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Foreword

Universal health coverage hinges on the right of everyone to access safe, quality-assured, effective and affordable
medicines.

Unaffordable prices for medicines have become one of the most pressing concerns for patients and health-care
systems in high-, middle- and low-income countries alike. WHO constantly hears from governments struggling with
rising pharmaceutical prices when trying to provide population-wide access to life-saving health products for people
in need, especially for people living with chronic diseases.

In 2019, the World Health Assembly expressed its serious concerns “about high prices for some health products, and
inequitable access to such products within and among Member States, as well as the financial hardships associated
with high prices which impede progress towards achieving universal health coverage”. Every year, out-of-pocket
expenditures for medicines force approximately 100 million people into poverty. Worst of all, many people simply do
not have access to potentially life-saving products many years after the discovery of these products. Such a situation
is clearly not acceptable because medical innovation has little value to our society if people cannot access its
benefits.

Strong country pharmaceutical pricing policies can improve the affordability of pharmaceutical products when
carefully planned, carried out, and regularly checked and revised according to changing conditions. Over the years,
the World Health Organization (WHO) has supported countries in the development of pharmaceutical pricing
policies, including working with experts to formulate policy recommendations such as those presented in this
publication.

This guideline has been revised to reflect the years of country experiences and the existing evidence on pricing
policies. It contains recommendations for ten pricing policies commonly considered in countries to manage medicine
prices, as well as pragmatic considerations for what is required to implement these policies according to the
objectives and context of individual health systems. WHO will continue to work with countries in the coming years to
develop sound pharmaceutical pricing policies, including by running workshops with country stakeholders and
enabling information sharing through the Fair Pricing Forum.

As | write this Foreword, the world is grappling with the COVID-19 pandemic. The pandemic is a constant reminder
that in a globalized crisis, we will only find solutions through global cooperation. Similarly, for an issue that is now
affecting all countries, achieving affordable access to pharmaceutical products requires a collective effort from the
global community to ensure that people in need of these products can achieve good health and exercise their
human rights and fundamental freedoms. Those principles are clear — they are enshrined in United Nations
conventions, they are reflected in the WHO constitution, in the agendas of the Millennium Development Goals and
Sustainable Development Goals and they are, | believe, what the vast majority of national constitutions uphold. So,
let us be guided by those principles to ensure that everyone has a right to access quality-assured pharmaceutical
products.

Mariangela Simao,
Assistant Director General, Medicines and Health Products
World Health Organization
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Executive summary and recommendations

Affordable access to safe and efficacious pharmaceutical products is at the core of global efforts towards
achieving universal health coverage. When attentively formulated and properly implemented,
pharmaceutical pricing policies could contribute to improving patient access to essential medicines and
other health products. Accordingly, the World Health Organization (WHO) has been given the mandates to
support countries through guidance on the development of pricing policies for pharmaceutical products.

This guideline replaces the 2015 WHO guideline on country pharmaceutical pricing policies, revised to reflect
the growing body of literature since the last evidence review in 2010. This update also recognizes country
experiences in managing the prices of pharmaceutical products, including the increasing challenges of
unaffordable prices for some health products widely experienced in many countries'.

Using this guideline

This guideline defines pharmaceutical pricing policies as a set of written principles or requirements for
managing the prices of pharmaceutical products, agreed or adopted by a public institution (e.g. a
government authority), a group of purchasing organizations, or individual health services.

The primary audience for this guideline is policy-makers and decision-makers responsible for introducing
and revising price-management policies to improve access to pharmaceutical products in countries of all
income levels. Managers and personnel involved in the operational planning of procurement, distribution,
and reimbursement of pharmaceutical products may also find this guideline useful.

This guideline recommends that countries apply eight overarching principles when formulating and
implementing pricing policies for pharmaceutical products (Section 2). This guideline makes specific
recommendations regarding ten pricing policies countries may choose and adapt according to the
objectives, architecture and contexts of their respective health systems. This guideline also suggests a suite
of implementation considerations countries should follow when operationalizing the recommendations.

How this guideline was developed

The development of this guideline followed the processes and requirements described in the second edition
of the WHO handbook for guideline development. The recommendations were formulated by the guideline
development group (GDG) that consisted of international experts with experiences in research and
implementation of pharmaceutical pricing policies in countries. In developing the recommendations, the
GDG considered the evidence appraised and synthesized in a systematic review commissioned by WHO.
The GDG also considered additional qualitative evidence and information pertaining to the following factors:
policy importance, evidence on desirable and undesirable effects, certainty of the evidence, overall balance
of effects, generalizability, equity, acceptability, resources required, feasibility and long-term financial
sustainability. The evidence was concisely summarized to inform judgements about overall advantages and

T As stated in resolution WHA72.8 adopted in 2019, the Seventy-second World Health Assembly was “[s]eriously
concerned about high prices for some health products, and inequitable access to such products within and among
Member States, as well as the financial hardships associated with high prices which impede progress towards achieving
universal health coverage”.
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disadvantages of each policy. Other contributors included a WHO steering group and external reviewers
(Annex 1).

Summary of recommendations

Readers should refer to the definition, design and policy rationale; overview of evidence; and
implementation considerations for each policy presented in individual sections of this guideline.

1. External reference pricing

Conditional’ recommendations for the policy

1.A. WHO suggests the use of external reference pricing under the following conditions:

- External reference pricing is used in conjunction with other pricing policies, including price
negotiation;

- Adequate resources and skilled personnel are available to implement external reference pricing;

- Selection of reference countries or jurisdictions is based on a set of explicitly stated factors;

- Reference prices are obtained from verifiable data sources;

- Reference prices have accounted for all forms of discounts, rebates and taxes with a high degree
of confidence; and

- Methods for determining prices follow a transparent and consistent process.

1.B. WHO suggests that countries undertake regular price revisions at pre-specified frequency when
using external reference pricing.

1.C. WHO suggests that countries monitor the impacts of implementing external reference pricing on
price, affordability and access to medicines.

2. Internal reference pricing

Conditional recommendation for the policy

2.A. WHO suggests the use of internal reference pricing for generic and biosimilar medicines according
to the principles of generic reference pricing®, under the following conditions:
- Internal reference pricing is used in conjunction with policies to promote the use of quality-
assured generic or biosimilar medicines.
- Reference prices are obtained and validated from verifiable data sources.
- Consistent and transparent criteria for pricing of generic and biosimilar medicines are explicitly
evaluated and stated based on an established methodology.

2 With a conditional recommendation, the guideline communicates the message that the effects of adhering to this
recommendation (both desirable and undesirable) are subject to the conditions specified, and could be modified by a
greater range of context-specific factors. This means that there is a need for involving relevant stakeholders to
understand these conditions and factors before this recommendation can be adopted or adapted as policy.

3 Equivalence for the purpose of pricing set through the Anatomical Therapeutic Chemical Classification System 5th
Level, with consideration to factors such as dose and pack size.



2.B. WHO suggests the use of internal reference pricing for medicines according to the principles of
therapeutic reference pricing#, under the following conditions:
- Internal reference pricing is used in conjunction with other pricing policies.
- Reference prices are obtained and validated from verifiable data sources.
- Consistent and transparent criteria, including therapeutic or dose equivalence, are explicitly
evaluated and stated based on an established methodology.

3. Value-based pricing Section 3.3

Conditional recommendation for the policy

3.A. WHO suggests the use of value-based pricing for medicines to support price setting, and
reimbursement decision-making where appropriate, under the following conditions:

- Value-based pricing is used in conjunction with other pricing policies, such as price negotiation,
internal and external reference pricing, and policies to promote the use of quality-assured
generic and biosimilar medicines;

- Adequate resources and skilled personnel are available to implement value-based pricing;

- Value-based pricing using health technology assessment (HTA) must include an analysis on
budget impact and affordability from the perspective of the payer and the patient;

- A well-established governance structure for value-based pricing using HTA is in place to ensure
processes are transparent, and assessment reports and decisions are disseminated publicly;

- The method and perspective for determining value are explicit;

- Decisions and evidence should be periodically reviewed and re-assessed.

4. Mark-up regulation across the pharmaceutical supply and
c L. c - Section 3.4
distribution chain

Conditional recommendation for the policy

4.A. WHO suggests the use of mark-up regulation across the supply and distribution chain for medicines
under the following conditions:
- Mark-up regulation should be used in conjunction with other pricing policies;
- Mark-up structure should be regressive, where mark-up rate decreases as the price increases
(rather than a fixed percentage mark-up for all prices).

4.B. WHO suggests that countries consider using remuneration and mark-up regulation as incentives for
supplying specific medicines (e.g. generic medicines, low volume medicines, reimbursable medicines)
or to protect medicine access for specific patients or population groups (e.g. vulnerable groups,
populations living in remote areas).

4.C. WHO suggests that countries ensure transparency of prices and methods when setting up mark-ups
along the supply and distribution chain, including disclosure of any rebates and discounts.

4.D. WHO suggests regular review of mark-up regulation to protect patients from out-of-pocket
expenditures.

4 Equivalence for the purpose of pricing set through Anatomical Therapeutic Chemical Classification System 4th Level
based on clinical trial evidence of non-inferiority.



5. Promoting price transparency

Conditional recommendation for the policy

5.A. WHO suggests that countries improve the transparency of pricing and prices through the following
mechanisms:
- Sharing the net transaction prices of pharmaceutical products to relevant stakeholders, within
and external to the country;
- Disclosing prices along the supply and distribution chain;
- Reporting publicly research and development (R&D) contributions from all sources;
- Communicating pricing and reimbursement decisions to the public.

5.B. WHO suggests that countries improve the transparency of pricing and prices through clear
description of pricing approaches and their technical requirements.

6. Tendering and negotiation

Conditional recommendation for the policy

6.A. WHO suggests that countries use tendering for pharmaceutical products under the following
conditions:

- Price level should be considered alongside other criteria, including product quality, product
characteristics, availability, supply security, supply reliability and charges along the supply chain;

- Tendering should be used in conjunction with other pricing policies to improve affordability and
availability.

6.B. WHO suggests that countries use price negotiation to complement tendering as well as other pricing
policies.

7. Promoting the use of quality-assured generic and biosimilar

. . Section 3.7
medicines

Strong® recommendations for the policy

7.A. WHO recommends that countries enable early market entry of generic and biosimilar medicines
through legislative and administrative measures, with a view to encouraging early submission of
regulatory applications, allowing for prompt and effective review, and ensuring these products are
safe, efficacious and quality-assured.

7.B. WHO recommends that countries use multiple pricing policies to achieve low prices for generic and
biosimilar medicines that are informed by the cost of production®. These policies may include:
internal reference pricing, mark-up regulation, direct price controls, tendering, promoting price
transparency and lower patient co-payments.

> With a strong recommendation, the guideline communicates the message that the desirable effects of adherence to
this recommendation outweigh any potential undesirable effects. This means that in most situations the
recommendation can be adopted as policy.

® For the purpose of this guideline, costs of production include manufacturing costs, costs associated with research and
development, regulatory processes and compliance, overheads and other business operation expenses.
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7.C. To maximize uptake of generic and biosimilar medicines, WHO recommends that countries should

implement, and enforce as appropriate, a suite of policies, including:

Legislation to allow generic substitution by dispensers and, where applicable, biosimilar
substitution;

Legislative structure and incentives for prescribers to prescribe by International Nonproprietary
Name;

Dispensing fees that encourage use of low-price generic and biosimilar medicines;

Regressive mark-up structure where lower rates of mark-ups are applied for higher-priced
products, and appropriate financial and non-financial incentives for dispensers; and

Education programmes for consumers and professionals regarding the quality, safety, efficacy
and price of generic and biosimilar medicines.

8. Pooled procurement Section 3.8

Conditional recommendation for the policy

8.A. WHO suggests the use of pooled procurement of medicines under the following conditions:

Pooled procurement should be used in conjunction with other pricing policies, such as tendering
and negotiation.

Procurement processes are transparent and accompanied with high standard of governance.
Financing for pooled procurement must be sustainable, predictable and timely with dedicated
resources mobilized for a capitalization fund to stabilize initial regional pooled procurement
efforts.

8.B. WHO suggests that countries consider initiation of pooled procurement of medicines under the

following conditions:

9. Cost-plus pricing for setting the price of pharmaceutical

Pooled procurement is initiated with a clear understanding of the price and non-price benefits
to be achieved (e.g. quality; availability; administrative efficiencies; bargaining power; improved
capacity to forecast; collective technical expertise).

Pooled procurement is initiated with a clear understanding of the regulatory policies, quality
assurance, patent laws and relevant patent information, and financing processes in participating
Jjurisdictions.

Section 3.9

products

Conditional recommendation against the policy

9.A. WHO suggests against countries using cost-plus pricing as a primary policy for setting the price of

pharmaceutical products, given the current lack of transparency and the lack of an agreed

framework among stakeholders regarding the inputs for price determination.
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10. Tax exemptions or tax reductions for pharmaceutical products  Section 3.10

Conditional recommendation for the policy

10.A. WHO suggests that countries consider exempting essential medicines and active pharmaceutical
ingredients from taxation.

10.B. WHO suggests that countries consider any tax reductions or exemptions, with measures to ensure
that the policy results in lower prices of medicines to patients and purchasers.

Future update

An update to this guideline is planned in 2025, or earlier if a substantive body of evidence has accumulated,
particularly on policies implemented in lower-income countries or where this guideline noted the certainty
of evidence as low or very low. The GDG is mindful of several emerging pricing approaches and
arrangements being explored or implemented in specific contexts. These approaches might be considered
in future updates as the evidence evolves.
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1. Pharmaceutical pricing policies and this guideline

1.1 Pharmaceutical pricing policies and their purpose

Pharmaceutical pricing policies are a set of written principles or requirements for managing the prices of
pharmaceutical products, agreed or adopted by a public institution (e.g. a government), a group of
purchasing organizations or individual health services. The overall objectives of pricing policies should
explicitly focus on achieving affordable and equitable access to quality-assured pharmaceutical products for
consumers and health systems, which should ensure value-for-money based on improved health outcomes
at the population level, as well as maintaining supply security of high-quality products.

The importance of attaining affordable access to pharmaceutical products in the global efforts towards
universal health coverage has long been recognized. Most recently, the United Nations Sustainable
Development Goals (SDGs) has set SDG Target 3.8 as “financial risk protection, access to quality essential
health-care services and access to safe, effective, quality and affordable essential medicines and vaccines for
all” (emphasis added) (7). By extension, achieving this SDG is the responsibility of all levels of governments of
Member States and the global community.

The commitment to ensure affordable access to essential pharmaceutical products globally is encouraging.
Despite this commitment, however, high prices of pharmaceutical products continue to pose significant
challenges in high- and low-income countries alike. It is well documented that high prices of pharmaceutical
products have impaired the ability of many health-care systems to provide population-wide access. In the
absence of insurance coverage, patients and their families often experience significant, if not catastrophic,
financial hardship when in need of pharmaceutical products. Patients without any financial means could be
denied access to beneficial pharmaceutical treatments altogether. Conversely, low prices could result in
profit margins deemed insufficient for meeting commercial participants’ expectations for maintaining the
scale and scope of business operation. This could potentially cause unavailability, supply interruptions or
shortages of certain medicines, disrupt health service operations and lead to negative patient health
outcomes.

Sound policies on the pricing of pharmaceutical products, in conjunction with other broader system-
strengthening policies, could put health systems in good stead for improving access to affordable
pharmaceutical products while ensuring continuity of supply.

1.2 WHO mandates

The World Health Organization (WHQO) is mandated to support Member States through policy guidance on
pricing of pharmaceutical products, notably in the following ways.

e World Health Assembly resolutions WHA61.21 and WHA62.16 on Global strategy and plan of action on
public health, innovation and intellectual property, which requested actions on “promoting competition
to improve availability and affordability of health products consistent with public health policies and
needs”.



e World Health Assembly resolution WHA71(8) Addressing the global shortage of, and access to, medicines
and vaccines, which requested a road map report that outlines the programming of WHO's work on
access to medicines and vaccines for the period 2019-2023. Guidance on pricing policy is one of the
key milestones specified in this road map: “policy guidance for more effective pricing policies to
improve the affordability of essential health products to health systems and individuals”.

e World Health Assembly resolution WHA72(8) Improving the transparency of markets for medicines,
vaccines, and other health products, which requested the Director-General, inter alia, “to continue
supporting Member States, especially LMICs’, in developing and implementing their national policies
relevant to the transparency of markets for health products”.

e Reports from WHO regional committees, resolutions and decisions relating to access to medicines,
which have noted the importance of having robust policies on the pricing of health products (e.g. (°-

7).

1.3 Objective of this guideline

This document presents evidence-informed recommendations to guide countries on formulating and
implementing policies relating to price management of, and access to, pharmaceutical products. This
version of the guideline replaces the 2015 WHO Guideline on country pharmaceutical pricing policies (8). It
revises the recommendations of the previous guideline based on critical appraisal of the current body of
evidence according to the standards and procedures for guideline development at WHO (see Section 1.7).

1.4 Using this guideline

This guideline encourages readers to interpret the evidence and consider its recommendations in light of
the objectives, architecture and contexts of their respective health systems. Readers should also consider the
applicability of this guideline to relevant subnational jurisdictions and authorities.

This guideline advises readers to consider all policy options that could affect the pricing, affordability and
accessibility of pharmaceutical products, including policy options beyond the scope of this guideline.
Examples include policies pertaining to selection of pharmaceutical products and intellectual property
management. Coherence and consistency among related policies and their interlocking elements are
needed to ensure that they are mutually reinforcing, and could prevent inefficiencies and unintended
consequences.

This guideline encourages countries to adhere to the eight overarching principles described in Section 2
commonly applicable to the planning and implementing of all pricing policies for pharmaceutical products.

In line with the aspirations of the SDGs, this guideline urges users of this guideline, particularly those from
government authorities, to take concerted and concrete actions through robust pricing policy towards
achieving affordable access to pharmaceutical and other health products of established quality, efficacy and
safety.

” Low- and middle-income countries



1.5 Target audience

The primary audience for this guideline is policy-makers and decision-makers responsible for the
introduction and revision of price-management policies to improve access to pharmaceutical products.
Managers and personnel involved in the operational planning of procurement, distribution and
reimbursement of pharmaceutical products may also find this guideline useful. This guideline may be
beneficial for donors, development partners and other stakeholders assisting countries in development of
the pharmaceutical sector and supply of pharmaceutical products.

This guideline is intended for use in countries of all income levels. References to low- and middle-income
countries are intended to highlight the specific implementation needs of these settings where pricing
regulations may require stronger support, but not to preclude its appropriateness for high-income settings.

1.6 Scope of content

This guideline focuses on two questions pertinent to the pricing of pharmaceutical products:

| Which pharmaceutical pricing policy or policies are effective in managing the prices of pharmaceutical
products, with consideration given to their impacts on the volume, availability and affordability of these
products?

Il What contextual factors and implementation strategies may influence the effects of a specific pricing
policy?

The guideline covers ten pricing policies that could be applied for setting, managing or influencing prices of
pharmaceutical products, listed below. The definitions of individual policy interventions are presented under
each section in Chapter 3.

External reference pricing

Internal reference pricing

Value-based pricing

Mark-up regulation across the pharmaceutical supply and distribution chain
Promoting price transparency

Tendering and negotiation

Promoting the use of quality-assured generic and biosimilar medicines
Pooled procurement

Cost-plus pricing for setting the price of pharmaceutical products

s - ~HOQQOOR

Tax exemptions or tax reductions for pharmaceutical products

This set of policies was identified based on the 2015 guideline and through consultations with experts on
pharmaceutical pricing policies internal and external to WHO. Recommendations on four additional policies
are included in this revised guideline: internal reference pricing; promoting price transparency; tendering
and negotiation; and pooled procurement. This revised guideline has expanded the scope of the policy on



promoting the use of quality-assured generic medicines to also include biosimilar medicines. It has reframed
the policy on “use of health technology assessment” as “value-based pricing” (using health technology
assessment) because health technology assessment could be used for purposes other than pricing. The
recommendations for pricing policies included in the 2015 guideline have been re-worded in the revised
guideline for clarity and consistency, but the revised recommendations on these policies are broadly in line
those in the 2015 guideline.

A pharmaceutical product is defined as “any substance or combination of substances marketed or
manufactured to be marketed for treating or preventing disease in human beings, or with a view to making
a medical diagnosis in human beings, or to restoring, correcting or modifying physiological functions in
human beings” (9). It is commonly referred interchangeably with the terms drug, medicine or
pharmaceutical. For the purpose of this guideline, the scope includes medicines (both small molecules and
biological products) and vaccines for human use.

1.7 Method of guideline development

The development of this guideline followed the processes and requirements described in the second edition
of the WHO handbook for guideline development (10).

The process comprised four broad steps: (i) planning for guideline development; (i) evidence appraisal; (iii)
recommendations development; and (iv) reviewing and publication of the guideline document. These steps
were undertaken between January 2019 and September 2020, explained below and illustrated in Fig. 1.1
(p-5).

Planning for guideline development: The technical unit at WHO headquarters Department of Health
Products Policy and Standards worked with personnel at WHO regional offices and experts to identify
three groups of contributors required for guideline development: WHO steering group, guideline
development group (GDG) and external review group. Members of these groups are content experts,
methodologists and representatives of potential stakeholders (see Annex 1). The GDG and WHO
steering group were involved in identifying priority questions and outcomes. A planning proposal
outlining the priority questions, outcomes and processes was submitted and approved by the WHO
Guideline Review Committee. The technical unit conducted a project inception meeting with the GDG
and WHO steering group to confirm the scope and details of guideline development.

i. Evidence appraisal: WHO issued a Request for Proposal and commissioned a team of researchers to
undertake systematic literature search and critical appraisal of the evidence pertaining to the scope of
this guideline. The proposal from the Utrecht Centre for Pharmaceutical Policy and Regulation at
Utrecht University, in collaboration with York Health Economics Consortium at the University of York,
was selected. The systematic review team developed a review protocol in consultation with the GDG
and WHO steering group. Systematic review was conducted under the guidance of the methodologist
and in accordance with applicable WHO standards. This includes applying the Grading of
Recommendations Assessment, Development and Evaluation (GRADE) methodology when appraising
evidence for the preparation of the evidence profiles related to each pricing policy option.

i. Recommendations development: The GDG held a three-day meeting in Geneva in February 2020 to
formulate the recommendations on each of the policy options. In preparation for this meeting, the



technical unit sent the evidence report prepared by the systematic review team [Web Annex A] with the

evidence-to-decision tables [Web Annex B]. These tables summarize information pertaining to the

following factors: policy importance; evidence on desirable and undesirable effects; certainty of the

evidence (based on GRADE); overall balance of effects; generalizability; equity; acceptability to

government authorities, patients and community; resources required; feasibility; and long-term financial

sustainability. The evidence-to-decision tables provide concise and structured summaries of the best

available research evidence and additional qualitative information to inform the GDG's judgements

about the overall advantages and disadvantages of each policy. All recommendations were made by

consensus.

iv. Reviewing and publication of guideline: Based on the GDG's recommendations and rationales, the

technical unit prepared a draft of the guideline document, subsequently reviewed by the GDG, WHO

Guideline steering group and external reviewers. Following two rounds of revision, the technical unit

made a formal submission to the WHO Guideline Review Committee for approval. The guideline

document was approved in August 2020.
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group if their comments do not represent an institution. The technical unit assessed all declared interests,

sought advice from the WHO Compliance, Risk Management and Ethics Office, to determine if an expert
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1.7.2 Funding

This work was funded by the United Kingdom Department for International Development (DFID). DFID was
not involved in the formulation of the guideline. The content of this guideline does not necessarily reflect
the views of DFID.

1.8 Dissemination plan

The guideline will be disseminated as an electronic publication on the WHO website dedicated to
pharmaceutical pricing, availability and affordability. Plain language summaries will be developed from this
guideline to reach a broader audience. Furthermore, a companion publication that describes and illustrates
specific country pharmaceutical pricing policies will be developed to facilitate sharing of country experiences
in implementing different policies. The guideline and its derivative products are developed in English. In
collaboration with WHO regional offices and as necessary, these resources will be translated into other
WHO official languages for wider dissemination.

Through WHO regional and country offices, the technical unit at headquarters will notify relevant
government authorities about the guideline and its derivative products. Dissemination will also be
encouraged through WHO collaboration with international organizations and associations. In coordination
with the WHO Communications Department, the media will be notified of the new guideline through a
press release.

Countries will be supported to implement the guideline recommendations through capacity-building
activities, including webinars and workshops at key conferences (e.g. the WHO Fair Pricing Forum).

1.9 Updating and user feedback

The technical unit will continue to monitor research and policy trends relating to the pricing of
pharmaceutical products globally, including priority research areas specified in Chapter 4. An update would
be performed in 2025 or earlier if a substantive body of evidence has accumulated, particularly on policies
implemented in lower-income countries or where this guideline noted the certainty of evidence as low or
very low.

Future updates to the guideline would also benefit from an evaluation of the clarity of its recommendations
and ability for users to translate the information into implementation. The technical unit will undertake an
update prior to 2025 if there is substantive feedback on the usability of the guideline.



2. Principles for formulating and implementing

pharmaceutical pricing policies

WHO recommends that countries adhere to eight overarching principles when formulating and

implementing pricing policies for pharmaceutical products.

Vi.

Vii.

viii.

Clear purpose

The overall objectives of pricing policies should explicitly focus on achieving affordable and
equitable access to quality-assured pharmaceutical products for consumers and health systems,
which should ensure value-for-money based on improved health outcomes at the population level,
as well as maintaining supply security of high-quality products.

Specificity to context

Pricing policies should be selected with specific consideration given to the contextual factors of the
local health system, including its structure, as well as the supply and demand of pharmaceutical
products.

Policy coherence

Pricing policies should be used in combination with a coherent set of technical specifications for
managing prices along the supply and distribution chain, and at different time points of a product
life cycle. Since a country’s pharmaceutical sector interacts with the health sector among others,
wider principles need to be identified and considered when choosing between policy options.

Integrated framework

Pricing policies should be integrated with the legislative framework of health and other related
sectors, administrative structures and technical capacity, with a view to achieving a supportive
environment for policy implementation.

Transparency
The processes, technical methods, decisions and outcomes of implementing pricing policies should
be transparently communicated to relevant stakeholders, including suppliers and consumers.

Policy relevance through monitoring and review

The relevance of pricing policies must be maintained through regular monitoring and reviews of the
extent to which the policies have achieved the objectives, not only on prices but also their effect on
other outcomes such as out-of-pocket expenditures and availability of essential medicines. Where
required, amendments to the pricing policies must be informed by data and experiences.

Compliance and enforcement

Where pricing regulations are enacted or policy guidance is issued, compliance should be
encouraged through appropriate incentives, monitored through routine data and information
gathering and enforced through proportional penalties to create deterrence for policy breaches.

Collaboration

The effectiveness of country pricing policies is strengthened through collaboration with health
systems in other countries and stakeholders, including information exchange and skill transfers
about policies, the pharmaceutical market and impacts on price and access.



3. Evidence and recommendations

3.1 External reference pricing

Definition, design and policy rationale

What is the policy? External reference pricing (also known as international reference pricing) refers to the practice
of using the price of a pharmaceutical product in one or several jurisdictions to derive a benchmark or reference
price. Note that jurisdictions refer to countries, regions or other organized purchasing authorities.

Why is the policy implemented? The purpose of external reference pricing is to assess the appropriateness of
prices of pharmaceutical products based on the selected benchmark prices, with a view to setting or negotiating the
price of the product in a given jurisdiction. Both single-source or multisource supply products could be subject to
external reference pricing, but external reference pricing has been used particularly for the pricing of single-source
on-patent medicines. Depending on the design of the policy, external reference pricing tries to ensure that the
jurisdiction does not pay more than other comparable jurisdictions, or pay less when the jurisdiction has lower
income. Prices derived from external reference pricing may not be affordable to a jurisdiction.

How is the policy implemented? Selection of appropriate and comparable country benchmarks is one of the main
steps of implementing external reference pricing. Criteria for selection may include geographical proximity, country
income, availability of medicines, country of origin and market size. Prices would be compared at common points
along the distribution chain, such as ex-manufacturer price. Calculation methods for converting benchmark prices
into the final price vary among countries using external reference pricing. These include lowest price, average price,
average of the lowest prices, and price adjusted for market factors such as market size and purchasing power parity.
External reference pricing may be applied to single-source products, or less commonly, multisource supply products.

How commonly is the policy used? External reference pricing is a policy widely adopted in many European
countries (71), as well as in high- and middle-income countries of other regions (e.g. Brazil, Egypt, Saudi Arabia,
Thailand, Turkey, the United Arab Emirates) (72, 73). Other countries are also considering the implementation of
external reference pricing (74, 75).

Conditional recommendations® for external reference pricing

1.A. WHO suggests the use of external reference pricing under the following conditions.
- External reference pricing is used in conjunction with other pricing policies, including price negotiation.
- Adequate resources and skilled personnel are available to implement external reference pricing.
- Selection of reference countries or jurisdictions is based on a set of explicitly stated factors.
- Reference prices are obtained from verifiable data sources.

8 With a conditional recommendation, the guideline communicates the message that the effects of adhering to this
recommendation (both desirable and undesirable) are subject to the conditions specified, and could be modified by a greater
range of context-specific factors. This means that there is a need for involving relevant stakeholders to understand these
conditions and factors before this recommendation can be adopted or adapted as policy.
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- Reference prices have accounted for all forms of discounts, rebates and taxes with a high degree of
confidence.
- Methods for determining prices follow a transparent and consistent process.

1.B. WHO suggests that countries undertake regular price revisions at pre-specified frequency when using external
reference pricing.

1.C.  WHO suggests that countries monitor the impacts of implementing external reference pricing on price,
affordability and access to medicines.

Justifications

The GDG recognized the extensive experiences in using external reference pricing across jurisdictions with
different health system settings. It also acknowledged a lack of evidence from comparative studies conducted to
the standards of the WHO-commissioned systematic review. Considering the totality of evidence and
information, however, the GDG reached a consensus that the balance of effects of external reference pricing was
in favour of implementing the policy.

Despite the relative conceptual simplicity of external reference pricing, the GDG recognized the complexity of
implementing so-called best-practice external reference pricing, particularly when prices of medicines are often
not transparent and their reporting not harmonized. For this reason, the GDG emphasized the importance of
having adequate resources and skilled personnel to implement external reference pricing, especially in low- and
middle-income countries.

Overview of evidence

Balance of | No controlled studies were identified in the systematic review.

effects Other reviews (16—18) that included uncontrolled studies, simulation modelling and descriptive

studies suggested potentially substantial savings for public payers through lower prices at
least in the short term. Effect size was dependent on policy design: reference jurisdictions,
calculation method, update frequency and availability of price information accurately
reflecting the net transaction price.

Qualitative evidence suggests potential launch delays and product withdrawals in countries
expected to list such products at lower prices, to avoid prices being referenced to these
countries and potential parallel exports to higher-priced countries (79). However, the evidence
did not consider whether products would be launched in various countries at different prices
at the same time in the absence of external reference pricing. Some commentators also
suggest that external reference pricing might result in price convergence internationally due
to interlinking of prices (76, 20). However, the evidence of this was limited and indirect.

On balance, existing evidence suggests that external reference pricing is likely to deliver more
desirable than undesirable effects, as indicated by: some (un-appraised) evidence on price
reduction at least in the short term (albeit limited in the quantity and quality of evidence); a
lack of robust evidence attributing undesirable effects to external reference pricing, including
launch delays or product withdrawals in lower-income countries by the manufacturers to
avoid prices being referenced; and wide adoption or consideration of external reference
pricing as one part of the overall pricing policy.
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Generalizability | Evidence from uncontrolled studies, simulation modelling and descriptive studies was based

on data and information from high- and upper-middle-income countries. There is no
evidence from lower-middle-income and low-income countries.

Equity | Some commentators suggest that higher-income countries might refer to the lower prices in
lower-income countries, potentially “nurtur[ing] inequalities among countries, as wealth
differences between referrer and referenced country proliferate” (19). However, there is no
empirical evidence to suggest the presence of such practice.

Acceptability | Wide adoption of external reference pricing suggests it is acceptable to government

authorities.

Resource use | Implementation of external reference pricing requires skilled personnel for data collection and

management of the policy. These include developing a methodology, standardizing price
information from reference jurisdictions, and revising prices regularly to reflect changes in the
reference prices in other markets.

Feasibility | The feasibility of implementation in lower-income countries is highly dependent on the

availability and reliability of price information, which could be hampered by confidential
pricing agreements implemented in many countries, timing of product launches and wide
price variability (12).

Sustainability | Only short-term impacts on price and expenditure were described in the literature. Long-term

financial sustainability is unclear.

Implementation considerations

e Effective operation of external reference pricing policy should consider the following factors:

a.

b.
C.
d

sufficient technical capacity, database management, monitoring and evaluation;

a governance structure supported by transparent legislation and appeals process;
an international collaborative network that promotes price sharing and skill transfers;
overall system readiness, including gaining political support.

e Methodology of external reference pricing should consider the following factors:

a.

comparability of price types along the supply and distribution chain (i.e. ex-manufacturer, ex-wholesaler,
pharmacy and consumers);

number of jurisdictions included to obtain reference prices;

comparability of referenced jurisdictions, such as market sizes, national income, purchasing power;
legislative measures and operational procedures for methodologically challenging situations, such as
availability of data only from non-comparable jurisdictions, missing data and currency fluctuations; and
use for products lacking sufficient competition (to which external reference pricing is most often applied),
with prices determined through external reference pricing being used as the point of reference for further
price negotiation.

10



3.2 Internal reference pricing

Definition, design and policy rationale

What is the policy? Internal reference pricing refers to the practice of using the prices of a set of pharmaceutical
products that are therapeutically comparable and interchangeable, to derive a benchmark or reference price for the
purposes of setting or negotiating the price or reimbursement rate of a product. Therapeutic comparability and
interchangeability are determined by chemical entity and pharmacological class according to the Anatomical
Therapeutic Chemical Classification System (ATC)? or by therapeutic indication.

Why is the policy implemented? The purpose of internal reference pricing is to harmonize prices of products with
the same or similar therapeutic effects, with a view to reducing price variability among comparable products. It may
also encourage competition among products with the same or similar therapeutic effects.

How is the policy implemented? A main step of implementing internal reference pricing is selecting groups of
therapeutically comparable and interchangeable products so that prices could be benchmarked. Reference price
could be set through ATC 5th Level where the active pharmaceutical ingredients of different products have the same
chemical substance, with consideration to factors such as dose and pack size. For therapeutic equivalence at ATC 4th
Level for the purpose of setting the reference price™, assessment of clinical trial evidence of non-inferiority and
therapeutically-equivalent dose could be considered, with consideration given to factors such as frequency of dose
administration. Prices of these products would be compared and set according to evidence of equivalence and at
common points along the distribution chain.

How commonly is the policy used? Many countries have employed internal reference pricing for linking the prices
of (closely) substitutable medicines i.e. generic, biosimilar, or therapeutically equivalent or closely-substitutable
products (21, 22). In addition to setting prices, internal reference pricing has also been used to set the reimbursement
rates of closely substitutable products, in health-care systems with public pharmaceutical insurance, or where
reimbursements from private insurers are regulated. For example, patients preferring a branded product would incur
the price difference between the branded and reference generic or lowest priced product.

Conditional recommendations for internal reference pricing

2.A. WHO suggests the use of internal reference pricing for generic and biosimilar medicines using the principles of
generic reference pricing", under the following conditions.
- Internal reference pricing is used in conjunction with policies to promote the use of quality-assured generic
or biosimilar medicines (Section 3.7).
- Reference prices are obtained and validated from verifiable data sources.
- Consistent and transparent criteria for pricing of generic and biosimilar medicines are explicitly evaluated
and stated based on an established methodology.

9 In the Anatomical Therapeutic Chemical (ATC) classification system, the active substances are grouped at five different levels
according to the organ or system on which they act and their therapeutic, pharmacological and chemical properties.

10 The active pharmaceutical ingredients of different products have the same chemical, pharmacological or therapeutic effect.

T Equivalence for the purpose of pricing set through ATC 5th Level, with consideration to factors such as dose and pack size.

1
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2.B. WHO suggests the use of internal reference pricing for medicines according to the principles of therapeutic
reference pricing'™, under the following conditions.
- Internal reference pricing is used in conjunction with other pricing policies.
- Reference prices are obtained and validated from verifiable data sources.
- Consistent and transparent criteria, including therapeutic or dose equivalence, are explicitly evaluated and
stated based on an established methodology.

Justifications

e The GDG considered the body of literature on internal reference pricing assessed in the WHO-commissioned
systematic review; the evidence suggests moderate to large reductions in price of medicines when used in
conjunction with generic substitution policies and increased utilization of lower cost or fully reimbursed generic
medicines. The GDG reached a consensus that the overall balance of effects favours the policy, particularly with

consideration of acceptability and financial sustainability to government authorities, patients and the community.

e Despite a lack of evidence relating to the pricing of biosimilar medicines, the GDG considered the policy

principles of internal reference pricing as applicable to biosimilar medicines. The GDG envisaged the importance

of the future market for biosimilar medicines, and anticipated that policies on interchangeability, switching and
substitution will be resolved.

Overview of evidence

Twenty-six studies were included in the systematic review: 11 on generic reference
pricing (i.e. ATC 5th level) (23, 24, 33, 25-32); 5 on related policies where prices of
generic products were set at a proportion of the price of the originator product
according to the sequence of market entry (34-38); 8 on therapeutic reference
pricing (i.e. ATC 4th Level) (39-46); and 2 on a mix of generic and therapeutic
reference pricing (47, 48).

Balance of
effects

On balance, generic reference pricing and therapeutic reference pricing are likely to
deliver more desirable than undesirable effects, as indicated by evidence of price
reduction and improved expenditure efficiency (through seemingly higher volume) at
least in the short term, but could be longer term (up to 10 years of observation); a
lack of robust evidence to attribute generic reference pricing and therapeutic
reference pricing to undesirable effects, including switching to therapeutically similar
on-patent products not subject to price regulations; and wide adoption or
consideration of generic reference pricing and therapeutic reference pricing as one
part of the overall pricing policy.

Generalizability | Evidence from uncontrolled studies was based on data and information from high-
and middle-income countries from many regions globally. There is no evidence from
low-income countries.

Equity | There is no formal evidence examining the impact of generic reference pricing or
therapeutic reference pricing on equity, however, lower costs of treatments arising
from generic reference pricing and therapeutic reference pricing could enhance
equity because of better affordability and broader access.

12 Equivalence for the purpose of pricing set through ATC 4th Level based on clinical trial evidence of non-inferiority.
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Acceptability | Acceptable to government authorities as suggested by wide adoption of the policy. It

is likely to be acceptable to patients and community if internal reference pricing is
accompanied by rules that retain the rights of the patients to choose between lower-
priced generic or therapeutic-equivalent products.

Resource use | Implementation of therapeutic reference pricing requires technical expertise in

determining therapeutic equivalence; it also requires maintenance of a price
database to ensure regular revision of prices in accordance with changes in market
prices arising from price competition.

Feasibility | Feasibility of implementing generic reference pricing or therapeutic reference pricing

is dependent on low- and middle-income countries' capacity to implement generic
substitution policies, or substitution policies for medicines belonging to the same
therapeutic group, which have been noted as an important co-intervention that
effects price impacts of internal reference pricing.

Sustainability | Existing evidence suggests that both generic reference pricing and therapeutic

reference pricing could have longer-term (2-10 years) impacts on price, although
observed impacts were less substantial over time (26, 47).

Implementation considerations

e Effective operation of internal reference pricing policy requires:

a.

strong national regulatory authorities to assure quality of generic and biosimilar medicines, including
established post-market surveillance;

concurrent implementation of policies to promote the use of quality-assured generic and biosimilar
medicines, including but not limited to policy options presented in Section 3.7;

public health campaigns for patients and providers with respect to use of generic medicines, with a view to
building trust and acceptance;

a clear understanding of the incentives in the supply chain, including financial incentives to service
providers, that may moderate or enhance the overall effects of internal reference pricing;

forward-looking policy design in anticipation of growing demand for biosimilar medicines with market
characteristics likely to mirror that of generic medicines.

e Internal reference pricing methodology and processes should consider the following factors.

a.

For therapeutic reference pricing, therapeutic equivalence is determined through established scientific
methods (e.g. supporting evidence from pharmacokinetic and pharmacodynamic studies).

Where applicable (e.g. health-care systems with reimbursement), methodology, policy and legislative
processes for specific circumstances should be clearly defined (e.g. when considering the delisting of a
product that does not comply with internal reference pricing or when authorizing the use of products
priced higher than the internally referenced price because of specific patient clinical needs).

Prices of generic medicines could be cross-checked with the prices of raw materials, with a view to
informing the pricing by the cost of production (See recommendations under Section 3.7).

13



3.3 Value-based pricing

Definition, design and policy rationale

What is the policy? Value-based pricing is an approach that aims to set prices for pharmaceutical products
based on the measured and quantified “value”™ or worth that patients and health systems attribute to
pharmaceutical products.

Why is the policy implemented? Theoretical arguments suggest that value-based pricing might
encourage profit-maximizing companies to innovate and produce medicines with attributes that society and
governments value most. It is, however, important to note that a range of public investments and incentives
(e.g. research and development (R&D) infrastructure and workforce investments, tax credits or reductions,
regulatory flexibilities) have been implemented to stimulate innovation.

How is the policy implemented? Value assessment may be performed through health technology
assessment (HTA), which refers to the systematic evaluation of properties, effects, and/or impacts of health
technology through a multidisciplinary process evaluating the social, economic, organizational and ethical
issues of a health intervention or health technology, with a view to informing policy decision-making (49). In
determining the price, the technical methodology often constrains the “value”, and by extension the price,
by a willingness-to-pay threshold or budget that is explicit (e.g. the United Kingdom) or implicit (e.g.
Australia), or a frontier for efficiency optimization (e.g. Germany). HTA-informed value-based pricing is most
commonly used for informing the pricing of on-patent or single-sourced medicines and is often used in
conjunction with other pricing policies in countries, including negotiation and reference pricing. It is worth
noting that HTA has been applied for broader purposes™ other than setting the price of medicines (50).
HTAs are also not limited to economic evaluation of health technology (i.e. cost—effectiveness analysis); they
often encompass budget impact analysis to better inform the full opportunity costs of funding decisions (i.e.
“value” from a system perspective). HTAs have been used as a tool to inform broad health system reform
and divestment decisions.

How commonly is the policy used? Many countries globally, in collaboration with professional
organizations or networks, have initiated or established formal or informal processes or dedicated agencies
for undertaking HTAs, with a view to informing coverage of health technologies, including their prices and
amounts of reimbursement according to the health technologies’ value. However, value-based pricing
informed by HTA is applied systematically and formally linked to coverage decisions only in several high-
income countries (e.g. Australia, the United Kingdom, the Republic of Korea), and a very limited number of

B The measurement of “value” involves the so-called “preference elicitation methods”, quantified using summary metrics
such as quality-adjusted life years (QALYs) or disability-adjusted life-years (DALY?s).

™ HTA may be applied to support decision-makers in numerous instances, among which: (i) implementing broad public
health programmes; (i) priority setting in health care; (ii) including a new medicine into a reimbursement scheme; (iv)
identifying health interventions that produce the greatest health gain and offer value for money; (v) setting prices for
medicines and other technologies based on their cost-effectiveness; (vi) formulating clinical guidelines; (vii) advising
on the organizational systems within which health care is provided; (viii) supporting decisions on diagnostics and
medical equipment; (ix) improving resource allocation and distribution particularly for high-cost technologies; (x)
helping managers of hospital health-care networks and other health-care organizations; (xi) making decisions
regarding technology acquisition or adoption; and (xii) informing clinicians, providers, and patients about the proper
use of health-care interventions for particular health problems.
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middle-income countries (e.g. Thailand). This reflects the considerable human and financial resources
required for its implementation.

Conditional recommendations for value-based pricing

3.A. WHO suggests the use of value-based pricing for medicines to support price setting, and
reimbursement decision-making where appropriate, under the following conditions.

- Value-based pricing is used in conjunction with other pricing policies — such as price negotiation,
internal and external reference pricing — and policies to promote the use of quality-assured generic
and biosimilar medicines.

- Adequate resources and skilled personnel are available to implement value-based pricing;

- Value-based pricing using health technology assessment must include an analysis of budget impact
and affordability from the perspective of the payer and the patient.

- A well-established governance structure for value-based pricing using health technology
assessment is in place to ensure processes are transparent, and assessment reports and decisions
are disseminated publicly.

- The method and perspective for determining value are explicit.

- Decisions and evidence should be periodically reviewed and re-assessed.

Justifications

e The GDG acknowledged the very limited evidence from comparative studies conducted to the
standards of the WHO-commissioned systematic review. While considering overall balance of effects in
favour of value-based pricing, the GDG emphasized that the effects are likely to be highly variable
depending on the robustness of value assessment using HTA. In particular, the GDG underscored the
necessity for assessing budget impacts and affordability for health systems and patients to better inform
the full opportunity costs of funding decisions (i.e. “value” from a system perspective). The GDG
cautioned that unconstrained value-based pricing could lead to unaffordable prices detrimental to the
sustainability of health systems.

e The GDG recognized that implementing best-practice value-based pricing using HTA poses significant
feasibility challenges, particularly in health systems not having the necessary financial and human
resources for managing the governance and technical complexity of this policy option. The GDG
acknowledged the progress made in recent years in establishing institutions for undertaking HTA, and
evidence-informed decision-making more broadly, in line with World Health Assembly resolution
WHAG7.23 Health intervention and technology assessment in support of universal health coverage (51).
The GDG believed such efforts in establishing HTA should continue, but the extent to which value-
based pricing should be implemented as a pharmaceutical pricing policy must be aligned with the
maturity of the HTA system, particularly in considering value domains other than cost—effectiveness (e.g.
quality, social, ethical).
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Overview of evidence

Balance of
effects

Generalizability

Equity

Acceptability

Resource use

Feasibility

Sustainability

Three studies on value-based pricing met the inclusion criteria of the
systematic review (47, 52, 53). Pricing or decision-making processes based on
value, as determined through HTA, is likely to deliver more desirable than
undesirable effects, as indicated by: well accepted theoretical rationale of the
approach; a lack of robust evidence to attribute undesirable effects to value-
based pricing/HTA, including launch delays due to technical and process
complexities; wide adoption of value-based pricing/HTA as the main pricing
policy or a supporting pricing policy. However, desirable effects are likely to
be dependent on the capacity of the health systems to manage the technical
and process complexities of value-based pricing and HTA.

Evidence included in the systematic literature review was exclusively from
high-income countries, often based on a small subset of medicines and with
significant methodological shortcomings. The generalizability of the findings is
therefore unclear.

HTA often uses composite metrics such as quality- or disability-adjusted life
years (i.e. QALYs or DALYs) as the measures for quantifying comparative value
of a health technology. Numerous commentaries and individual cases in
published literature (e.g. (54-56)) have highlighted that the application of
these measures have the potential or actual negative impacts on health equity
(e.g. discrimination on age and severe illness).

The concept and approach of value-based pricing and HTA seem to have
received attention and some acceptance among governments, particularly in
higher-income countries. However, the significant human and financial
resources required for institutionalizing HTA and formalizing value-based
pricing could be strong barriers to acceptance (57). Patients and the
community may object to pricing or reimbursement decisions that fail to fully
capture social values or judgements on social values.

Value-based pricing informed by HTA requires considerable human and
financial resources to manage the technical, administrative and governance
aspects of implementation. It is data intensive, requiring robust IT
infrastructure and reliable data.

Variable depending on existing capacity, including data availability, to
undertake value assessment through HTA. An increasing number of new
medicines do not have well-established evidence to inform their clinical and
economic values at the time when they are being considered for regulatory
and reimbursement approvals, posing significant challenges in applying value-
based pricing even in the countries with well-established HTA authorities.

Existing health-care systems featuring the use of value-based pricing through
HTA in high-income countries suggest that once established and with timely
reform, such institutions and processes are sustainable. However, it is unclear
what the financial implications of such an approach are, compared to possible
policy alternatives.
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Implementation considerations

e Effective operation of value-based pricing using HTA should consider the following factors.

a.

Value-based pricing using HTA should be implemented in the context of maximizing health
outcomes (cf. other conceptualizations of “value” such as innovativeness, industry development,
public expectation).

Countries should consider value-based pricing and HTA approaches suitable for local decision-
making structures and technical capacity.

Countries should collaborate to promote exchange of information, and if appropriate, develop
common requirements for value-based pricing using HTA.

Countries could take a stepwise approach to develop legislative and technical capacity to take full
advantage of the potential utility of value-based pricing using HTA in pharmaceutical price setting.
The legislative and administrative framework for undertaking value-based pricing using HTA
should clearly define the roles and responsibilities of decision-makers and other stakeholders, as
well as the process of decision-making.

Horizon scanning may be performed in anticipation of future medicines and technologies,
particularly those likely to have significant public health impacts.

e Value-based pricing using HTA may consider the following approaches and methodology:

a.

reviewing the applicability of reports from other countries with similar health system settings and
adapting the methodology and findings only if relevant to the health system settings under
consideration;

reviewing reports on value-based pricing using HTA submitted by companies with consideration
to applicability to the local context;

evaluating the availability and completeness of the evidence on the new medicine and any
companion technology at the time of value assessment; and

undertaking value-based pricing using HTA based on local information (e.g. clinical service and
financing models) and data (e.g. demographic structure, costs).
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3.4 Mark-up regulation across the pharmaceutical supply and distribution
chain

Definition, design and policy rationale

What is the policy? A mark-up represents the additional charges and costs that are applied to the price of
a commodity to cover overhead costs, distribution charges, and profit or surplus. In the context of the
pharmaceutical supply chain, policies might involve regulation of wholesale and retail mark-ups as well as
pharmaceutical remuneration.

Why is the policy implemented? Mark-up regulation is intended to reduce the variability of prices along
the supply and distribution chain through clear pricing rules. This could enhance price transparency for
consumers and health systems and provide greater predictability for expenditure management. Well-
structured mark-up regulations might enhance efficiency and incentivize the supply of certain products
(e.g. low-volume products) if the mark-up levels closely correlate with the costs and profit expectation.

How is the policy implemented? A fixed or percentage mark-up could be specified at any point along the
supply chain (e.g. mark-up at ex-factory price level; and incorporating fee-for-service remuneration into the
mark-up, such as fees for dispensing or meeting a pre-specified service quality standard). Other types of
price regulation, such as direct price controls, could be set at any point along the supply chain, with a view
to specifying the maximum prices, also referred to as price caps or price ceilings.

How commonly is the policy used? Many health-care systems have regulated prices of pharmaceutical
products by setting price and mark-up thresholds across the pharmaceutical supply and distribution chain.
These include policies that specify zero mark-up for medicines supplied at public facilities (e.g. China,
Kuwait), setting maximum mark-up for medicines supplied at privately-owned retail pharmacies (e.g. Kuwait,
Oman), fixed or percentage mark-up for most stages of distribution (e.g. Australia, Brazil, Jordan, Lebanon,
Mozambique, Syrian Arab Republic and Tunisia), fixed or maximum fees or prices, or a combination policy
(e.g. South Africa’s combination of regulations that comprise a single exit price at the ex-factory level with
annual adjustment, a ban on volume discounts or bonuses, and a maximum dispensing fee based on
regressive margins for pharmacists and a separate maximum dispensing fee for non-pharmacist licensed
dispensing practitioners (58-60).

Conditional recommendations for mark-up regulation

4.A. WHO suggests the use of mark-up regulation across the supply and distribution chain for medicines
under the following conditions.
- Mark-up regulation should be used in conjunction with other pricing policies.
- Mark-up structure should be regressive, where mark-up rate decreases as the price increases
(rather than a fixed percentage mark-up for all prices).

4.B. WHO suggests that countries consider using remuneration and mark-up regulation as incentives for
supplying specific medicines (e.g. generic medicines, low volume medicines, reimbursable medicines) or
to protect medicine access for specific patients or population groups (e.g. vulnerable groups,
populations living in remote areas).
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Mark-up regulation across the pharmaceutical supply and distribution chain

4.C. WHO suggests that countries ensure transparency of prices and methods when setting up mark-ups
along the supply and distribution chain, including disclosure of any rebates and discounts.

4.D.WHO suggests regular review of mark-up regulation to protect patients from out-of-pocket
expenditures.

Justifications

e The GDG considered the body of literature and extensive country experiences of implementing mark-
up regulations across the pharmaceutical supply and distribution chain. The GDG noted the
considerable variations in the structures of mark-ups and remuneration and recognized that the scope
and design of mark-up regulation, if not well-designed, might result in undesirable effects, such as
potential price convergence towards maximum regulated prices that are higher than prices that could
have been achieved through greater competition, as well as potential supplier-induced demand for
products with higher mark-up margins. Nonetheless, on balance, the GDG reached a consensus
favouring the policy because of evidence of positive effects, and that potential undesirable effects could
be mitigated through well-designed regulation (e.g. by avoiding fixed percentage mark-ups).

e The GDG recognized that the feasibility of implementing mark-up regulations across the
pharmaceutical supply and distribution chain depends greatly on the complexity of policy design, as
well as the complexity and visibility of the supply and distribution chain. The GDG emphasized that
consistent and clearly specified mark-up regulation is a prerequisite for achieving price transparency.
Through regular review, this in turn could inform better policy design to enhance affordability for health
systems and patients.

Overview of evidence

Balance of | The systematic review included 12 studies for full appraisal: 7 on mark-up
effects | regulation (32, 47, 671-65) and 5 on setting maximum retail or reimbursement
prices (32, 46, 66-68).

Mark-up regulation across the pharmaceutical supply and distribution chain is
likely to deliver more desirable than undesirable effects, as indicated by
observed statistically significant reduction in price; and stable or growing
demand for the medicines within price regulation. However, consideration
must be given to the scope of regulation and the policy design for the mark-
up levels and structure, with a view to minimizing possible undesirable effects
documented in the literature, such as price convergence (66) or supplier-
induced demand for products with higher mark-up margins (67, 62, 68).

Generalizability | The generalizability of the findings is unclear. Evidence included in the
systematic literature review was from upper-middle-income and high-income
countries, often with context-specific co-interventions that could influence the
effects of mark-up regulations (e.g. government subsidy to minimize the
effects of lost revenue from medicines). Some studies also included only a
selective set of medicines.
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Equity If well-structured and implemented, mark-up regulation could enhance equity
through incentivizing supply of medicines important for specific patient or
population groups, where the market conditions might not otherwise be as
preferable compared to other more profitable medicines (e.g. lower price,
lower volume, stricter dispensing requirements such as sterile dispensing). A
regressive mark-up structure, where higher-priced medicines are subject to a
lower level of mark-ups, could incentivize broader access to lower-priced
medicines (e.g. generic medicines). Equity could also be enhanced through
promoting consistency and transparency of prices across the health-care
system and for patients and consumers.

Acceptability | Likely to be acceptable to both government authorities and patients.

Resource use | Resource requirements are dependent on the complexity of the policy, the

design, planning, implementation and enforcement of mark-up regulations.

Feasibility | The feasibility of implementing mark-up regulations would be dependent on

various system factors, including existing health-care system context,
complexity of the policy, and the level of stakeholder engagement required
(e.g. with insurers, manufacturers and suppliers, and service providers).

Sustainability | If well structured and implemented, mark-up regulation would probably

enhance the long-term financial sustainability of a health-care system by
improving the government's ability to manage expenditure.

Implementation considerations

e Effective operation of mark-up regulations along the supply and distribution chain requires the

following:

a.

adequate expertise to manage the operation, including statistical expertise to collect and analyse
price data, clinical expertise to assess the effects on rational use of medicines, and economic
expertise to ensure policy design balances the incentives in the supply chain and maintains overall
financial sustainability;

a mechanism for monitoring medicine prices, use, and sales, supported by adequate information
technology infrastructure, and arrangements for seeking inputs from concerned stakeholders;
consideration of potential effects on non-regulated products; and

consideration of potential negative and positive effects on the operational revenue of health
services following changes to mark-up regulations.

e Methodology of mark-up regulations along the supply and distribution chain should consider the

following factors:

a.

point or points along the supply and distribution chain (e.g. ex-factory, ex-wholesaler, ex-
pharmacy) at which mark-ups should be applied;

magnitude of mark-ups at each point on the supply and distribution chain, price level, product
type and facility type, where appropriate;

design of the regressive mark-up structure, defined by percentage or fixed mark-ups;

methods for data collection and determining mark-up levels (e.g. financial impact modelling); and
non price-related measures, such as specifying dispensing fee and performance incentives.
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3.5 Promoting price transparency

Definition, design and policy rationale

What is the policy? Price transparency refers to the sharing, disclosure and dissemination of information
related to prices of pharmaceutical products to relevant parties and the general public to ensure
accountability. Full price transparency includes the publication of prices at all price types (e.g. ex-factory
prices, pharmacy retail prices), the disclosure of the net transaction prices between the suppliers (e.g.
manufacturers, service providers) and the payers/purchasers (governments, consumers). Transparency of
pricing policies involves sharing and publication of the pricing methodology, including description of
rationale and magnitude of reimbursement rates, and price components where relevant (e.g. production
costs, R&D costs, added therapeutic value, profit margin). It also involves sharing and publication of the
contents of pricing arrangements such as managed-entry agreements, patent status and licensing
arrangements.

Why is the policy implemented? Price and pricing transparency are essential for the design and
implementation of pricing policies. Non-transparent medicine prices can conflict with the principles of good
governance and confidential agreements can compromise clear lines of accountability. In 2019, the Seventy-
second World Health Assembly adopted resolution WHA72.8 on Improving the transparency of markets for
medicines, vaccines, and other health products (69). This resolution urges Member States, inter alia, to take
appropriate measures to publicly share information on the net prices of health products.

How is the policy implemented? Some countries have, to various extents, shared pricing and price
information of pharmaceutical products through regular voluntary or mandatory arrangements. In the
European Union, the Transparency Directive (70) mandates the publication of the list prices of all
reimbursable medicines. When sharing to the public, the information is most often published on websites or
gazettes, but the information often relates to list prices that have not accounted for discounts and rebates
(e.g. Australia, Denmark). In other countries, the information is only shared with authorities of individual
jurisdictions without public disclosure. In countries where medicines are not provided through a national
publicly-funded or publicly-regulated scheme (i.e. unregulated private sector), there is a considerable lack of
market transparency.

How commonly is the policy used? Several countries have implemented measures to promote price
transparency. Notable examples include mandatory publication of purchasing prices of medical supplies in
federally-funded hospitals in Brazil (71); and the implementation of the Single Exit Price policy in South
Africa, which mandates the disclosure of the weighted average of all net sales prices for each medicine on a
government website, with a view to clarifying to logistics service providers or medicine dispensers at which
price a manufacturer may sell a pharmaceutical product (72, 73). In Australia, the Price Disclosure policy
mandates manufacturers to disclose to the government authority, the sales revenue and the volume sold in
units of brand (including any discounts, rebates and bonus stocks), for multiple brand products as these
products were sold to pharmacists and wholesalers by manufacturers. This policy aims to ensure that the
government prices for products sold under multiple brand names, and therefore the reimbursements for
the supply of these products, are in line with market prices (74). However, a general lack of price
transparency has been widely noted. Furthermore, there is a proliferation of confidential agreements on
rebates and discounts aiming to facilitate faster access to high-cost medicines with uncertain clinical benefits
(75). These agreements have masked market transparency, including the level of price competition.
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Conditional recommendation for promoting price transparency

5.A. WHO suggests that countries improve the transparency of pricing and prices through the following

5.B.

mechanisms.

- Share the net transaction prices of pharmaceutical products with relevant stakeholders, within and
external to the country.

- Disclose prices along the supply and distribution chain.

- Report publicly the R&D contributions from all sources.

- Communicate pricing and reimbursement decisions to the public.

WHO suggests that countries improve the transparency of pricing and prices through a clear
description of pricing approaches and their technical requirements.

Justifications

The GDG acknowledged the very limited evidence on promoting the transparency of prices and pricing
of pharmaceutical products from comparative studies conducted to the standards of the WHO-
commissioned systematic review. The GDG considered the overall balance of effects in favour of the
policy because disclosure of price and pricing information is essential for safeguarding accountability,
informing the design and implementation of effective pricing regulations (particularly on ex-
manufacturer price).

The GDG recognized that improving transparency may require measures to address non-disclosure
requirements stemming from the use of confidentiality agreements, including, where needed, legal or
policy or regulatory changes. In line with the World Health Assembly resolution WHA72.8 Improving the
transparency of markets for medicines, vaccines, and other health products, the GDG urged stakeholders
to take the necessary steps towards achieving greater transparency of the factors influencing the supply
and demand of pharmaceutical products, particularly on medicine prices.

The GDG considered disclosed prices and pricing information could serve multiple purposes for
improving pricing policies, including citizen engagement, external reference pricing, public sector
negotiations, monitoring and evaluation of pricing policies and impacts.

Overview of evidence

Balance of | Two studies from three publications were included in the systematic review

effects | (72, 73, 76). The evidence presented in the systematic review suggests that
mandatory disclosure of the weighted average of all sales prices after
considering all discounts and off-invoice rebates, as per the Single Exit Price
programme in South Africa, might deliver lower prices for the health-care
system (72, 73). Disclosure of price information to prescribers does not seem
likely to produce sustained effects (72).

Generalizability | The generalizability of the findings is unclear. Evidence from the Single Exit

Price programme might be generalizable in low- and lower-middle-income
countries, provided the programme is suitable for national legal requirements
and contexts.
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Equity

Acceptability

Resource use

Feasibility

Sustainability

Promoting price transparency

Some commentators have expressed opposition to price transparency for on-
patent medicines, arguing that “the effect will be to slow the diffusion of
innovative products to low-income countries” because “differential pricing is
important and can best be achieved in the current environment via
confidential discounts” (77). If proven to be true, this would have negative
equity impacts on patient access to innovative medicines in lower-income
countries. However, such risk remains theoretical and seems comparatively
minimal considering the significant disparity of access to on-patent medicines
even in the presence of non-transparent prices. Indeed, another commentator
has argued that increased transparency would enable more evidence-based
policy-making, and therefore could enhance equity by improving access (78).

Likely to be acceptable to government authorities given the adoption of
resolution WHA72.8 (69) by Member States. Patient groups and non-profit-
making organizations have also expressed support for the resolution.

The resource requirements would be dependent on the level of transparency
and scope of data collection and reporting.

The feasibility would be dependent on the level and design of transparent
reporting, including (i) voluntary or mandatory; (i) number of points along the
supply and distribution chain for which price data need to be collected or
reported; and (jii) local, regional, national or international management of
database and analytics. The legal systems in many countries, specific trade
agreements or contractual arrangements may prohibit the disclosure of
prices. Further analysis is needed to understand the extent to which trade
secrets legislation may or may not interfere with transparency policies.

Sustainability would depend on the design and maturity of the data
infrastructure in the country. Political commitment together with an ethos for
transparent governance could also enhance the sustainability of this policy.

Implementation considerations

«  Effective operation of policies to promote transparency of prices and pricing at the national level

should consider the following factors.

a. Development and implementation of national policies relevant to the transparency of markets for

health products, including disclosure of prices along the supply and distribution chain, and

reimbursement rates/amounts, where relevant.

b. Harmonization of decision-making and communication frameworks across government agencies

to facilitate reporting.

c. Collaboration to improve the reporting of information by suppliers of registered health products,

such as reports on sales revenues, prices, units sold, marketing costs, and subsidies and incentives.

d. Use of financial-based managed-entry agreements (e.g. flat discounts, price-volume agreements,

capping) and performance-based managed-entry agreements (e.g. risk-sharing agreement,

coverage with evidence development) only if such arrangements:

o facilitate early access to new medicines at affordable prices;

o address uncertainty about performance of the product (e.g. clinical efficacy and cost—

effectiveness), maximize the product use in the population most likely to benefit, or place a

limit on budget;
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Promoting price transparency

o are operationally manageable without having to dedicate a disproportionate amount of
resources for complex monitoring and contract management; and
o are on non-confidential terms.
Clarification of the extent of disclosure that is required or permitted according to national legal
frameworks, including existing confidentiality agreements.
Enactment of legislation, regulations or rules to mandate transparent pricing and reporting of
prices, where appropriate.

«  Operation of policies to promote transparency of prices and pricing at the international level should

consider the following factors.

a.

Availability of international data platforms (e.g. database) and forums for sharing of information
on prices and pricing approaches.

Development of data standards for pricing information to enhance data interoperability across
jurisdictions, with consideration of existing frameworks (e.g. International Commercial Terms
(Incoterms) and the data interoperability guide by the United Nations Statistical Commission) as
well as potential linkage with data on other related metrics (e.g. Product Quality Review).
Clarification of the extent of disclosure that is required or permitted according to international
legal frameworks, including existing confidentiality agreements.
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3.6 Tendering and negotiation

Definition, design and policy rationale

What are the policies? Two policies with a shared principle of managing pharmaceutical prices through
encouraging competitive mechanisms are jointly presented in this section. Tendering is any formal and
competitive procurement procedure through which tenders (offers) are requested, received and evaluated
for the procurement of medicines and vaccines, and as a consequence of which an award is made to the
tenderer whose tender/offer is the most advantageous. Negotiation refers to discussions aimed at reaching
an agreement with potential suppliers. In addition to acceptable general terms and conditions, the outcome
of tendering and negotiation might include specific price reductions through discounts and rebates.

Why is the policy implemented? The purpose of tendering is to encourage competition among potential
tenderers through a formal process, with the contract awarded to the favourable tenders selected based on
objective predetermined criteria such as price, product quality, and value for money. Negotiation is usually
used to establish the terms and conditions on various aspects of procurement (e.g. price, quality, risk,
payment schedule) between the negotiating parties or facilitate resolution of any remaining disagreements
over the terms and conditions of an offer.

How is the policy implemented? The general steps in undertaking formal tendering are well-documented
in the literature (e.g. (79)), which involve: setting relevant legislation, defining the scope by selecting
pharmaceutical products within the tender, preparing and publishing tender documents to invite offers from
potential tenderers, collating offers and adjudicating supplier selection in preparation for awarding the
contract, monitoring the performance of suppliers, and enforcing contract terms if necessary. The format of
negotiation is generally less structured and is dependent on factors including size and complexity of the
contract, number of parties involved, existing relationship, and other health care, regulatory, legal and
commercial requirements. Depending on the context, tendering and negotiation have been done
individually, jointly, or implemented to complement other pricing policies.

How commonly is the policy used? Tendering and negotiation have been one of the core methods of
procurement commonly used in many countries, particularly in lower-income countries or international
agencies procuring on behalf of lower-income countries. In higher-income countries, tendering has been
used primarily in hospital settings and public services, such as pandemic plans (80) and human
papillomavirus vaccines (87).

Conditional recommendations for tendering and negotiation

6.A. WHO suggests that countries use tendering for pharmaceutical products under the following
conditions.

- Price level should be considered alongside other criteria including product quality, product
characteristics, availability, supply security, supply reliability and charges along the supply chain.

- Tendering should be used in conjunction with other pricing policies to improve affordability and
availability.

6.B. WHO suggests that countries use price negotiation to complement tendering as well as other pricing
policies.
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Tendering and negotiation

Justifications

e The GDG considered broad country experiences in using tendering and negotiation, as well as the

feasibility and acceptability of the policy. Despite limited evidence from the systematic review, the GDG
considered that the overall balance of effects favoured the policy.

Overview of evidence

Balance of
effects

Generalizability

Equity

Acceptability

Resource use

Feasibility

Sustainability

The systematic review included one controlled study that examined the
introduction of a new commission with a mandate for negotiating prices to
achieve discounts on patented medicines (antiretroviral medicines) (82).

Despite very limited comparative evidence to ascertain the effects of
tendering and negotiation on price, volume, availability and affordability, if
well-implemented through clear processes and requirements, tendering and
negotiation could result in effects in favour of the policy, as indicated by (i)
long standing implementation of the policy in many countries and
international agencies, including when used with pooled procurement; and (ii)
commentaries on the beneficial effects observed in several jurisdictions where
tendering and negotiation have been the primary method of procurement for
pharmaceutical products as documented in the literature (e.g. South Africa
(83), New Zealand (84), Chile (85)).

There is insufficient information to inform the generalizability of the single
study identified in the systematic review. However, tendering and negotiation
are commonly used in many contexts and seem to have been largely effective
in meeting the needs of procurement authorities.

No information.

This policy is likely to be acceptable to government authorities, patients and
the community. However, patients and community might express
dissatisfaction when the duration of the tendering and negotiation affects the
timeliness of access.

Resource requirements are likely to be dependent on the complexity of the
contract and process design.

Tendering and negotiation are commonly used in high- and low-income
countries, although the scope and processes might differ (e.g. open tenders,
restricted tenders, or competitive negotiation, product specific, market
specific, etc.). Feasibility and effectiveness of implementation would also
depend on the governance structure (e.g. roles of different ministries in
managing tendering and financing) and the size of the market (e.g. countries
with smaller markets may not solicit sufficient tenders for certain products).

Wide adoption suggests that tendering and negotiation is probably likely to
increase long-term financial sustainability of health-care systems.
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Tendering and negotiation

Implementation considerations

WHO suggests readers of this guideline refer to the principles described in Operational principles for good

pharmaceutical procurement (86), reproduced thematically below with additional considerations raised by
the GDG.

e Effective operation of procurement through tendering and negotiation should consider the following

factors.

a.

h.

Different procurement functions and responsibilities (selection, quantification, product specification,
pre-selection of suppliers and adjudication of tenders) should be divided among different offices,
committees and individuals, each with the appropriate expertise and resources for the specific
function.

Procurement procedures should be transparent, following formal written procedures throughout
the process and use explicit criteria to award contracts.

Procurement should be planned properly, and procurement performance should be monitored
regularly; monitoring should include an annual external audit and be able to inform potential
supply disruptions.

Mechanisms should be put in place to ensure reliable financing for procurement. Good financial
management procedures should be followed to maximize the use of financial resources.
Procurement procedures and systems should include all assurances that the drugs purchased are
quality-assured. This should involve close collaboration between procurement agencies and
national regulatory authorities.

Members of the purchasing groups should purchase all contracted items from the supplier(s) which
hold(s) the contract.

Prospective suppliers should be pre-qualified, and selected suppliers should be monitored through
a process which considers product quality, service reliability, delivery time and financial viability.
Purchasing groups should develop and enhance negotiation capacity and skills.

e Methodology of procurement through tendering and negotiation should consider the following factors.

a.

Public sector procurement should be limited to an essential drugs list or national/local formulary
list.

Procurement and tender documents should list medicines by International Nonproprietary Name,
or generic name.

Order quantities should be based on a reliable estimate of actual need.

Procurement should be effected in the largest possible quantities to achieve economies of scale;
this applies to both centralized and decentralized systems.

Options for structuring the tender should be explored with a view to fully exploiting market size,
purchasing power and ensuring supply security (e.g. single vs split tender).

Duration of agreements are linked to the frequency of calls for tender.

Minimum set of information required for initiating tendering is clearly specified.

Patent status and the number of supply sources should be assessed, with a view to informing the
relative merits of tendering and negotiation.

Clearly defined rules should be enforced to deter and penalize unethical or illegal conduct,
including intentional failure to supply products, or intentional provision of products that are of
substandard quality.
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3.7 Promoting the use of quality-assured generic and biosimilar medicines

Definition, design and policy rationale

What is the policy? This policy refers to strategies directed at patients, prescribers or pharmacists to
encourage the use of quality-assured generic medicines®™ or similar biological medicines (i.e. biosimilar
medicines).

Why is the policy implemented? Although not having a direct role in regulating pricing of pharmaceutical
products, increasing the use of quality-assured generic and biosimilar medicines would influence the price
of these medicines not only because these medicines are priced lower than the originator product prior to
loss of market exclusivity but also through enhanced price competition.

How is the policy implemented? Governments have implemented a suite of supply- and demand-side
measures. Supply-side measures include removing regulatory barriers; using voluntary licence agreements
or applying World Trade Organization (WTO) Trade-Related Aspects of Intellectual Property Rights (TRIPS)
flexibilities for patented medicines where appropriate; specific pricing and purchasing policies for generic
medicines, such as internal reference pricing. Governments have also implemented other policies to
influence demand, such as preferential co-payment plans for generic medicines, mandatory substitutions or
education campaigns to raise awareness about the efficacy and safety of generic medicines (87). Similar
policies have been used to promote the use of biosimilar medicines, albeit to a lesser extent (88).

How commonly is the policy used? Promoting the use of quality-assured generic medicines has been an
important public health policy globally since the 1990s. Policies for promoting the use of biosimilar
medicines have been implemented to a lesser extent and largely in higher-income countries in Europe.
There have been efforts towards greater harmonization of regulatory requirements for biosimilar medicines,
with a view to enhancing market entry of biosimilar medicines (e.g. (89)).

Strong recommendations” for promoting the use of quality-assured generic and
biosimilar medicines

7.A. WHO recommends that countries enable early market entry of generic and biosimilar medicines
through legislative and administrative measures, with a view to encouraging early submission of
regulatory applications, allowing for prompt and effective review, and ensuring these products are safe,
efficacious and quality-assured.

1> Generic products, also known as multisource pharmaceutical products, are pharmaceutically equivalent or
pharmaceutically alternative products that may or may not be therapeutically equivalent. Multisource pharmaceutical
products that are therapeutically equivalent are interchangeable. Multisource pharmaceutical products need to
conform to the same appropriate standards of quality, efficacy and safety as those required of the innovator’s
(comparator) product. Branded generics are generic products, as defined above, marketed with a brand name by
their manufacturers.

16 A strong recommendation of this guideline indicates that the desirable effects of adherence to this recommendation
outweigh any potential undesirable effects. This means that in most situations the recommendation can be adopted as

policy.

28



Promoting the use of quality-assured generic and biosimilar medicines

7.B. WHO recommends that countries use multiple pricing policies to achieve low prices for generic and
biosimilar medicines that are informed by the cost of production™. These policies may include: internal
reference pricing, mark-up regulation, tendering and lower patient co-payments.

7.C. To maximize uptake of generic and biosimilar medicines WHO recommends that countries implement,
and enforce as appropriate, a suite of policies, including:

- legislation to allow generic substitution by dispensers and, where applicable, biosimilar substitution;

- legislative structure and incentives for prescribers to prescribe by International Nonproprietary
Name;

- dispensing fees that encourage use of low-price generic and biosimilar medicines;

- regressive mark-up structure where lower rates of mark-ups are applied for higher-priced products,
and appropriate financial and non-financial incentives are applied for dispensers (See Section 3.4);
and

- education programmes for consumers and professionals regarding the quality, safety, efficacy and
price of generic and biosimilar medicines.

Justifications

e The GDG considered the body of literature reviewed, which indicates the benefits of promoting the use
of quality-assured generic medicines outweigh any undesirable consequences — including the effects on
price, expenditure, equity and financial sustainability of health systems. The GDG also had a favourable
view of the long standing and extensive country experiences in implementing a suite of effective policies
promoting the use of quality-assured generic medicines, including for managing their affordability and
accessibility.

e The GDG recognized the ongoing development of regulatory policies regarding the substitutability and
interchangeability of biosimilar medicines. The GDG envisaged the importance of the future market for
biosimilar medicines, and anticipated that policies on interchangeability, switching and substitution will
be resolved. On this basis, the GDG believed that the recommendations applicable to generic medicines
are also applicable to biosimilar medicines.

Overview of evidence

Balance of = The systematic review included 16 studies'™: 6 on generic dispensing policy
effects | (30, 37, 34, 47, 90, 91); 4 on preferential reimbursement policies (46, 92-94); 4

on policies designed to incentivize or mandate generic prescribing (32, 95—
97); 1 on mixed regulatory and reimbursement policies for generic medicines
(98); and 1 on regulatory bioequivalence requirements (99). Overall, the
evidence reviewed indicated effects on price and expenditure favour the use
of quality-assured generic and biosimilar medicines — if the overall policy
design encompasses a combination of strategies reflecting the context and
goals of health-care systems.

7 For the purpose of this guideline, costs of production include manufacturing costs, costs associated with R&D,
regulatory processes and compliance, overhead and other operating expenses of the business.

'8 There is literature documenting the benefits of policies related to generic medicines more broadly; this was not
included in the systematic review because the scope of the review was on pricing policy.
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Promoting the use of quality-assured generic and biosimilar medicines

Generalizability = The generalizability of the evidence appraised is variable because most

studies were conducted in high-income countries in Europe and the United
States. Many studies only assessed impacts on specific medicine groups, with
potential confounding from context-specific factors such as co-intervention.
There is also a lack of research on the use of biosimilar medicines.

Equity | If well-structured and implemented, strategies to promote the use of quality-
assured generic and biosimilar medicines could enhance equity through
directly increasing access to lower cost generic and biosimilar medicines.

Acceptability = This policy is likely to be acceptable to government authorities given broad

adoption of policies to promote the use of generic medicines, and to a much
lesser extent (but with growing interest) for biosimilar medicines. While there
is increasing acceptance of generic medicines in higher-income countries, a
significant proportion of patients (and clinical service providers) in lower-
income countries may have misperceptions about the efficacy or safety of
generic medicines (700, 701), or unsatisfactory past experiences with using
these medicines. Clinicians’ knowledge, particularly on biosimilar medicines,
may also have an impact on overall acceptability of these products (e.g. (102)).

Resource use | Resource requirements are likely to be dependent on the existing policies and

the complexity of policy design. National regulatory authorities in lower-
income countries may need to rely on third-party quality control laboratories
to ensure the quality of generic and biosimilar medicines.

Feasibility = Policies to promote the use of biosimilar medicines might consider some
lessons learned from those on generic medicines, with recognition of the
differences in regulatory complexity.

Sustainability = The evidence, albeit with some limitations, suggests that promotion of the use

of generic and biosimilar medicines is probably likely to increase long-term
financial sustainability of health-care systems.

Implementation considerations

e Effective operation of policies to promote the use of quality-assured generic and biosimilar medicines

should consider the following factors.

a.

Legislation to allow substitution by dispenser, including clearly defined criteria for mandatory
substitution, if relevant.

Elaboration of a national guideline on the substitution of generic and biosimilar medicines.
Education of clinicians and pharmacy personnel in appropriate substitution.

. Development of a monitoring and process plan for specific circumstances, such as occurrences of

products that do not meet quality standards and anticompetitive behaviours in the market.
Implementation of other policies to enhance price competition, including using voluntary licence
agreements or applying WTO TRIPS flexibilities for patented medicines where appropriate, as well as
other supply-side measures such as supporting local productions, if appropriate.

Countries with lower regulatory capacity may consider using information from the WHO
prequalification programme or information from other well-established regulatory authorities.
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Promoting the use of quality-assured generic and biosimilar medicines

Methodology of policies to promote the use of quality-assured generic and biosimilar medicines should

consider the following factors.

a. Clear definition of evidence is required to demonstrate bioequivalence and therapeutic equivalence
to facilitate market entry of generic and biosimilar medicines, with consideration of the following
guidelines (103-105):

o Multisource (generic) pharmaceutical products: guidelines on registration requirements to
establish interchangeability: Annex 7.

o Guidelines on evaluation of monoclonal antibodies as similar biotherapeutic products (SBPs):
Annex 2.

o  Guidelines on the quality, safety and efficacy of biotherapeutic protein products prepared by
recombinant DNA technology: Annex 4.

b. Clear technical specifications are available for quality assurance.

c.  Application of internal reference pricing policies (Section 3.2) to harmonize the prices of generic
and biosimilar medicines (branded or not), except in specific pre-specified circumstances (e.g.
specific clinical needs, product characteristics).

d. Ensuring that generic and biosimilar medicines enter the market at an acceptably low price (e.g.
where possible, informed by the differences between generic ex-manufacturer prices and the
estimated cost of production).
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3.8 Pooled procurement

Definition, design and policy rationale

What is the policy? Pooled procurement refers to the formal arrangement where financial and non-
financial resources are combined across various purchasing authorities to create a single entity for
purchasing health products (e.g. medicines) on behalf of individual purchasing authorities.

Why is the policy implemented? Pooled procurement has been implemented to create greater
purchasing power through economies of scale and scope, as well as greater efficiency through sharing of
human resources (i.e. expertise and workload) and possible streamlining of procurement processes.

How is the policy implemented? There are in principle four models of pooled procurement that reflect
different levels of collaboration and integration: informed buying through sharing of price and supplier
information; coordinated informed buying through joint market research; group contracting through joint
negotiation; and central contracting and procurement through an established procurement agent.

How commonly is the policy used? Pooled procurement has been commonly used at different levels of
administrative jurisdiction. At the national and subnational level, examples include centralized procurement
systems for public hospitals implemented in Denmark and Norway for medicines used in hospitals;
specialized national programmes (e.g. for tuberculosis, vector-borne diseases and HIV/AIDS) in India;
regional central purchasing bodies in Italy, and the "high-cost medicines E2 access program” for medicines
for rare diseases and complex conditions in Thailand, to name a few. At the international level, examples of
initiatives include Pharmaceutical Procurement Services of the Organization of Eastern Caribbean States;
pooled procurement services for member states of the Southern African Development Community; joint
HTA/reimbursement and pricing negotiations through the Beneluxa Initiative; pilot projects among
signatories of the Valletta Declaration; and the group purchasing programme of Gulf Cooperation Council.
Pooled procurement has also been managed through third-party funds such as the United Nations
Children’s Fund (UNICEF) Supply Division; the Global Fund to Fight AIDS, Tuberculosis and Malaria (the
Global Fund); Stop TB Partnership Global Drug Facility; and the Pan American Health Organization (PAHO)
Regional Revolving Fund for Strategic Public Health Supplies.

Conditional recommendations for pooled procurement

8.A. WHO suggests the use of pooled procurement of medicines under the following conditions.
- Pooled procurement should be used in conjunction with other pricing policies, such as tendering
and negotiation.
- Procurement processes are transparent and accompanied by a high standard of governance.
- Financing for pooled procurement must be sustainable, predictable and timely with dedicated
resources mobilized for a capitalization fund to stabilize initial regional pooled procurement efforts.
8.B. WHO suggests that countries consider initiation of pooled procurement of medicines under the
following conditions.
- Pooled procurement is initiated with a clear understanding of the price and non-price benefits to
be achieved (e.g. quality, availability, administrative efficiencies, bargaining power, improved
capacity to forecast and collective technical expertise).
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Pooled procurement

- Pooled procurement is initiated with a clear understanding of the regulatory policies, quality

assurance, patent laws and relevant patent information, and financing processes in participating

jurisdictions.

Justifications

e The GDG considered the evidence presented in the literature review and various country experiences in

using pooled procurement at different levels of collaboration and integration, especially at the

subnational, national and international levels. The GDG recognized the growing interest in using pooled

procurement to mitigate low purchasing power (e.g. in countries with small populations or insufficient

volume for maintaining the supply of low-price generic products), and unaffordability of low-volume

high-price products (e.g. for rare diseases).

e The GDG acknowledged the positive experience associated with pooled procurement through the

Revolving Fund of the Pan American Health Organization, and recognized the importance of political

commitment, alignment of legal, regulatory and policy requirements and processes and ability to

address local needs.

Overview of evidence

Balance of
effects

Generalizability

Equity

Acceptability

Resource use

The systematic review included 6 studies: 3 at the regional (subnational) level
(106-108) and 1 study each at the national (709), international (770) and
responsible agency (777) levels. On balance, pooled procurement is likely to
deliver more desirable than undesirable effects, as indicated by evidence of
reduced prices of health products under a pooled procurement arrangement.
However, the effects are likely to be dependent on the characteristics of
market and health system, including level of competition, collective credit risk
and institutional quality.

The effects on reduced price of pooled procurement due to economies of
scale are likely to be generalizable. However, the contexts of different health-
care systems, such as language of legislative frameworks, may influence the
overall effectiveness of this policy.

Various pooled procurement initiatives have been successful in enhancing
equity by meeting the needs of vulnerable populations with HIV, tuberculosis
and malaria in lower-income countries.

This policy seems to be acceptable to government authorities given broad
adoption of policies at different levels of administrative jurisdiction. However,
when implementing pooled procurement, the overall acceptability depends
on significant political commitment to have a common understanding or
agreement on legal, regulatory, policy and administrative requirements and
processes, including product registration, quality assurance, patent, price,
volume and finance.

Resource requirements would highly depend on the level of integration and

cooperation. Upfront resource requirements to set up a pooled procurement
mechanism would likely be significant.
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Pooled procurement

Feasibility | Feasibility would highly depend on the level of integration and cooperation. It
would be contingent upon harmonization or clear arrangements on issues
pertaining to legal, regulatory, policy and administrative requirements and
processes.

Sustainability | Long standing pooled procurement mechanisms suggests that such

arrangement could be sustainable financially in the long term. The
sustainability of initial regional pooled procurement efforts is dependent on
predictable and timely financing, as well as the ability to mobilize resources
for capitalization for the eventual procurement (712).

Implementation considerations

e Preparation and operation of pooled procurement should consider the following factors.

a.

Conditions of procurement under international arrangements must be established from the outset,
including common values, compatible legislation, administrative structures and shared timeline and
milestones.

The sharing of information and experiences through cross-training, study tours or twinning to
disseminate lessons learned is considered beneficial to both experienced and emerging groups.
Such collaboration should be facilitated at political and technical levels.

Development of databases on issues such as price, patent status, prequalification of suppliers, and
medicines registration can be useful and, in some cases, necessary for regional pooled
procurement.

Capacity building based on best practice should be undertaken at country and regional levels, with
consideration for the specific needs of member countries.

Local manufacturing can be supported by regional pooled procurement through the principles of
fair competition (as defined in competition laws) and establishing good manufacturing practices.

A third party could be considered to help countries harmonize points for pooled procurement,
such as legislation, regulations, economic factors and administrative processes — particularly for
international pooled procurement.

e Methodology of pooled procurement should consider the following factors.

a.
b.

Pooled procurement may be initiated with a limited list of products (e.g. high cost medicines).
Multi-year contracts in pooled procurement show buying commitment, and should be considered
to ensure stable sources of supply and facilitate favourable prices from manufacturers.

Factors specific to the types of pharmaceutical products should be considered in the final
arrangement (e.g. storage and supply requirements for vaccines and volume forecast for medicines
for rare diseases).
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3.9 Cost-plus pricing for setting the price of pharmaceutical products

Definition, design and policy rationale

What is the policy? Cost-plus pricing refers to the pricing practice for setting the price’ of pharmaceutical
products that considers the manufacturing costs, costs of R&D, costs associated with regulatory processes
and compliance, overhead and other operational expenses, and a profit to determine a price.

Why is the policy implemented? Cost-plus pricing has been noted for its conceptual simplicity, with clear
and justifiable pricing rules that provide some level of certainty for budgetary planning and profits for the
suppliers.

How is the policy implemented? A few countries have noted cost-plus pricing as part of national
pharmaceutical pricing policies (Australia’s “cost-plus method” (773), and the “cost accounting system” in
Japan for products with no comparable products (774) are two examples). However, the extent of use in
practice and the practical details are not widely known. Many countries (e.g. in Europe) only use costs as
one of the criteria for price negotiation. This is likely to be due to the practical challenges in obtaining
reliable information from suppliers regarding direct material costs, direct labour costs, overhead costs
associated with R&D, manufacturing, regulatory processes and compliance and other costs of business
operation. It could also be challenging to determine the final price, for which the suppliers and the pricing
authority would need to come to an agreement on profit margin additional to the estimated costs, based
on a mutually-acceptable level and structure (i.e. percentage or a fixed amount) (12).

How commonly is the policy used? Cost-plus pricing has not been widely used for setting medicine
prices at the ex-manufacturer or ex-wholesaler levels.

Conditional’’ recommendations against the policy

9.A. WHO suggests against countries using cost-plus pricing as a primary policy for setting the price of
pharmaceutical products, given the current lack of transparency and the lack of an agreed framework
among stakeholders regarding the inputs for price determination.

Justifications

e The GDG considered the lack of evidence and country experience in using cost-plus pricing as a
primary policy for setting the price of pharmaceutical products. The GDG recognized the significant
problems associated with the feasibility and reliability of implementing cost-plus pricing because of a
lack of transparency and accessibility to R&D costs and other cost information needed for setting prices.

e The GDG is mindful of the increasing policy interests and current technical work by various stakeholders
in developing a validated framework for setting pharmaceutical prices based on cost inputs. While

¥ Mark-up regulation along the supply and distribution chain is covered in Section 3.4 of this guideline.

20 A conditional recommendation indicates that the effects of adhering to this recommendation (both desirable and
undesirable) are subject to the conditions specified, and could be modified by a greater range of context-specific
factors. This means that there is a need for involving relevant stakeholders to understand these conditions and factors
before this recommendation can be adopted or adapted as policy.
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Cost-plus pricing for setting the price of pharmaceutical products

recommending against cost-plus pricing, the GDG considered exploring the possibility of using a
refined cost-plus pricing policy for pharmaceutical products as a supplementary policy or criterion to

inform pricing, if a policy and methodology framework could be agreed to ensure the transparency and

reliability of information, including the attribution of joint costs for R&D.

Overview of evidence

Balance of
effects

Generalizability
Equity

Acceptability

Resource use

Feasibility

Sustainability

No study met the inclusion criteria of the systematic review. Commentators
have suggested that cost-plus pricing would disincentivize competition and
create various potential undesirable effects, such as shortages, inefficient R&D
and production. However, to what extent such undesirable effects would
occur, if any, is subject to debate.

No information

No information

There is renewed interest to understand R&D costs (69), particularly the public
contribution to R&D (e.g. France (775)).

Application of cost-plus pricing to medicines requires significant technical and
human resources, particularly in obtaining and validating reliable estimates of
component costs.

Cost-plus pricing is unlikely to be feasible unless transparent reporting of cost
components is mandated. Feasibility would also depend on standardized
methods for allocating joint costs to a specific medicine, with consideration of
the global nature of pharmaceutical companies and the complexity of their
cost structures. There is also no agreement on the methodology for
determining and reporting costs related to R&D.

No information

Implementation considerations

e Countries which currently use a cost-plus pricing as a primary policy for setting the price of

pharmaceutical products and wish to change their policy should consider replacing or complementing

the cost-plus approach with other policies, including policies covered in this guideline, such as using
cost of production to inform the pricing of generic and biosimilar medicines (See recommendations

under Section 3.7).

e Country policy-makers considering cost-plus pricing (in the context of price transparency) must

recognize the limitations of price information submitted by manufacturers and develop a framework for

verifying the information accordingly.
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3.10 Tax exemptions or tax reductions for pharmaceutical products

Definition, design and policy rationale

What is the policy? Tax is a compulsory transfer of money from private individuals, institutions or groups
to the government. There are two main categories of tax: direct taxes, which are levied by governments on
the income of individuals and corporations, and indirect taxes, which are added to the prices of goods and
services. Direct taxes, along with social security taxes, generally make up about two-thirds of total
government revenue in high-income countries. In low-income countries, indirect taxes, on international
trade or on the purchase of goods and services, are major sources of government revenue. Policies relevant
to pharmaceutical products might involve the reduction of taxes on medicines, or the exemption of
medicines from taxes, particularly sales or value-added taxes.

Why is the policy implemented? Tariffs and taxes could present trade barriers, thereby potentially
hindering access and market competition. Tax burden (i.e. tax incidence) could also potentially fall
disproportionally on the patients, resulting in reduced affordability.

How is the policy implemented? Typically, the policy is managed by the Ministry of Finance or Treasury
through integration into the overall taxation regime.

How commonly is the policy used? Many countries, particularly high-income countries, have eliminated
customs duties for pharmaceutical products. These include signatories to the World Trade Organization's
1995 reciprocal Pharmaceutical Tariff Elimination Agreement also known as the Zero-for-Zero initiative (176).
However, many lower-income countries continue to apply import tariffs as high as 10% for pharmaceutical
products. Value-added tax has been more widely applied on pharmaceutical products in countries, up to
25% (60). Nonetheless, some countries apply a reduced rate for all pharmaceutical products or specific
medicines (e.g. reimbursed medicines) compared to the standard tax rates.

Conditional recommendations for the policy

10.A. WHO suggests that countries consider exempting essential medicines and active pharmaceutical
ingredients from taxation.

10.B.  WHO suggests that countries consider any tax reductions or exemptions, with measures to ensure
that the policy results in lower prices of medicines to patients and purchasers.

Justifications

e The GDG considered broad country experiences in exempting or reducing the taxes for pharmaceutical
products, with wide acceptability among stakeholders and proven feasibility for implementation.

e The GDG recognized that tax exemption or reduction for pharmaceutical products might reduce patient
out-of-pocket expenditures without having a significant impact on overall government revenue.

e The GDG also acknowledged that, in health systems with high levels of public funding for medicines, tax
exemption or reduction for pharmaceutical products would have a limited impact on overall
government revenue and patient out-of-pocket expenditures.
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Overview of evidence

Balance of = No study met the inclusion criteria of the systematic review.
effects

Generalizability = No information.

Equity = Consistent application of tax exemption would enhance equity through
greater affordability to patients. In contrast, inconsistent application of tax
exemption, or savings from tax reduction or exemption not being directly
transferred to service providers or patients could create inequity.

Acceptability Some governments might consider the lost revenue due to reduction or
removal of taxes for pharmaceutical products as unacceptable. However,
evidence suggests that value-added tax does not substantially contribute to
revenue goals (e.g. =1% of public revenue) but can make medicines
unaffordable for patients (777, 718).

Resource use = Resources would be required for the initiation of tax exemption. Additional
resources over the longer term would be minimal because of integration into
the overall taxation regime.

Feasibility = The policy is likely to be feasible because the policy relates to removal or
amendment of an existing policy. Furthermore, countries generally have
experience managing much more complex tax regimens.

Sustainability = Tax exemptions or tax reductions for pharmaceutical products are likely to
have a neutral impact on the long-term sustainability of health-care systems.
However, they would be likely to enhance patient affordability in the long
term.

Implementation considerations

e Tax exemption or reduction could be implemented in conjunction with mark-up regulations.

e Tax exemption or reduction could be implemented for subsets of medicines or active pharmaceutical
ingredients, such as medicines included in special patient access programmes or active pharmaceutical
ingredients for local production. However, selective application of tax policies would need to consider
potential impacts on equity, implementation feasibility and administration costs.
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4. Considerations towards research needs

In developing the recommendations, the GDG noted that the completeness and quality of research and
evidence in relation to the impacts of pharmaceutical policy implementation is low. In particular, there is a
lack of comparative studies on different approaches to allow a better understanding of what polices should
be chosen and how they should be implemented, particularly in the settings of lower-income countries.
Where conducted, the studies have significant methodological shortcomings.

The GDG identified the following research topics by policy, with a view to informing future updates of this
guideline.

External reference pricing

e Study the impact of external reference pricing on price, availability and affordability, with a focus on
specific settings (e.g. low- and middle-income countries) and longer-term impacts.

e Assess the effects of external reference pricing on timing of product launch, with the study design, (i)
accounting for factors such as market size, price and dates for dossier submission for product
registration and reimbursement; (i) setting a clear null hypothesis (e.g. external reference pricing has
no effect on the timing of product launch between jurisdictions expected to have both high and low
prices); and (iii) specifying and including a counterfactual (e.g. jurisdictions not using external
reference pricing).

Internal reference pricing

e Monitor and evaluate the impacts of internal reference pricing on the price, availability and
affordability of medicines (particularly for biosimilar medicines), and over the longer term (particularly
for therapeutic reference pricing).

Value-based pricing

e  Study the impact of value-based pricing using HTA on affordability, expenditure, and access to
medicines.

e Assess the societal implications of value-based pricing using HTA, including resource allocations for
medicines intended for people with conditions that limit the magnitude of their capacity to benefit
(e.g. people living with disability, elderly), or medicines intended for people living with rare diseases.

e Assess the extent and nature of innovation potentially induced by the policy of value-based pricing
using HTA.

e Determine data and develop a methodology to support value-based pricing using HTA pertinent to
local contexts.

e Incorporate findings from evaluation of post-marketing performance (i.e. real-world evidence) into
the policy framework of value-based pricing.

Mark-up regulations across the pharmaceutical supply and distribution chain

e Review the relationship between mark-up structures, incentives and access to medicines.
e Monitor and evaluate the impacts of mark-up regulation across the pharmaceutical supply and
distribution chain on the price, availability and affordability of medicines.
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Promoting price transparency

e  Study the intended and unintended impacts of price transparency on affordability and availability of
products.

e Review frameworks and information needed to enable comparisons across jurisdictions.

e Assess the technical and governance components required for achieving transparency of prices and
pricing within countries, including the feasibility and benefits of common web-based tools for sharing
information.

Tendering and negotiations

e Monitor and evaluate the implementation and impacts of tendering and negotiation on the price,
availability and affordability of medicines.

Promoting the use of generic and biosimilar medicines

e Assess the feasibility of a database that includes evaluation dossiers for generic and biosimilar
medicines from well-established regulatory authorities to support national regulatory authorities from
low- and middle-income countries.

e  Study the impact of technical guidance, or lack thereof, on interchangeability and substitutability for
biosimilar medicines.

e Assess the impact of measures to facilitate market entry of biosimilar medicines.

e Assess the impact on affordability and accessibility of biological products in countries with long
standing policies that promote the use of biosimilar medicines.

e Assess the impact of marketing strategies on prices and uptake of branded and non-branded
generic and biosimilar medicines.

e Review governance issues relating to promoting pharmaceutical products more broadly.

Pooled procurement

e Review frameworks on the components needed for the effective functioning of pooled procurement
at different levels of collaboration and integration, and levels of jurisdictions.

e Assess the impact of the levels of collaboration and integration on price, affordability and access to
medicines.

Cost-plus pricing for setting the price of pharmaceutical products

e Develop methods for calculating costs, with consideration to R&D costs by private companies, public
contribution to drug discovery and development, manufacturing requirements (e.g. for biological
products), allocation of shared costs and fair profits.

e Develop an implementation framework for collection, calculation and revision and reporting of prices
based on cost-plus pricing.

e Study the feasibility of applying cost-plus pricing for determining the prices of advanced therapeutic

medical products based on genes, tissues or cells, and medicines for rare diseases.
e Determine the intended and unintended consequences of applying cost-plus pricing.

Tax exemptions or tax reductions for pharmaceutical products

e Study the impact of tax exemptions and reductions on affordability and availability of medicines to
patients and health systems.
e Determine the best practices for implementing policy related to tax exemptions or reductions.

The GDG is mindful of several emerging pricing approaches and arrangements being explored or
implemented in specific contexts. Forthcoming evidence will be included in future updates of this guideline.
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