

[120] CHENY, HEY, CHI X ET AL. DEVELOPMENT OF HEALTH TECHNOLOGY ASSESSMENT IN CHINA: NEW CHALLENGES.
BIOSCIENCE TRENDS; 7.

[1217 PICHLER F OORTWIIN'W, RUETHER A, ET AL. DEFINING CAPACITY BUILDING INTHE CONTEXT OF HTA:A
PROPOSAL BY THE HTAI SCIENTIFIC DEVELOPMENT AND CAPACITY BUILDING COMMITTEE. INTERNATIONAL
JOURNAL OF TECHNOLOGY ASSESSMENT IN HEALTH CARE 2019; 35: 362-366.

[122] EMERSON J, PANZER A, COHEN T, ET AL ADHERENCE TO THE IDSI REFERENCE CASE AMONG PUBLISHED COST-
PER-DALY AVERTED STUDIES. PLOS ONE 2019; 14: E0205633.

[123] LIR,RUIZ F, CULYER A}, ET AL EVIDENCE-INFORMED CAPACITY BUILDING FOR SETTING HEALTH PRIORITIES IN
LOW- AND MIDDLE-INCOME COUNTRIES: A FRAMEWORK AND RECOMMENDATIONS FOR FURTHER RESEARCH.
FIOOORES 2017; 6:231.

[124] PHARMACEUTICAL MARKET ACCESS IN DEVELOPED MARKETS2018. SEED. EPUB AHEAD OF PRINT 2018. DO
10.7175/747.

[125] MAKELA M, ROSEN M, JAMTVEDT G, ET AL. CO-OPERATION IS STRENGTH: JOINT ACHIEVEMENTS OF THE NORDIC
HTA CENTERS. 10.

[126] EUNETHTA. EUNETHTA HANDBOOK ON HTA CAPACITY BUILDING, HTTPS://EUNETHTAEU/WP-CONTENT/
UPLOADS/2018/01/EUNETHTA-HANDBOOK-ON-HTA-CAPACITY-BUILDING.PDF (2008, ACCESSED 9 APRIL 2020).

[127] O'BRIEN N, LI R, ISARANUWATCHAIW, ET AL. HOW CAN WE MAKE BETTER HEALTH DECISIONS A BEST BUY FOR
ALL? GATES OPEN RES 2019; 3: 1543.

[128] IJZERMAN MJ, KOFFI]BERG H, FENWICK E, ET AL. EMERGING USE OF EARLY HEALTH TECHNOLOGY ASSESSMENT IN
MEDICAL PRODUCT DEVELOPMENT: A SCOPING REVIEW OF THE LITERATURE. PHARMACOECONOMICS 2017; 35:
727-740.

CHAPTER 4: IMPLEMENTING POLICIES FOR HTA 81



CHAPTER 5

MONITORING AND
EVALUATING HTA PROCESS

2




TA is rapidly gaining ground as a strategic policy tool that can support multiple objectives, including

informing the value of a technology, guiding reimbursement decisions, setting prices for health
technologies, and guiding strategic procurement. HTA can also improve allocation efficiency, reduce the
population’s financial risk, enhance service quality, drive accountability and buy-in of decision making, and boost
constituency satisfaction.

Regardless of the objectives for HTA, performance indicators are needed to monitor and evaluate its impact.
Among competing programs, priorities, and funding, HTA evaluation can demonstrate its value as an effective
investment to improve health system performance.

In this chapter, we will provide insight into the following monitoring and evaluation components:

* ldentifying approaches, milestones, and performance indicators to assess progress in
advancing HTA as a policy solution

* Frameworks for evaluating the overall impact of HTA
e Baseline and ongoing data collection processes and empirical findings of HTA impact

The HTA process consists of several stages—identification, topic selection, assessment, appraisal,
deliberation, and decision making—that will be the areas for monitoring and evaluation. HTA also requires
an institutional structure to support it, which should be evaluated for technical efficiency. Consequently,
defining the main milestones and performance indicators to evaluate HTA and monitor its impact involves
multiple dimensions, both general and context specific. A major distinction lies between assessing the
progress of implementing HTA as a policy solution versus assessment of the overall impact of HTA.
While this chapter examines indicators for these categories as two discrete sets, the progress made in
advancing the HTA process, policy, and institutional structures will contribute to the quality of HTA reports
and recommendations.

5.1 ASSESSING THE PROGRESS IN ADVANCING HTA AS A
POLICY SOLUTION

Although countries may prioritize HTA as a significant goal, countries and implementing partners need

to assess progress in advancing HTA as a policy solution. The main principles of good practice for HTA
described in previous chapters can serve as the basis for an audit tool to assess HTA agencies' progression
to institutionalization [17. Figure 26 is an example of how the principles can be adapted as a checklist

of indicators.
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Figure 26. Using the principles of good practice for HTA as a checklist to assess macro performance

Major principles -

macro level

Examples of dimensions to consider

The goal of HTA
should be explicit and
relevant to its use

HTA should be
an unbiased and
transparent exercise

HTA should include all
relevant technologies

HTA should consider
a full societal
perspective

Link between HTA
findings and decision
making processes
needs to be clearly
defined

in developing subindicators

HTA Program: Is the goal of the HTA program explicitly stated in its constitution
or guidelines?

Is it meeting the goals of the types of decisions it is supporting?

HTA Report: Is the research question clearly defined (e.g, outcomes, comparators, population)?

HTA Program and HTA Report: Are multiple stakeholders involved in the process? s it open
to public? Are findings shared with the public?

HTA Program: Does it assess all types of technologies and interventions (e.g., devices,
diagnostics, medicines, vaccines, programs, procedures)?

HTA Report: Does the report provide a systematic methodology and evidence for
selecting comparators?

HTA Program: Do the guidelines contain social-, ethical-, and equity-related assessment
criteria?

HTA Report: Are the relevant stakeholders involved to provide the full societal perspective?

HTA Program and Report: Are there explicit criteria for accepting or rejecting the
recommendations from HTA (e.g. thresholds)? Is the deliberation rationale shared
with the public?

Source: Adapted by the authors from Drummond et al, 2012 and Oortwijn et al, 2013 [1, 2]

WHO's Asia Pacific Observatory on Health Systems and Policies’ policy brief on the factors conducive for HTA
institutionalization in this region also provides a checklist from the experiences and models in China, Indonesia,
Malaysia, South Korea, Thailand, and Vietnam [3]. This checklist is a useful starting point for LMICs thinking about
advancing HTA (figure 27).

Figure 27. Checklist of achievement indicators to monitor progress of HTA institutionalization
v/ Formal mechanism to link HTA unit and policy makers

Full-time group of HTA researchers

Use of HTA results in policy implementation

HTA process guidelines

HTA method guidelines

S X <

Appointment of HTA focal point agency (or unit or committee)
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v/ Collaboration of domestic stakeholders in carrying out HTA research (e.g, academia, clinical professionals,

hospitals/health facilities, patient or representatives, health economists, social science researchers)

Domestic HTA training (e.g, educational degrees, certifications, undergraduate or graduate-level courses)

Allocation of annual budget to HTA activities by government

Policy statement on the willingness to use HTA in policy decision making

Source: WHO policy brief, 2015 [3]

The policy brief also provides significant milestones (features) that indicate when an HTA agency could be

viewed as a successful model after moving through the steps outlined in the checklist above (figure 28).

Figure 28. Seven features of a successful HTA agency

2.

Independence

Financial sustainability

Management of conflicts of interest
Full-time multidisciplinary staff
Extensive networks

Good systematic process

High-quality research and a quality assurance system

Source: WHO policy brief, 2015 [3]

In 2016, the researchers expanded the initial checklist with further analysis from participating countries [4]

(figure 29).The country experts rated achievement of milestones according to their level of importance on a

scale of | to 4, where | was least important and 4 was most important. The researchers then identified the

top milestones based on the average score of each indicator.
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Figure 29. Milestones for HTA institutionalization in selected Asian countries and regions

q 5 . South q o A Average
T: * M T
China alwan Indonesia Kor alay5|a Vietham hailand Scor

Formal mechanism
to link HTA unit and 4 4 4 4 4 4 4 4
policy makers

Full time group of

researchers 4 4 4 4 27 4 4 38
Use of HTA in policy 4 4 4 3 33 4 4 3.8
HTA process guidelines 4 4 4 3 4 3 4 3.7
HTA method guidelines 4 2 4 3 4 4 4 36
Appointment of focal 4 3 4 ) 4 4 4 36

point agency for HTA

Collaboration of
domestic experts in 4 2 4 3 4 4 4 36
HTA research

Domestic HTA training 3 4 4 33 4 4 33
Allocation of annual

budget for HTA by 4 4 4 2 3 3 3 33
government

Policy statement on
willingness to use HTA 4 3 4 2 33 4 2 32
in decision making

National HTA database

4 2 3 2 37 4 2 3.0
of reports
HTA legislation 4 3 2 4 2.3 4 [ 2.9
Membership in
international networks 4 3 2 3 23 3 3 29
Post graduate training
on HTA subjects 3 4 2 2 3 2 35 28
Data registry for clinical
and economics data for 3 2 3 2 33 3 2 2.6
use in HTA
International journal
publications by 2 2 3 2 2 3 35 2.5
researchers
National HTA ) 3 5 3 3 75 24
conference
HTA as part of
undergraduate curricula 2 3 2 2.7 2 3 2.2

for health fields

*Taiwan is referred to as Chinese Taipei in the original document

Source: WHO policy brief, 2015 [3]
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LMICs can customize this checklist based on their own values and priorities regarding milestones or indicators.
Additionally, countries can use this as a scorecard to assess progress in HTA institutionalization using a

numerical scale; each milestone could be scored to assess levels of progression until full completion. However,
each country needs to develop clear operational definitions of milestones and determine if each milestone has

the same weight on the impact on health/health care decision making.

5.2. ASSESSING THE IMPACT OF HTA

Once HTA had been institutionalized, it is also valuable to assess overall HTA impact as a demonstration of
return on investment in HTA. As noted, it is important to distinguish between evaluating the overall impact
of an HTA program as opposed to evaluating the impact of an HTA report. An HTA report is one program
output whose impact should be monitored in more detail, keeping in mind principles for best HTA practices,

methodological guidelines, quality of reporting, and others.

5.2.1 ASSESSING HTA’S IMPACT ON POLICIES

As stated by Goodman [5],“the impact of HTA is variable and inconsistently understood. Among the most
important factors influencing the impact of HTA reports is the directness of the relationship between an HTA
program and policymaking bodies and health care decisions”. Some HTA reports may directly affect health
policies (with varying feasibility of quantifying their impact on the health system and population); nonetheless,
even after rigorous analyses, many report recommendations are not adopted into general practice [5]. HTA
reports can make an impact by changing one or more of the following policies, which can serve as categories
to monitor HTA impact [5]:

» Regulatory policy (e.g, market access of a technology, indication of use)
* Third-party payment policy (e.g., coverage, pricing, reimbursement of a technology)
= Rate of use of a technology

* Clinical practice guidelines

» Clinician awareness and behavior

 Patient awareness and behavior

* Acquisition, adoption, or diffusion of a technology

* Organization or delivery of care

» Research and development priorities and associated spending levels

» Data collection (e.g, to fill evidence gaps identified by HTA reports)

» Marketing of a technology

* Allocation of local, regional, national, or global health care resources

* Investment decisions (e.g., by industry, investors)

* Incentives to innovate

HTA overall can potentially shape broader policies worth measuring, such as training needs, influence on social

discourse, and collaboration with other agencies [4].
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5.2.2 HTA PERFORMANCE INDICATORS

Performance indicators should be used to map the most important aspects of performance of the different
stages of priority setting for health/health care at the country level by focusing on the overall HTA process
(identification, topic selection, assessment, appraisal, reporting, dissemination, and implementation in policy and
practice). These indicators serve as a baseline for ongoing monitoring and evaluating and quality improvement
of HTA and should be collected regularly to help inform strategies and justify HTA expenditures [2].

In 2003, Hailey examined the various determinants of HTA program effectiveness [6]. Starting with the tangible
products of HTA (i.e., HTA reports and dissemination of decisions), Hailey provides detailed indicators on the
effectiveness of governance, staff and structure, resources, and collaborative and contractual relationships; the
process of formulating questions; HTA outputs and outcomes; and the impact of HTA on target audiences

[6]. This includes indicators regarding the productivity level of HTA reports, including number and quality of
HTA products delivered, accessibility, and timelines. It also includes indicators of impact on different audiences,
including whether reports are considered as an important input by policy makers and the binding power of
recommendations on policy. The framework provides more than 50 categories of measures and potential
modes of assessment, a sample of which are in figure 30.This is an option for countries looking for a more
detailed framework to assess the advancement of HTA.

A review conducted for DIMDI in 2005 reported the lack of studies that provide a comprehensive and
causal assessment of HTA reports on decision making [7]. However, validated indicators such as those listed
by Drummond, Hailey, and Goodman could be used to assess surrogate performance and impact of HTA,
although further research is needed to clearly define them. The review also highlighted that most evaluations
of HTA reports focus on the assessment methods, but demonstrating a broader causal relationship is difficult
because the final impact on health or health systems outcomes is usually multifactorial.

Figure 30.A framework for assessing HTA program effectiveness

Formulation of HTA questions

Possible Measure Other Program Qualifications
Areas

Number of assessments requested = Number received/year A crude measure of input

Requests declined Number/year Governance Basic measure would need to be
(appropriateness)  supplemented with reasons why
Resources
(feasibility)

Source of questions List sources, number per source Governance Some HTA questions may be

(appropriateness)  generated in HTA program with
particular targets in mind

Scope of questions—technology,  List numbers, areas as indication Governance May need to account separately

area of healthcare, type of analysis  of activity for information/educational

needed initiatives undertaken by program

Policy or administrative questions  List type of issuee (e.g. Governance Questions should be compatible

to be informed by HTA reimbursement decision) with the program;s mandate

Extent to which the topic has Make appropriate reference in Could only be assessed in

been considered by other HTA individual reports qualitative terms

e Possibly list other reports Note that there will often be a

considered need to consider local issues even

if an HTA has been completed
elsewhere
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HTA products

Possible Measure Other Program Qualifications
Areas

Level of Activity

Quality

Accessibility

Time Taken

Impact of HTA

Number of HTA products/year

By topic, report, or other product

Whether externally reviewed

Whether consistent with
recognized guidelines

Whether transparent as to
methods, data, analysis

Responses to surveys of targets
of whether the products were
intelligible and useful

Record time taken from receipt
of request/start of project to
completion of HTA product

Formulation of
questions

Resources

Governance

Dissemination

Governance

Formulation of
HTA questions

Resources

Governance

No indication of type or
complexity

Basic categorization

Only one indicator. Some good
quality products may not be
reviewed

E.g. INAHTA checklist. Full
assessment of this quality would
have to be qualitative. Note
individual assessments need

not consider all attributes of a
technology

Qualitative appraisal needed of a
key element

Qualitative appraisal

Time may vary considerably.
Some elements are outside of
control of HTA staff

An area where tradeoffs are made
to accommodate work programs

Possible Measure Other Program Qualifications
Areas

Whether report considered

Recommendation made in HTA
products are accepted

The HTA demonstrates that
a technology meets specific
requirements for a program

Material from an HTA product
is incorporated into policy or
administrative documents

Information in HTA is used as
reference material for future
activities

Number of HTA products having
some impact

Responses to questionnaire

Correspondence received

References in media releases
dealing with policy, program
changes

Questionnaires, interviews

Comparison of analysis and
conclusions of the HTA with
published criteria

Cite as appropriate

Cite as appropriate

Judgments based on input from
areas listed above

Dissemination

Formulation of
HTA questions

Formulation of
HTA questions

Likely variable response.
Extent of consideration not
easy to establish

Not all HTAs will include
recommendations. Not
necessarily a casual link
between recommendations
and related actions

For example, in a situation
where minimum standards must
be met before some type of
approval is given

For example, in subsequent
developments or refinement
of guidelines

General guidance on the HTA
program but information is likely
to be limited
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Dissemination

Possible Measure Other Program Qualifications
Areas

Vehicles/methods used

Reaction to disseminated material

Related publications in journals,
etc.

Governance

Record of mail outs Resources A crude measure of input

Record of website items Formulation of

Record of media releases, HTA question

presentations, etc.

Responses to surveys of targets These establish contact with

i bsi G HTA product but not necessarily
its on websites ovemance comprehension

(appropriateness)
Citations in literature, databases, etc. Governance
Citations in literature, databases, Resources May give a message to a wider

responses received audience; may give additional

information to that in HTA

Possible Measure Other Program Qualifications
Areas

Legislative or administrative basis

Mandate or specification of
program

Values

Interaction with political, other
processes external to the
program

Interaction with HTA program
management and staff

Support for generating program
resources

Source: Hailey 2003 [6]

Statutory or administrative

documents

High level documentation, general Formulation
availability Targets
Operations strategies for local

manager

Consistency with basis and

mandate

Possibly a negative—absence of

intrusion

Formal meetings—frequency All Difficult to quantify
Documented decisions on

program

Continuity of program budget Resources
Availability of resources for new

initiatives

Endorsement and approval of Resources

external funding

5.2.3 USING EVIDENCE-INFORMED DELIBERATIVE PROCESSES TO
DEFINE VALUE INDICATORS

Evidence-informed deliberative processes (EDPs) use a systematic approach to identify important values for

stakeholders in the HTA process. An example is to identify stakeholder priorities and the values they attribute

to those priorities through an explicit and transparent process such as MCDA. Therefore, the impact of HTA

and the process is determined from that baseline set of indicators derived through an evidence-based process.

If HTA stakeholders deem affordability, cost effectiveness, and equity to be major indicators of priority setting,

then the evaluation framework needs to incorporate them [8].
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It is also important to have a clear consensus on the definitions of these values—what do patients or clinicians
mean by affordability or equitable access?! Therefore, involving and meaningfully engaging stakeholders (policy
makers, users of guidance such as clinicians, users of the technology such as patients) using deliberation is a critical
basis for any EDP [8].To assess the impact of the deliberative dimensions of priority setting like transparency, buy-in,
and trust of recommendations, monitoring and evaluation framework performance indicators should also consider
these deliberative processes as a fundamental component for increasing the impact of HTA on decision making.

This is in line with productive interactions—the concept of research creating impact.

In 2020, INAHTA concluded important research on the impact and influence of HTA [9]. In line with an EDP
approach, INAHTA sought to understand the impact of assessment practices of its member agencies and the
influence of their HTA processes [9]. The resulting assessment framework begins with the agency or program’s
mandate, the stakeholders demanding HTAs, and the type of decisions that the HTA informs.The next part
asked participating agencies to list key impact indicators for the HTA reports, the agency, policy, health system,
and finally, broader impact. LMICs can use this approach to lay a strong foundation for showing the relevance
and legitimacy of their HTA processes. Linking the assessment practices and influence provides a robust
approach to understanding whether the outcomes expected from HTA are aligned with the agency’s scope of
work. See figure 31 for a set of indicators identified by the participants of the survey.

Figure 31: Indicators of impact identified by INAHTA members

Impacts related to the reports (n=10)
* Appropriate format for the HTA to meet requestor’s needs
* Quality of the report contents
* Requestor/client satisfaction with the report
* Website or social media indicators (# of website visitors, download rates, app statistic, social media use: retweets, likes, etc.

Impacts related to the agency (n=2)
» Change in awareness about the agency
* Value for money of the HTA report (return on investment to the agency for cost of production of HTA)

Impacts related to the decision/policy makers (n=15)
* Use of report in decision making: decision maker use/consideration of HTA in deliberations
* Influence on decision making: acceptance of recommendations; incorporation of HTA information in decision making
* Change in awareness/ knowledge about the HTA topic

» Change in policy, organizational recommendations, or policy agenda

Impacts related to different levels within the health system (n=21)
*» Changes in coverage/reimbursement (addition/removal of technology from benefits catalogue/schedule, formulary listing

* Change in clinical practice, prescribing patterns, technology consumption/use, adoption of technology in hospitals,
changes in program development or delivery

* Update of clinical practice guideline or development of new guideline

» Changes in procurement, i.e. (dis)investment in technologies or equipment

*» Change in patient health outcomes

* Budget impact and cost savings

*» Changes in health system research focus or priorities

* Change in knowledge/awareness about the HTA topic among different stakeholders in the health system

Impacts outside of the health system (n=5)
* Changes to legislation or regulations
* Media coverage (newspaper, radio, television, magazines, social media etc., discussion of or reference to HTA products)
* Parliamentary debates
*» Change in knowledge/awareness about the HTA topic outside of the health system

Source: INAHTA, 2020, adapted by the authors [9]

CHAPTER 5: MONITORING AND EVALUATING HTA PROCESS AND IMPACT 91



5.2.4 OTHER TOOLS FOR MEASURING HTA IMPACT

Stakeholder-Based Analysis: A 201 | analysis funded by the pharmaceutical industry (European Federation
of Pharmaceutical Industries, Pharmaceutical Research and Manufacturers of America, Medicines Australia, and
EuropaBio) also provides a useful perspective on measuring HTA impact based on stakeholders’ priorities
(figure 32). Evidence linking HTA impact to stakeholders has evolved since this study was published.

Figure 32. Potential impact of HTA among stakeholders [10]

Patients Allocate resources on Distribution of No analysis that directly relates HTA to
health services that offer expenditure impact on allocation of resources
greatest benefits
Speed of access to good Impact of HTA review on | HTA clearly increases time to markets
value medicines time to market relative to markets where manufacturers
are free to launch. However, no
evidence that HTA increases time
relative to markets without HTA.
Results in greater restrictions being
imposed on reimbursement of
medicines but little assessment of the
detriment imposed.

Availability of good value Diffusion of medicines to Mixed evidence. HTA appears to slow

medicines patient populations diffusion but a positive assessment
appears to increase diffusion.

Physicians Provide information Awareness of changes to Physicians appear to value information
regarding best technical clinical practice but awareness varies considerably.
practice
Affect clinical standards Adoption of changes Mixed evidence but overall HTA is seen

to best clinical practice, to have an impact on clinical standards if
reduce variation in funding is available.
patterns of treatment

Payers Efficiency of the health Cost savings achieved No analysis that directly relates HTA to

Pharmaceutical Industry

system

Imposes a direct cost

Affect return to innovative
medicines

Predictability of rewards
for the future

from assessing redundant
or inferior technologies

Cost of the HTA

Allocation of resources
to products and speed of
assessments

Consistency between HTA
and procurement and

impact on allocation of resources

Broad estimates but no attempt to
determine how cost vary by type of
HTA

Very limited information on the
relationship between HTA and price.
Analysis of French system shows HTA
can associate price to value and even
incorporate information over time.
Theoretical argument that HTA favor
static efficiency over dynamic efficiency
and hence lower returns on innovation.

Regional systems show markedly
less relationship between the HTA
and the ultimate procurement and
reimbursement decision.

Source: Wilsdon and Serota, 201 | [10]

Health Technology Balanced Assessment: Another tool is the Health Technology Balanced Assessment
(HTBA) [I'1]. This has been used to strengthen hospital-based health technology management by aligning
strategic planning and actions [| 1. The HTBA engages clinicians, hospital managers, and patients in discussions
about the impacts of new technologies on the health system and patients [| |].The HTBA guides the decision
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making process on use of health technologies, provides a system of checks and balances on internal decision
making related to health technology use, and increases transparency and accountability at the organizational level
[I 7. Although a resourceful option, HTBA seems to have a narrower potential of application to monitor and
evaluate HTA impact over overall health systems performance.

Multicriteria Decision Analysis: As discussed in Chapter 4, economic evaluation of new health technologies
assessing costs and effectiveness may have limitations in assessing value. MCDA examines a range of effects
against a set of criteria, which are scored and aggregated by quantitatively weighting their importance [12, |3].
The principles of MCDA could also be applied when monitoring and evaluating the HTA process. This would
entail developing relevant criteria with respect to the goals for an HTA process and their relative weights. For
example, criteria could include the expected outcomes from the HTA such as increased transparency in design
of benefits package, evidence-based evaluation of health technologies/programs, and cost containment. The
effect of the HTA process on the expected outcomes would determine the effectiveness of the HTA program.

HTA programs can be evaluated by “maturity’” based on characteristics such as funding availability, staff capacity,
local data availability, binding power of recommendations, and the number and type of decisions the program
supports (figure 33). Indicators for each state of maturity could be added based on interviews with national
and international experts covering areas such as governance, transparency, types of technologies covered,
international collaborations, methodological rigor, and number and types of analyses provided by HTA. As
mentioned, these will depend on a country’s priorities and data availability but could serve as a starting point.

Figure 33. Potential classification of HTA programs’ maturity states

Mid State

* 4 - 8 years of HTA program

* Well trained pool of staff and network of
collaborators

*Increased published studies

| e Recently established HTA (1-3 years)
* Limited number of staff and training
* Limited $$ (insecure)
* Limited published assessments in peer
reviewed journals

* Over 9 — 10 years of establishment

* Extensive pool of trained staff

* Sustainable funding model

* Local data used for most evaluations
* Evaluations published

* Chall in local data collection and * Well respected institution and

limited use of local data for * Dedicated funding model recommendations carry weight or de-
evaluations * Improved availability of data— used for binding power
* Recommendations may not have some evaluations  Used for several types of decisions and
binding power * Most recommendations adopted strategic purchasing
| *Used for any type of decision * Used for more than one type of decision

(e.g. pricing & reimbursement)

Mature State

Early State

Source: Developed by the authors

In 2015, the iDSI network developed a realistic model for evaluating the impact of an HTA report. The

model is used to “predict the expected gain in population health from a policy change given best evidence.
This would allow the uncertainty and priorities for research to also be considered. We would then want to
understand if HTA has changed policy through direct observation of policy and make a best assessment of
the counterfactual. How has that decision been realized? What changes in practice? Is there a decision to
recommend or fund or reimburse the intervention? Have clinicians and/or patients changed their practice?
Are there additional costs incurred to change practice? Taking observed uptake and implementation, we would
calculate the realized expected gain in population health given best evidence” [14].
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This model combines economic analyses to calculate the potential impact of an HTA recommendation in

economic terms with a qualitative assessment to demonstrate causality [8]. The model's approach compares

the actual impact of the intervention to the model results and includes qualitative research to determine the

reasons why predicted health benefits were not achieved [ 14]. Figure 34 provides illustrates this approach and

figure 35 provides a summary of the rationale behind such a framework.

Figure 34. Pictorial representation of this approach for measuring the impact of HTA

Potential Impact

Realised Impact

r : 1 R |

HTA: Economic
modelling — population
health impact — full
implementation

uptake

Current /actual

Value of perfect
implementation

Theory based approach

Source: Grieve and Briggs, 2015 [14]

Figure 35. Summary of the rationale behind the approach for measuring the impact of HTA

Summary of conceptual framework

What is the predicted expected gain in population health from
a policy change given best evidence! What is the uncertainty
and priorities for research?

Has the HTA changed policy?

What is the realised expected gain in population health given
best evidence?

How do we explain the difference between expected and
actual gain in population health? What is the maximum we can

pay to increase uptake?

What implementation activities and policy changes can help
address the gap between predicted and realised?

What does additional evidence suggest about expected and
actual gains in population health?

Source: Grieve and Briggs, 2015 [14]

Initial HTA model based on available evidence

Observation of policy, best assessment of counter-factual

Observation of uptake and implementation

Qualitative work with relevant stakeholders; quantitative
analysis

Evidence on cost-effectiveness of implementation activities

Update of initial HTA with further evidence from appropriately
designed research

HICs such as the Netherlands and the United Kingdom have used the payback model [7, 15], which looks at
HTA process components from an input and output perspective and is one of the most commonly referred

concept in the context of impact evaluation. Five categories of indicators for outputs and outcomes cover

the multidimensional nature of HTA: knowledge creation, research benefits, informing policies, changing health

practices, and impact on the broader health care system [15] (figure 36). The Netherlands invited experts

to score the indicators in each category and validate the information through group discussion [ I5]. Primary

outputs include publications emerging from the research and secondary outputs include types and numbers

of decisions being informed by HTA [15].The UK's NIIHR commissioned an assessment of the HTA program's

impact after its first 10 years using the payback model; the assessment was qualitative and did not include

economic evaluations or value assessments [ | 6].
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Figure 36. Pictographic description of the payback model

Stock or Reservoir of Knowledge

Source: Oortwijn et al, 2008 [15]

More recently, Guthrie et al. concluded an economic assessment on the NIHR HTA program accompanied
by case studies for qualitative context-specific findings [7]. In this framework, the health benefits from the
technology were given a dollar value and compared to the overall cost of the HTA program [7].

The Netherland's HTA agency ZonMw recently updated its impact assessment framework [ 17]. lts framework's theory
of change is that a collaborative process of knowledge creation via productive interactions (such as collaboration/
co-financing/knowledge creation and sharing and implementation activities) will foster knowledge use and responsible
research practices. Establishing an HTA program based on these principles leads to greater commitment from
stakeholders to shared goals for the program, leading to increased impact and continuous improvement of HTA. These
concepts are included as part of the performance indicators and layer the impact assessment framework (figure 37).

Figure 37. ZonMw impact assessment framework

Programme phase/

.

/ V] v
Fostering Responsible l—I_I

Research Practices

Productive Collaborations with Collaborations with Delivery of usable

s relevant stakeholders relevant stakeholders knowledge products
Interactions /

Co-funding Delivery of usable Specific dissemination and
LbactEat iy knowledge products implementation activities

Programme level

°
>
=
o
[}
2
17}
E
(=]

Project level

Source: Rejjmerink, 2018 [17]
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5.3 DATA COLLECTION AND EMPIRICAL FINDINGS OF
HTA IMPACT

As noted in the previous sections, there are a vast number of potential models and indicators for assessing
HTA.These models assess the HTA process, effectiveness of HTA-related institutional arrangements, and
various kinds of impact of HTA (process and report). The type of models and indicators adopted by countries
is highly dependent on their local context. The monitoring and evaluation framework will be affected by the
country's capacity for monitoring and evaluation (financial and human resources).

Ideally, data on all aspects of HTA performance and impact that are deemed relevant should be collected and
assessed. However, collecting locally relevant data for HTA is often a critical challenge in LMICs. For example,
many LMICs do not have robust electronic health management records systems or still use paper-based
systems. Thus, collecting data related to health outcomes requires substantial resources to conduct surveys

or aggregate data. Loss of paper records is also a higher risk in these settings, further affecting the quality
monitoring of HTA. However, some data may be easier to collect; for example, in Hailey's monitoring and
evaluation framework, indicators such as number of requests, number of requests accepted, number of HTA
reports completed per year, and HTA reports completed by specified deadline are straightforward to collect
and help determine how productive the newly established HTA body has been [6]. However, indicators related
to an HTA report’s impact on clinical behavior change, health indicators, or acceptability of HTA may not be as
easy to collect or assess because of confounding variables. Assessing the acceptability of HTA would potentially
require additional study and investment [6].

Data collection is not a static or one-time activity. Therefore, any of the indicators, frameworks, and/or
scorecards used from those listed above or others have to be used on an ongoing basis to assess process
implementation or to determine if achievement of HTA program or report goals has been sustained based
on measuring indicators. Measuring the effect of HTA on health outcome indicators is difficult because
changes are influenced by many factors unrelated to the HTA report or program [, 5, 6] in addition to
needing research and a significant investment of resources [6]. However, as with our advice to advance an
HTA program, it is better to start small and incrementally grow. Sufficient information needs to be collected to
make the case that HTA represents good value for money and that it serves the needs of those with decision
making power. However, investments in data collection could limit resources allocated to the HTA process;
therefore, important trade-offs are needed to reach balance.

Most of the empirical findings on the impact of HTA come from HICs, although LMICs are increasingly
publishing assessments of HTA program performance and impact. The following section presents a summary of
findings from HICs and LMICs that support the cost effectiveness of HTA.

5.3.1 HTA IMPACT FINDINGS FROM HIGH-INCOME COUNTRIES

Sweden. A mixed-methods study showed that HTA reports generated by the Swedish HTA agency SBU

[ 18] had significant impact on policies, clinical guidelines, clinical practice, and clinical research. The review of
guideline documents, patient registries, health facility data, and interviews established a strong link between the
SBU guidance of the "“Yellow" reports and subsequent changes [ | 8].Yellow reports focus on disease areas and
established practices. The authors provided a subjective estimate of the impact of 26 HTA reports generated
by SBU between 2006 and 2010 (figure 38) [18].

Establishing a direct causal relationship between HTA recommendations or guidance and changes to policies,
guidelines, and practice is not easy to demonstrate, although it was the goal of this study [ I8]. Additional
factors may also influence the decisions and actions to initiate and diffuse policy changes.
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Figure 38. SBU “Yellow” reports published between 2006 and 2010: Type of influence, estimated impact, and results

o Type of Influence/ Results
Estimated Impact
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24
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26

Dementia (2008)

Fortifying flour with folic acid
(2007)

Vaccines to children (2009)

Rehabilitation of patients with
chronic pain (2010)

Peripheral arterial disease (2007)

Patient education in managing
diabetes (2009)

Open angle glaucoma (2009)

Caries (2008)
Endodontics (2010)

Partially dentate or edentulous
patients (2010)

Dietary treatment of diabetes

Self-monitoring of blood glucose in

noninsulin-treated diabetes (2009)

Intensive glucose-lowering
therapy in diabetes (2009)

Tympanostomy tube insertion for

otitis media in children (2008)

Dyspepsia and gastro-esophageal
reflux (2007)

Triage methods at emergency
departments (2010)

Obstructive sleep apnea
syndrome (2007)

Methods of early prenatal
diagnosis (2006)

Methods for promoting physical
activity (2010)

Mild head injury (2006)

Treatment of insomnia (2010)

Methods to prevent mental
ill-health in children (2010)

Light therapy for depression
(2007)

Drug consumption among the
elderly (2009)

Antibiotic prophylaxis for surgical
procedures (2010)

Source: Rosen et al, 2014 [18]

Decision/Moderate

Decisions/High

Decisions/Low

Decisions/Moderate

Guidelines/High

Guidelines/High

Guidelines/High

Guidelines/High
Guidelines/High
Guidelines/High

Guidelines/High
Guidelines/High

Guidelines/High

Guidelines/High

Change in practice/High

Change in practice/Moderate

Change in practice/Moderate

Change in practice/Moderate

Change in practice/Moderate

Change in practice/High

Change in practice/Moderate

Research/High

No adequate documentation/
Low

No adequate documentation/
Low

No adequate documentation/
Low

Use of the report for training of municipal
caregivers

The National Board of Health and Welfare
(NBHW) and the National Food Agency did not
implement fortification of flour with folic acid

The report was used by the NBHW and served as
a basis for WHO policy

Governmental rehabilitation guarantee and several
local care programs

Implemented by the Swedish Society forVascular
Surgery

Implemented in national guidelines (NBHW)

Implemented by the Swedish Ophthalmological
Society and Swedish Glaucoma Society

Implemented in national guidelines (NBHW)
Implemented in national guidelines (NBHW)
Implemented in national guidelines (NBHW)

Implemented in national guidelines (NBHW)
Implemented in national guidelines (NBHW)

Implemented in national guidelines (NBHW)

Implemented in guidelines by professional
associations

Trend reversal and decrease in surgical procedures
in Sweden after publication

An additional 18 emergency departments
introduced triage after publication

Decrease in surgical procedures in Sweden and
Norway after publication

I5 of 21 county councils offered the combined test
to one extent or another

Increase in prescription of physical activity

Number of admissions and bed-days decreased
the year after publication with more than 4,000
bed-days.

Changes in pharmaceutical prescriptions in line
with evidence-based conclusions in the SBU-report

Led to an invitation by research councils for grants
of 30 million euros.
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Austria. A similar mixed-methods study [19] showed that HTA affected decisions such as reimbursement and
disinvestment of technologies. Reports from the 1990s to 2010 were reviewed to assess whether facilities made
decisions consistent with the reports (figure 39).The study also included a quantitative analysis on the estimated
economic impact of the decisions (figure 40).

Figure 39. Recommendations and decisions for inclusion of new hospital procedures in hospital benefits catalogue

Not recommended for inclusion in ) )

benefit catalog because limited evidence Not included in benefit catalog 13 31

concerning efficacy and safety available 30 72 43%

or a lack of net benefit comparison to

a2 P Included with restrictions* 17 4l

Recommended for inclusion in Included with restrictions* 6 |14

benefit catalog with restrictions

(and re-evaluation at later stage) 12 28  Notincluded in benefit catalog 5 12 50%
Included without restrictions | 2

Recommended for inclusion in benefit 0 0

catalog without restrictions na na na na

Total 42 100 42 100

*For example, limited to institutions with specific infrastructure or qualification of personnel, to university hospitals or to
specialized hospitals, reimbursement may be subject to interdisciplinary discussion on correct indication, treatment and post-
treatment care.

n.a, not applicable

Source: Zechmeister, 2012 [19]

As with the Swedish study, establishing a direct causal impact was not feasible, and other factors influenced
decisions. For example, in the case of rationalizing the use of Lucentis for macular degeneration, the much
lower cost of the competing therapeutic alternative, Avastin, also helped reduce the consumption of Lucentis.
Based on interviews, the researchers estimated the influence of the HTA report (figure 40).
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Figure 40. Examples of economic impacts due to rationalization decisions/recommendations

Size of Impact

Time period

Unit of analysis Results
analyzed

Technology Type of impact identified

Technologies where oversupply was diagnosed

EPO in tumor anemia = Reduction in volumes and 2001-2009 Public hospital Volumes: —17,437 units
expenditures association

) ! Expenditure: —8.2 million €
Syria (20 hospitals)

Immunoglobulins Reduction in volumes and 2002-2009  Single university hospital Volumes: —20,058 units
expenditures Expenditure: —|2 million €
Drug Eluting Stents  Reduction in volumes of 2006-2008 | All publicly financed Volumes DES: —1,892 units
(DES) vs. Bare Metal | DES, slight increase in hospitals in Austria Volumes Bare
Stents (BMS) volumes of BMS, yet big metal stents: +285

regional variations

Lucentis® vs. Avastin  Slower increase of Lucentis = 2006-2009 Single opthalmology unit Avoided extra costs 723,000 €
®in AMD volumes; Slower increase of + 1,800 injections possible
expenditure; More patients
could be treated

Hoemocomplettan ® P Reduction in volumes and 20092010  Single university hospital Volumes: —10% to —25%
expenditures Expenditure: —1 12,000 to —160,000 €
Tocolysis No impact identified = Austrian province -
of Styria
Technologies where excess prices were diagnosed
Contrast Media Reduction in price and 2008 Viennese public hospital ~ Expenditure due to price reductions:
expenditures association —I.I million €

AMD, age-related macular degeneration; EPO, Erythropoietin
Source: Zechmeister, 2012 [19]

Germany. A study conducted in Germany in 2016 [20] assessed the impact of the HTA additional data
requirements and evaluation methods on outcomes related to recommendation of conditionally approved
medicines. The authors depicted a list of other potential factors that may reduce HTA impact by comparing
the Post Authorization Measures methods and type of data requirements used by European Medicines Agency
to those made by the Federal Joint Committee (G-BA) for their appraisals of the medicines (conducted by
IQWIG). The study highlighted a certain degree of lack of transparency for reasons for specific data requests,
lack of guidelines for submitting data, and limited flexibility in utilization of expert advice or non-clinical study
data in the absence of RCTs. In an example of the conditionally approved drug vemurafenib, the removal of
conditions was hampered by the issues highlighted earlier; therefore slowing diffusion of a potentially beneficial
technology [20].

France. Hospital-based HTA has been implemented for more than three decades in some jurisdictions and
might be a proxy for assessing the impact of HTA in clinical practice, but little is known about its effects and
impact on hospital budget, clinical practices, and patient outcomes [20]. A pioneering hospital-based HTA
agency, the Committee for the Assessment and Dissemination of Technological Innovations (CEDIT), has
operated in France since 1982 [21].
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A study to assess the impact of CEDIT HTA recommendations gathered data from stakeholder interviews

to learn how decisions were made, how knowledge was transferred across recommendations, the impact

of recommendations, and specific questions related to the technologies [22]. The study indicated that while
CEDIT has considerable impact on technology diffusion in the hospital network, stakeholders used the
recommendations differently based on their roles. Technology users used the findings as a potential tool for
negotiating for technologies of interest, while administrators used them to make decisions regarding technology
use. The study also highlighted the challenges faced in the uptake of recommendations, including a lag between
issue and application. This finding help CEDIT improve its dissemination practices.

Ireland. HTA has also become a basis for pricing and reimbursement decision making worldwide. In Ireland,
marketing authorization holders submit an HTA dossier to the National Centre for Pharmacoeconomics, which
evaluates it and submits a reimbursement recommendation to the Health Service Executive. Technologies

that are not deemed cost effective at a threshold of €45,000/QALY gained proceed to HTA-informed price
negotiations. Total annual cost savings to the public sector as a result of HTA-informed price negotiations was
estimated at more than €19 million [23].

5.3.2 HTA IMPACT FINDINGS FROM LOW-AND MIDDLE-INCOME COUNTRIES

Thailand. HITAP published 162 studies through 2016, 70% of which generated public discussion and at least
one-third that translated into policy action [24]. In 2009, HITAP published a very influential report showing
that at the price of USD 450 per course (three doses), human papilloma virus vaccine was not a valuable
public investment—the vaccine price needed to be reduced by approximately 60% to become cost effective.
Three months after the report’s publication, manufacturers reduced the price of the vaccine in line with
recommendations.

The implementation of HTA guidelines in particular may have an impact on robustness of methods and on
the quality of reporting. For example, compliance with best HTA reporting practices in Thailand substantially
improved after the publication of the first Thai HTA Guidelines by HITAP in 2008 (figure 41) [24].

Figure 4 1. Compliance improvement of HTA reporting practices in Thailand

Perspective specified 59 88
Comparators described 90 100
Discounting used 50 88
ICER reported 52 97
Uncertainty analysis performed 47 79

Of which, probabilistic sensitivity 43 70
Funding source disclosed 69 75

Source: Culyer et al, 2017 [24], Kittrongsiri and ChalkledKaew (2015) [25]

100 PRACTICAL GUIDE FOR SYSTEMATIC PRIORITY SETTING AND HTA INTRODUCTION



Colombia. The Colombian HTA agency (IETS) issued recommendations precluding the use of applied
behavioral analysis and animal stimulation therapies in patients with non-autism spectrum syndromes due to
lack of evidence [26]. Applied behavioral therapies at the time were frequently challenged in courts by patients
and care givers. Based on the IETS report, the Constitutional Court of Colombia revised and reversed at least
a dozen mandates for coverage (acciones de tutela) costing the system thousands of millions of Colombian
pesos [27].

5.3.3 HTA IMPACT FINDINGS FROM MULTIPLE COUNTRIES

A mixed-methods systematic review of |8 studies [28] found that HTA could influence several aspects of
decision making. However, it is difficult to evaluate the real impacts of local HTA at the different levels of health
care given the relatively small number of evaluations with quantitative data and the lack of clear comparators.
As per this study’s conclusions, further research is necessary to explore the conditions under which local/
hospital-based HTA results and recommendations can impact hospital policies, clinical decisions, and quality of
care and optimize the use of scarce resources [28].

Although the effect of HTA on spending for prescription medicines is often studied, less attention is given to

its effects on decisions about research and development in the biopharmaceutical industries. A report on the
results of a survey of 19 pharmaceutical and biotechnology companies [29] showed that the pharmaceutical
industry is adjusting to the realities of today's cost-conscious health care systems by incorporating HTA
considerations early on in development decisions. Improving communication and creating collaboration among
a range of stakeholders may improve interactions to devise and test new and more efficient processes for HTA
in the longer term [29].

HTA reports, if broadly disseminated, have an impact on the stock of knowledge and awareness raising of
the topic or disease area of interest. Many HICs and those LMICs with well-established HTA practices have
extensive repositories of clinical practice guidelines, protocols, HTA reports, appraisal recommendations, and
budget impact analyses that vary according to setting but that attest to the productivity of HTA institutions.
When using HTA reports from different settings, as recommended earlier in this roadmap, adaptation to the
local context needs to be carefully considered.
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TA has become an important mechanism for supporting priority setting and decision making in many

parts of the world, particularly in HICs.While UHC is both a priority and a potential reality for many
countries, essential health services still remain unavailable, inaccessible, and unaffordable to many. On the one
hand, new health technologies have led to remarkable improvements in health and quality of life but also
imposed additional challenges to countries’ efforts to achieve UHC. On the other hand, older; highly cost-

effective, interventions remain un- or under-provided.

LMICs have limited resources for health and suffer from many risks and uncertainties attached to external
funding sources. The widespread waste and inefficiency in the health sector, the intense competition between
treatment and prevention of infectious and non-communicable diseases, and the rising health care costs threaten
the purchasing power of inherited budgets. Establishing processes that deliver evidence-informed priority-setting
decisions and HTA mechanisms and institutions can improve resource allocation decisions in these settings.

This roadmap advocates LMICs to implement HTA using the stages (heuristic) model to simplify the
dynamic and contested environment of policy change. We present readers with tools and approaches to
help them navigate the process of institutionalizing HTA, from agenda setting through formulation, adoption/
implementation to impact evaluation; however, this roadmap’s approach and main assumptions will require
further testing for their realism and feasibility. In addition to our discussion of the methodology of HTA, the
roadmap describes qualitative methods for understanding the local context and the character of its health
system, which have a bearing on how HTA might best work and what impediments might need to be
removed or at least mitigated. VWe also stress the importance of using robust HTA methods and evidence-
informed deliberative processes to promote legitimacy and buy-in. Transparency of process and involvement
of stakeholders are urged as important factors. Finally, monitoring and evaluating HTA progress and overall

impact could help guarantee long-term political support and funding for HTA activities.

RAISING AWARENESS OF THE VALUE OF HTA

The lack of common understanding of HTA and how it can support decision making is a major challenge in

many LMICs. Awareness of HTA's potential usefulness and limitations as a policy tool to improve systematic

priority setting needs to be raised among stakeholders in these settings. To create political will, implementing
partners will need to navigate the political landscape of HTA institutionalization.

Recommendations:

» Conducting stakeholder analyses to determine who could be potential champions or strong supporters
(within the Ministry of Health or elsewhere) for driving such initiatives is a valuable exercise.

* Implementing partners and policy champions can seize or help create windows of opportunity for HTA
policy action by considering the problem, policy, and politics streams in Kingdon’s model of agenda setting.

¢ Identifying HTA players and their interests, positions, and power will help policy makers and champions
develop more systematic and better-informed policy strategies for HTA throughout its institutionalization.

* A high turnover of government officials may close windows of opportunity for introducing or advancing
HTA. Continuously engaging all stakeholders (existing and new arrivals) will help mitigate that problem.

» Concise and clear messaging strategies help secure political interest of newly appointed decision makers.

* Linking HTA process with UHC and benefits package design can be an important enabler; this could be
achieved through legal frameworks such a new national law supporting UHC or through regulation
developed by the Ministry of Health.
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FORMULATING AN HTA PROGRAM

Although there is no single model for success, it is recommended to strive for an HTA body that is independent
and with binding power of recommendations. Nevertheless, a fully independent institutional arrangement would
not always be feasible, so a small but technically strong structure protected legally and organizationally from
political or external pressure conducting assessments in a transparent manner is acceptable.

Recommendations:

* The formulation and design stages of the HTA body should aim for technical independence but retain an
‘insider’ status within the policy making process to remain relevant.

* Stakeholders should agree on the reasoning behind implementing an HTA program, as well as the mandate,
objectives, and reach of HTA activities.

* There is no one-sizefits-all approach to HTA, and therefore the design should reflect the country context
and needs.

e A transparent and well-organized process that uses the best available evidence can be powerful enough
to make HTA recommendations de-facto binding. This means that decision and policy makers should make
explicit the reasoning why they have departed from an evidence-informed recommendation.

* HTA policy formulation should follow the principles of best practice to create buy-in and legitimacy.

* Effective coordination among international organizations, implementing partners, local policy makers, and
other stakeholders is critical during policy formulation to avoid duplication and secure local empowerment.

 Taking a leading role from within the local governments at early stages of HTA formulation improves donor
and technical assistance coordination as means to serve local needs and expectations.

LEVERAGING HTA EXPERTISE

Globalization provides a great opportunity for LMICs to learn from the available HTA experience from different
settings. Some examples come from other LMICs, but most come from HICs with developed HTA organizations,
some operating for two decades or more. Implementing partners or policy makers in LMICs may be tempted to
copy and paste successful, more advanced models while forgetting the realities in their own settings. Regarding
methodological approaches, some countries opt to draw upon principles of comparative safety and efficacy/
effectiveness for a narrow set of health technologies, while others would use more sophisticated economic
analyses of drugs and medical devices and procedures to inform coverage, reimbursement, procurement, quality,
and; more recently, pricing decisions. Although there are different methodological approaches and processes to
incorporate HTA results into a deliberative priority-setting process, there are no magic solutions.

Recommendations:

* The major procedural principles should be followed in LMICs while bearing in mind the local context in
which they operate.

*  HTAs must be timely in relation to the decisions they seek to inform. Simpler studies such as rapid reviews
help manage the uncertainty surrounding new technologies while facilitating HTA timeliness and relevancy.

* The pragmatic model of using external HTAs and transferring negative recommendations from other
countries may not be an inferior approach. Eastern European countries provide important examples of the
potential do's and don'ts of this approach.
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* Leveraging existing capacities and structures will always be more efficient than reinventing the wheel.

* Implementing partners should tailor available HTA methods, approaches, tools, and products to their own
settings with the short-term goal of fitting it into existing decision making practices and a long-term vision

of incremental strengthening, growth, and evolution.

* Local data and studies should be part of a mid- to long-term plan for advancing and building a robust
HTA system.

* Many LMICs may not be able to implement CUA, QALYs, or opportunity cost-informed thresholds at the
early stages of development. There should be a trade-off between being realistic and ambitious.

* Institutional hubs of national or regional technical expertise can help implementing partners understand the
local implications for health technology and transferability assessment.

BUILDING HTA CAPACITY

Capacity refers to the ability of HTA doers to produce robust and fit-for-purpose recommendations, as well
as the capacity of HTA users to understand and use HTA outputs to inform their decision making. Capacity is
difficult to build but also difficult to keep.

Recommendations:

* Technical, management, and communication capacities in generating and using HTA evidence generally
need to be created or strengthened.

» Collaboration with academic institutions (within or outside the country) can expedite further development
of HTA experts; nevertheless, retaining skilled staff within HTA units remains a challenge in competitive

local and global labor markets.

* Academic institutions can play an important role as HTA doers who are commissioned by HTA bodies to

develop reports, once in-house capacity is exhausted.

* National educational programs and degrees in HTA (e.g, health economics) are critical for sustainable
institutionalization of HTA. Engagement with the Ministry of Education and the academic community to
develop a strategy and operational plan to create HTA degrees or certification programs is important.

* Leveraging e-learning and courses available through international universities, educational programs,
or international or regional networks of cooperation could be short-term and less expensive ways to

strengthen local capacity.

* International collaboration among HTA bodies, and knowledge sharing at international or regional events
can facilitate knowledge transfer and capacity building in less established HTA programs.

IMPLEMENTING HTA

Health care resource-allocation decisions are complex and involve the assessment and appraisal of available
evidence while bearing in mind societal values and ethical considerations. HTA is only part of this intricate process.

Recommendations:

* Neither HTA reports nor the results of economic models or CEA should be blindly used in decision
making without careful consideration of context and the transferability of results.
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* LMIGCs should aim for the highest attainable standards of their HTA, be transparent about limitations and
uncertainty in results, and broadly engage stakeholders.

* Ability to deal with potential conflicts of interest throughout all stages of the process is as relevant as
methods themselves for securing legitimacy and buy-in of recommendations.

e LMICs can enhance HTA impact if stakeholders are adequately engaged through a deliberative, transparent,
and participatory process. Seeking buy-in from decision makers on using the assessment reports is vital to
ensure that the HTA meets their information needs.

* Subnational HTA implementation can be improved through targeted communication strategies, expert
opinion leaders or networks, regulatory mandates for implementation, and formal or informal re-evaluation.
Promoting a positive environment for collaboration and knowledge and skills transfer across jurisdictions
may increase HTA uptake.

ENSURING SUSTAINABILITY AND IMPACT OF HTA

Ensuring HTA establishment and continuity requires both political and financial commitment. Therefore, having
a well-planned monitoring and evaluation strategy to justify HTA as a good value-for-money intervention may
secure its long-term sustainability and pave the road for countries’ journey to self-reliance.

Recommendations:

*  Once HTA has been institutionalized, additional international or South-to-South cooperation can sustain

operational self-sufficiency.

 Evaluating HTA progress and boosting its impact requires a multisectoral approach comprising an array
of decision and policy makers, including the Ministry of Finance, national planning agencies, research and
innovation funding bodies, and social protection agencies.

* Research into the successful implementation of HTA remains undeveloped, even in more affluent settings,
and further attention shall be paid to HTA implementation research.

* Evidence-informed decisions should be enforceable, meaning the allocation of sufficient resources for
implementing decisions emanating from positive recommendations and having the ability to say “no” should
evidence results in negative recommendations.

* To facilitate the use and implementation of HTA reports in decision making, incentives within a given health
care system must be appropriately aligned with the decisions that are based on/informed by HTA.

The global momentum for HTA, with more than 50 institutions and nearly 40 countries relying on it to inform
their resource-allocation decisions, presents an opportunity to further drive the HTA agenda in LMICs. WHO
and all major donors, including USAID, DFID, DFAT (Australia), World Bank, Gates Foundation, and the Inter-
American Development Bank, support HTA scale up, especially as it links to self-reliance and UHC. In addition,
networks such as HTAI, INAHTA, and ISPOR promote cross-country collaborations in different regions to
advance a culture of evidence-informed decision making through the use of HTA.
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ANNEX [: SYSTEMATIC LITERATURE REVIEW

A systematic literature review was conducted to gather the evidence base on approaches for implementation and
institutionalization of HTA in LMICs. The focus of the literature review was to address the following questions:

1. What are the barriers to and facilitators of HTA institutionalization?
2. What are the motivations for countries to implement HTA?

3. What evidence-based guidelines, methods, or institutional frameworks exist for
facilitating the adoption and/or institutionalization of HTA?

4. Based on country experiences, what are the lessons learned for the adoption
and/or institutionalization of HTA?

The literature review examined HTA programs in any country (i.e., not limited to low-, middle-, or high-

income countries). Articles published in peer-reviewed journals as well as gray literature from other relevant
organizations were included in the review.The date range of publications was limited to articles published by
December 31,2019. A targeted approach was taken for the gray literature review; articles, guidelines, and other
publications were collected from sources such as WHO; Center for Global Development (CGD); International
Decision Support Initiative (iDSI); country HTA institutions (e.g., NICE UK, IQWiIG Germany, CADTH Canada,
HITAP , Indonesia’'s HTA committee); and international networks for HTA agencies or practitioners (e.g., HTA,
INAHTA, RedETSA, ISPOR). It is recognized that significant literature may be published in a language other than
English and therefore this search has been expanded to include articles published in English, French, and Spanish.
Other languages have been excluded due to a lack of translation services available. The following databases were
searched: Medline, Health Policy reference center, EMBASE, Cochrane, CINAHL, and NHS-EED databases.

Inclusion Exclusion

* Dates—include articles as late as December 31,2019 * Hospital-level HTA (focus is on national and/

+ Geographic—no exclusion or regional level public sector agencies)

+ Languages-articles published in English, French, Spanish HTA on specific services/interventions, drugs,
technologies (e.g, HTA on oncology drugs)

SEARCH TERMS

Searches included synonyms and subject headings (where available) for the following search concepts:‘health
technology assessment’, ‘barrier’, and ‘facilitator’

Health Technology Assessment Barrier Facilitator*
Health Technology Assessments Challenge Enabl*
HTA Bottleneck Promot*
Technology assessment Impediment Accelerat*
Resource allocation Hindrance Advanc*
Priority setting Obstruction

Systematic priority setting  obstacl*
Multiple Criteria Decision Analysis
MCDA

Multi-criteria Decision Making

MCDM
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#1: ("health technology assessment” OR “technology assessment” OR HTA) AND (challenge OR barrier
OR bottleneck OR impediment OR hindrance OR obstruction OR facilitator* OR enabl* OR promot* OR

accelerat® OR advanc* OR implement*)

#2: (“resource allocation” OR “priority setting” OR “systematic priority setting” OR health priorit*) AND
(challenge OR barrier OR bottleneck OR impediment OR hindrance OR obstruction OR facilitator* OR
enabl®* OR promot* OR accelerat* OR advanc*)

#3: ("multiple criteria decision analysis” OR MCDA OR “muilti criteria decision making” OR MCDM) AND
(challenge OR barrier OR bottleneck OR impediment OR hindrance OR obstruction OR facilitator* OR
enabl®* OR promot* OR accelerat* OR advanc*)

The search was conducted as follows: Each of the three groups will be searched (title or abstract) separately
and then combined using “OR”

CRITICAL APPRAISAL AND MANAGEMENT OF REFERENCES

The papers were reviewed systematically using PRISMA, which is an evidence-based minimum set of items for
reporting in systematic reviews and meta-analyses. We completed the PRISMA checklist and flow diagram to
report and map out the number of records identified, included, and excluded and the reasons for exclusions.
A total of 18,599 records were identified through the database searches, targeted literature review, and inputs
from global HTA experts. Of the 18,599 records | 1,559 were eligible for abstract review and 9,962 records
were removed after the abstract review for a full text review of 1,597 articles. Finally, 262 articles were included

in the qualitative synthesis of the roadmap.

Prisma Flow Diagram

Identification Records identified through database
searching and grey literature

(n =18599)

Screening  Records after duplicates removed

(n=11559)
Records screened Records excluded
(l’] =1 |,559) % (ﬂ :9,962>
Eligibility Full-text articles assessed for eligibility Full-text articles excluded, with reasons
(n = 1597) — (n=1335)
Included Studies included in qualitative synthesis
(n=262)
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ANNEX 2: PEER REVIEW PROCESS
AND LITERATURE REVIEW UPDATE

A first draft of the Practical Guide for Systematic Priority Setting and HTA Introduction: A Roadmap for
Policy Action in Low- and Middle-Income Countries was completed by January 31, 2020.The first draft of the
document was shared with global experts on HTA, systematic priority setting, and health financing. A total of
27 global and regional experts, as jointly identified by authors and the USAID Asia Bureau, were contacted

to indicate availability and provide feedback to the draft policy document. These experts were representative
of the global community of practice, including academia, policy makers from various country governments,
leadership and experts from national HTA agencies, leadership and experts from international HTA networks,
and intergovernmental and international organizations. Eighteen experts indicated availability for peer review
of the document, while some of the seven unavailable experts recommended their colleagues (response

rate 92.6%).The authors shared the first draft of the document with available experts on February 7,2020.
Twelve (66.7%) provided feedback, additional references, and comments of varying detail. Experts provided an
additional 42 references from both peer reviewed and grey literature. Additional publications included those
published and/or accessed by April 15,2020.The updated PRISMA flow diagram is provided below

Prisma Flow Diagram

Identification Records identified through database Additional records identified through
searching and grey literature peer review
(n =18,599) (n=42)

Screening  Records after duplicates removed

(n=11,601)
Records screened Records excluded
(n=11,601) e (n =9.962)
Eligibility Full-text articles assessed for eligibility Full-text articles excluded, with reasons
(n=1639) 7 (n=1335)
Included Studies included in qualitative synthesis
(n =304)
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GLOSSARY

Canadian Agency for Drugs and Technologies in Health (CADTH): A Canadian national organization
that provides research and analysis to health care decision makers.

Cost-Benefit Analysis (CBA): A systematic process to calculate and compare costs and benefits, in dollar
value, of a program, decision, or policy.

Cost-Effectiveness Analysis (CEA): A systematic process to calculate and compare costs and benefits, by
key outcomes, of a program, decision, or policy.

Cost-Utility Analysis (CUA): A systematic process to calculate and compare between disease categories,
CUA uses QALY's gained or DALY prevented as a common metric to combine quality of life and time of life
gained or lost, respectively.

Department for International Development (DFID): A United Kingdom government department
responsible for administering overseas aid. According to DFID, the goal of the department is “to promote
sustainable development and eliminate world poverty.”

Disability-Adjusted Life Year (DALY): A metric used to quantify disease burden. One DALY can be thought
of as one year of “healthy’ life lost. DALYs combine the years of life lost due to premature mortality in the
population and the years lost due to disability for people living with a disease or its consequences.

European Commission (EC): The executive branch of the European Union, responsible for proposing
legislation, implementing decisions, upholding the EU treaties, and managing the day-to-day business of the EU.

European Network for Health Technology Assessment (EUnetHTA): A network, established to create
an effective and sustainable network for HTA across Europe that could develop and implement practical tools
to provide reliable, timely, transparent, and transferable information to contribute to HTA in members states.

Extended Cost-Effectiveness Analysis (ECEA): A cost-effectiveness analysis approach that extends
traditional economic evaluation with distributional aspects (such as health and financial one). ECEA thus serves
broader objectives than cost-effectiveness analysis in providing guidance in the design of health policies in
general and health benefits packages in particular

Financial Risk Protection (FRP): Safeguards to prevent individuals from suffering financial hardship
associated with paying for health care services and a key component of universal health coverage.

Global Alliance for Vaccines and Immunization (GAVI): A public-private global health partnership that
was founded in 2000 with the goal of creating equal access to new and underused vaccines for people living in
the world's poorest countries.

Global Fund to Fight AIDS, Tuberculosis and Malaria (Global Fund): An international financing
organization founded in 2002 to accelerate the end of AIDS, tuberculosis, and malaria as epidemics.

Gross Domestic Product (GDP): The monetary value of all finished goods and services made within a
country during a specific period. GDP provides an economic snapshot of a country and is used to estimate the
size of an economy and growth rate.
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Health Benefits Package (HBP): The defined list of health care services covered by public monies and the
financial terms of such coverage, such as cost-sharing. Some countries use HBPs to meet basic health needs
for the entire population; others use HBPs to meet the health needs of specific populations, such as pregnant
women, children, the elderly, or the poor.

Health Intervention and Technology Assessment Program (HITAP): A semi-autonomous health
technology research unit under Thailand’s Ministry of Public Health. HITAP is a core iDSI partner.

Health Technology Assessment (HTA): The systematic evaluation of properties, effects, and impacts of
health technologies.

Health Technology Assessment international (HTAI): A global, non-profit, scientific, and professional
society for all those who produce, use, or encounter health technology assessment.

Health Technology Balanced Assessment (HTBA): A systematic tool used to strengthen hospital-based
health technology management by aligning strategic planning and actions.

High-Income Country (HIC): For the 2020 fiscal year, the World Bank defines a HIC as one that has a gross
national income per capita exceeding USD 12,056.

HIV (human immunodeficiency virus): A virus spread through certain bodily fluids that weakens the
immune system by destroying T cells or CD4 cells. HIV can progress to acquired immune deficiency syndrome
(AIDS), the last stage of HIV infection.

International Decision Support Initiative (iDSI): A multicountry, multidisciplinary partnership of health
care practitioners and researchers, launched in 2012 following the publication of a report by the Center for
Global Development on priority-setting institutions for better spending on health. Led by the Institute of Global
Health Innovation at Imperial College London, iDSI stands for “better decisions for better health.”

The International Network of Agencies for Health Technology Assessments (INAHTA): A network
that connects HTA agencies to one another to support knowledge sharing and the exchange of information
and also to serve as a forum for the identification and promotion of other interests of HTA agencies.

Institute for Quality and Efficiency in Healthcare (IQWIG): A German federal agency responsible for
assessing the quality and efficiency of medical treatments, including drugs, non-drug interventions, diagnostic and
screening methods, and treatment and disease management.

International Society for Health Economics and Outcomes Research (ISPOR): A global scientific
and educational organization for health economics and outcomes research for use in decision making to
improve health.

Joint Learning Network for Universal Health Coverage (JLN): A country-driven network of
practitioners and policy makers from around the world who co-develop knowledge products to help bridge
the gap between theory and practice and extend coverage to people across the globe.

Low- and Middle-Income Countries (LMICs): For the 2020 fiscal year, low-income economies are defined
by the World Bank as those with a GNI per capita of $1,025 or less in 2018; lower middle-income economies
are those with a GNI per capita between $1,026 and $3,995; and upper middle-income economies are those
with a GNI per capita between $3,996 and $12,375.
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Management Sciences for Health (MSH): An advisory organization that takes an integrated approach
to building high-impact sustainable programs to address critical challenges in leadership, health systems

management, human resources, and medicines.

Monitoring and Evaluation (M&E): Monitoring refers to a family of methods for data collection and analysis.
It is a systematic effort undertaken during the implementation and operation of a project or a policy that is
intended to help improve its design and adoption. Evaluation is concerned with the outcome of a project or
policy and is conducted with the aim of fine-tuning design or informing future projects or policies. It examines
longer-term results and identifies how and why activities succeeded or failed. Monitoring is undertaken more

frequently than evaluation.

Multicriteria Decision Analysis (MCDA): An alternative to cost-effectiveness analysis that provides a
general framework for decision support rather than one specific to the health sector. MCDA is based on
the observation that alternative investment opportunities typically have mutltiple dimensions, and any
decision recommendation should be based on the aggregation of the performance of options across
these different dimensions.

National Health Service (NHS): Publicly funded national health care system for the United Kingdom. It is the
largest and oldest single-payer health care system in the world.

National Institute for Health and Care Excellence (NICE): Provides national guidance and advice to the
United Kingdom to improve health and social care. Originally created to reduce variation in the avail- ability
and quality of NHS treatments and care.

National Institute for Health Research (NIHR): A United Kingdom government agency that funds
research into health and care. It is the largest national clinical research funder in Europe

Organization for Economic Cooperation Development (OECD): An intergovernmental economic
organization with 37 high-income member countries founded in 1961 to stimulate economic progress and

world trade.

Pan American Health Organization (PAHO): The world's oldest international public health agency. Its
mission is to lead strategic collaborative efforts among member states and other partners to promote equity in
health, combat disease, and improve the quality of life of the peoples of the Americas.

Pulmonary Arterial Hypertension (PAH): A type of high blood pressure that affects arteries in the lungs
and in the heart.

Quality-adjusted life year (QALY): A metric used to quantify disease burden. One QALY can be thought of
as one year of “perfect health.”

Social Health Insurance (SHI): According to WHO, a form of financing and managing health care based
on risk pooling. SHI pools the health risks of the people on one hand and the contributions of individuals,
households, enterprises, and the government on the other.

Sustainable Development Goals (SDGs): A set of |7 goals that aim to end extreme poverty and hunger,
fight inequality and injustice, combat climate change, and more. On September 25,2015, the leaders of 193
United Nations member states adopted the goals as part of a new global sustainable development agenda.
The 17 goals and their targets for 2030 are described at www.un.org/sustainabledevelopment/sustainable-

development-goals/.
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Swedish Agency for Health Technology Assessment and Assessment of Social Services (SBU): An
independent Swedish governmental agency tasked with assessing and evaluating methods in use in health care

and social services.

United Nations: An international organization established after World War Il with the aim to maintain
international peace and security and achieve international cooperation. It is the largest, most familiar, most
internationally represented, and most powerful intergovernmental organization in the world.

US Agency for International Development (USAID): An independent agency of the United States federal
government that is primarily responsible for administering civilian foreign aid and development assistance.

Universal health coverage (UHC): According to WHO, UHC “means that all people and communities
can use the promotive, preventive, curative, rehabilitative and palliative health services they need, of sufficient
quality to be effective, while also ensuring that the use of these services does not expose the user to

financial hardship.”

World Health Assembly: A decision making body of WHO that focuses on a specific health agenda. It is
attended by delegations from all WHO Member States and determines policies of the organization, appoints
the Director-General, supervises financial policies, and approves program budgets.

World Health Organization (WHO): United Nations agency specializing in international public health,
founded on April 7, 1948 (now celebrated as World Health Day). Its primary role is to direct and coordinate
international health within the United Nations system.

WHO-CHOICE (CHOosing Interventions that are Cost-Effective): An initiative started by the World
Health Organization in 1998 to help countries choose their health care priorities. The WHO-CHOICE team

works with policy makers at the country level, providing information on cost effectiveness, costs, and strategic
planning to help guide decision making.
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