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Abstract: This paper reviews the main pricing
policies in Latin American countries, discussing
their shortcomings. It also gives an overview of
the most common pricing and reimbursement
policies in Europe and describes in detail three
well-established approaches — international
price referencing, value-based pricing, including
setting up of health technology assessment, and
generic and biosimilar policies — building on
country examples.

Introduction

Pricing and reimbursement of medicines and vaccines
are a “hot topic” among policy makers in Latin Ameri-
can countries (LAC), and globally. Partially triggered
by the COVID-19 pandemic but more so by the launch
of highly specialized medicines with an extremely high
price tag which jeopardize the functioning of the whole
health care system; examples include gene and cell ther-
apies and further medicines to treat rare and ultra-rare
diseases, including cancers. In response, several Latin
American countries, such as Chile, Mexico and Peru,
are currently discussing draft laws to regulate medicine
prices, and in Bolivia, a government committee respon-
sible for medicine pricing was created in 2021.!

Traditionally, affordability of medicines was mainly
a concern for low- and middle-income countries, but
this has changed in the last few years as many high-
income countries, including those in Europe, have
also reported not being able to pay for new innova-
tions. This has led to national policy reviews as well
as to international debates resulting in the adoption
of the World Health Assembly resolution WHA72.8
in 2019 on improving the transparency of markets for
medicines, vaccines, and other health products.? In
this article, we take a critical look at how countries in
Latin America can move towards regulating pharma-
ceutical prices and reimbursement by learning from
experiences from the European region.

While countries in the Latin American region still
struggle with managing a public sector which aims to
provide financial protection and universal health cov-
erage for health services including medicines and vac-
cines,? European countries either operate a national
health service or a system based on social security con-
tributions or a mix of both, which has made important
progress towards universal health coverage. In Latin
America many health services including medicines are
mostly financed through out-of-pocket expenses,* in
specific around two thirds of medicine funding come
from household incomes.? The absence of an opera-
tional public system which provides effective, safe and
affordable medicines constitutes one of the main chal-
lenges with regard to patients’ access to medicines.
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In addition to the lack of public funding and provi-
sion of medicines, there is limited experience in pric-
ing policies for medicines in Latin American coun-
tries, which may be one explanatory factor for the
high prices of medicines in Latin America compared
to European countries, which leads to higher out of
pocket expenses.® Huge differences exist between
Latin American countries regarding the extent of
policy implementation to regulate prices and to reim-
burse pharmaceuticals; with Brazil and Colombia
having the most elaborated systems and having intro-
duced price regulation mechanisms such as external

if a policy which was effective in one country cannot
be easily transferred to another country’s context but
requires considering country-specific factors.

Methods

The article includes information on relevant pricing
and reimbursement policies in Latin American and
European countries. The selection of countries from
Latin America was based on the decision to discuss
countries with the most elaborated pharmaceutical
pricing systems as well as countries that provide good
practice examples. For Europe, we offer specific over-

The European experience of decades of regulating pharmaceutical prices
and assessing medicines as part of their reimbursement decisions is of
tremendous value for the Latin American region. Acknowledging that

European countries apply a wide variety of different pharmaceutical policies,
it is of interest to learn from these policies, both in terms of success factors
as well as pitfalls that should be watched out for.

price referencing. Moreover, there are limited expe-
riences, like the ones of Mexico and Chile, in which
elements of external price referencing are being used
during price negotiations.

In this respect, the European experience of decades
of regulating pharmaceutical prices and assessing
medicines as part of their reimbursement decisions is
of tremendous value for the Latin American region.
Acknowledging that European countries apply a wide
variety of different pharmaceutical policies, it is of
interest to learn from these policies, both in terms
of success factors as well as pitfalls that should be
watched out for.

We will first layout the main pricing and coverage
policies in several Latin American countries (Brazil,
Chile, Colombia, Ecuador, El Salvador, Nicaragua
and Mexico) and discuss their possible shortcomings.
This is followed by an overview of the most common
pricing and reimbursement policies in Europe, which
includes a detailed description of three well-estab-
lished policies (international price referencing, value-
based pricing including setting up of health technol-
ogy assessment, and generic and biosimilar policies)
by giving country examples. The intention of this
paper is to inform about different policy options that
may be considered for possible follow-up, but it will
not give any recommendations for any specific policy
and policy design, since it is acknowledged that even

view information on 20 large and middle-size coun-
tries; apart from the United Kingdom, all of them are
either European Union (EU) Member States or mem-
bers of the European Free Trade Association (EFTA).

While for the included Latin American countries
the overall pricing policy environment is presented,
for Europe only a few pharmaceutical policies were
selected for in-depth description. The selection of
those pharmaceutical policies in the European con-
text was based on recommendations given in the 2020
WHO guideline on country pharmaceutical pric-
ing policies.” The recommendations were developed
based on a systematic literature review with a ranking
of evidence and therefore provide a strong evidence
base for this article. An additional key reference for
selecting reimbursement policies was the 2022 report
published by WHO Europe “Payer policies to sup-
port innovation and access to medicines in the WHO
region.”® The final decision of selected policies was
guided by comments made in the review process.

To extract policy information from Latin America
as well as from Europe, we performed a pragmatic
literature search in PubMed as well as in grey lit-
erature including from websites of relevant national
organizations. The literature search was undertaken
in December 2022. The majority of information on
the European context was derived from unpublished
data, in particular the PPRI indicators® (yet unpub-
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lished at the time of drafting of this paper), provided
by the Pharmaceutical Pricing and Reimbursement
Information (PPRI) Network, a network of competent
authorities of 50 countries, mainly in the European
region.!°

Results

Pricing Policies in Latin American Countries

Most Latin American countries (LAC) have not yet
well-established pharmaceutical pricing policies.
Moreover, in countries where those have been imple-
mented, such as Brazil and Colombia, descriptive and
analytic evidence on the impact of these policies is
scarce. According to anecdotal reports, it resulted
in higher prices of medicines in LAC compared to
Europe.”

Box |
Demanding Access to Medicines through
Judicialization

Judicialization is understood as the use of right-based
litigation to demand access to medicines and medical
treatment.'3 According to available data, in no other re-
gion of the world is judicialization of health care more
widespread than in Latin America.' In this regard, Bra-
zil and Colombia are the main exponents, with a grow-
ing trend in Chile, Costa Rica and Argentina.'®

The judicialization of health care in Latin America has
two characteristics. First, lawsuits are brought individu-
ally rather than collectively. Secondly, judicialization ap-
pears to mainly relates to high-cost medicines, i.e.,itis a
highly “pharmaceuticalized” judicialization.'® However,
some authors emphasize that judicialization would not
be homogeneous across Latin America and would also
target health interventions that were eligible for reim-
bursement and procurement but are not available to
patients in practice.'”

Judicialization has become an alternative pathway for
the population to gain access to medicines outside the
health system’s prioritization mechanisms, as favorable
court rulings can be achieved rather easily. In addition,
some structural factors favour judicialization, such as
political and regulatory dysfunctions, lack of or insuf-
ficient health coverage, limitations or inequalities in
access to health care, and fragmentation of health sys-
tems.'® Judicial intervention in health policies has a bud-
getary impact that can affect the financial sustainability
of health systems. It also has consequences associated
with low governance and effects in terms of inefficiency
and inequity for the coverage decision system.'?

78

Brazil
Brazil, a country with a National Health Service, is one
of the first countries that developed price regulation in
the region; the price regulation was first established in
2003 as a response to the rising medicine prices. One
of the characteristics that distinguishes Brazil from
other LA countries is that it is an important medicine
producer and there is an industrial development pol-
icy for the sector led by the Science, Technology and
Innovation Ministry and the Health Ministry.2°

In Brazil, for a drug to be marketed, it must be
authorized by the National Health Surveillance
Agency (ANVISA) and have a maximum price set
by the Drug Market Regulation Chamber (CMED).>!
CMED is an interministerial organization in charge
of price regulation. The price types that are regulated
are the ex-factory price, the maximum price for sale
to the government and the maximum price to the
consumer.22 There are three stages in the price-set-
ting process: 1) authorization of the maximum price,
where CMED determines the price cap for the Bra-
zilian market; 2) inclusion into the public coverage
system, where a new price is set (not higher than the
price cap); and 3) price negotiation in the public and
private markets.?? For this purpose, a hybrid approach
is used that considers elements of health technology
assessment (HTA) and the following pricing tools:
price cap, value-added tax exemption, mandatory
discounting in public procurement and mark-up
regulation.2* (Table 1) One of the distinctive features
of the Brazilian case is that the regulatory mecha-
nism depends on the additional therapeutic value of
the new drug in relation to existing alternatives and
the patent status. The additional therapeutic value
analysis is based on HTA information provided by the
manufacturer and on evaluations performed by the
CMED Secretariat.?

Colombia

In the 2000s Colombia access was ensured to new
medicines mainly through judicialization (Box 1),
which however resulted in the need to contain health
spending. To contain spending a series of policies
were implemented including pricing of medicines,
promoting their appropriate use and the introduction
of health technology assessment.2¢ Between 2010 and
2012, a maximum recovery value scheme was estab-
lished, which consisted of maximum reimbursement
values paid by governments to insurers for medica-
tions that were not part of the mandatory plan. These
maximum values were calculated as 80% of the aver-
age wholesale market price. Subsequently, in 2013, a
pricing regulation system based on external reference
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prices was established, regulating medicines covered
and not covered by the mandatory plan.??

The agency in charge of price regulation in Colom-
bia is the National Commission on Drug and Medical
Device Prices. It is worth mentioning that there are
three types of market authorization for medicines:
supervised freedom, regulated freedom and direct price
control. Only in the case of drugs classified as directly
controlled, markets with high concentration or high
financial impact, prices are set at the wholesale level.2®
The pricing methodology has three stages: definition of
the relevant market, measurement of its degree of con-
centration and establishment of an external reference
price.? (Table 1). In addition, the Drug Price Informa-
tion System (SISMED) was implemented, which has
been key to the operation of price regulation.

Between 2013 and 2020, 2,513 commercial presen-
tations have been regulated.?* Among the results of
price regulation in Colombia, it is estimated that its
introduction implied a drop in the prices of regulated
medicines of 44% between 2012 and 2015.3! However,
there was also evidence of a significant increase in
real spending on medicines in Colombia post imple-
mentation, which is explained by an increase in non-
regulated prices or portfolio effect and an increase in
the quantities sold.?? In addition, the non-regulation of
the margin of pharmacies is criticized, since consumer
prices are already on average 23% higher than those set
by the maximum selling price at the wholesale point.?

Ecuador
In 2014, a price regulation mechanism based on exter-
nal price referencing was introduced, replacing pric-
ing based on production costs.?* Three pricing regimes
are considered for medicines: regulated regime (new
and essential medicines), controlled regime (non-stra-
tegic medicines, without price setting) and direct price
setting regime (exceptional for sanctioning non-com-
pliance with regulated regime or emergency situa-
tions).?? (Table 1) According to Ecuadorian legislation,
essential medicines are defined as those that belong to
the Basic Drugs National Frame (similar to National
Essential Medicine List). In the 11th revision of this
document there are 484 active ingredients registered
corresponding to 672 pharmaceutical forms.3¢

In December 2022, there were 1,539 commer-
cial presentations with ceiling price in the regulated
regime. However, no impact evaluations of this pric-
ing policy were found.

El Salvador
In 2012 a drug pricing mechanism was established
under the responsibility of the National Directorate

of Medicines. It regulates the maximum retail price of
prescription drugs using external price referencing for
originator and a price linked to the originator in the
case of generics.?” (Table 1) The calculation methodol-
ogy requires a high disaggregation of price informa-
tion and marketing margins in the reference countries
and also a detailed analysis of such information by the
National Directorate of Medicines, since prescription
drugs were divided into 2,000 homogeneous groups
(7,000 pharmaceutical products).?® After the regula-
tion had been implemented (2013), there was a 36.4%
drop in prescription drug prices, maintaining the
price over time.39

Mexico
In 2005, a maximum retail price was established for
patented drugs in which manufacturers participate
voluntarily. However, this mechanism presents prob-
lems due to its voluntary nature and lack of sanctions
for non-compliance, which has led to reforms of the
system.*® External price referencing is used to deter-
mine the maximum price (Table 1). However, this
mechanism is considered ineffective due to its volun-
tary nature and lack of sanctions for non-compliance.*

Finally, it is worth mentioning the use of price regu-
lation instruments in negotiation experiences in Mex-
ico and Chile for public purchases. In Mexico, between
2008 and 2018 the Coordinating Commission for the
Negotiation of Prices of Medicines and Inputs used
price information from external markets in its nego-
tiations with the industry.*2 In this regard, a decrease
in prices between 40% and 85% is was between 2010
and 2016 for originator cancer medicines in the Mexi-
can public sector with the establishment of the nego-
tiating commission (without attributing direct causal-
ity).*3 In Chile, the Financial Protection System for
High-Cost Diagnostics and Treatments established
in 2015 implemented a pricing mechanism for public
purchases of high-cost health technologies included
in this regime.** This maximum price for government
purchases, called Maximum Industrial Price, consid-
ers negotiation elements and external and internal
reference pricing (Table 1). It is estimated that there
is an average 12% decrease in the prices of public pur-
chases of medicines as a result of the operation of this
cap price.*s

Table 1 gives a comprehensive overview of pricing
policies in Latin American countries.

Pricing Policies in Europe

There is a variety of pharmaceutical pricing and reim-
bursement policies which European policy-makers
apply, aligned to the particularities of the medicines
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Table |
Description of Medicine Pricing Policies in Latin American Countries

Country -Year of

implementation Controlled Scope of Price

of current policy | Responsible Price Type Control Regulatory Details

Brazil - 2003 Drug Market Ex-factory, New medicines * A drug has additional therapeutic value
Regulation Chamber Maximum (innovators, generics if it has: a) greater efficacy relative to
(CMED) The CMED consumer price | and new formulations existing drugs for the same therapeutic
is made up of and maximum | or APl combinations) indication; b) same efficacy with a sig-
representatives of the | government nificant reduction in adverse effects; c)
Ministries of Health, procurement same efficacy with a significant reduc-
Justice, Economy and price. tion in the overall cost of treatment.
the Chief of Staff. * In the case of new drugs with additional

therapeutic value, the external refer-
ence pricing mechanism (lowest price
in a basket of countries) is used to de-
termine the ex-factory price cap.

* The basket of countries considered is
Australia, Canada, France, Greece, Italy,
New Zealand, Portugal, Spain, United
States of America and the manufac-
turer’s country of origin.

* If there is no therapeutic gain, the price
of the medicine will be the lower of the
internal reference price (costs of exist-
ing drugs for the same condition) and
external reference pricing.

* For generic drugs the entry price
should be 65% of the reference price.

* There is an annual price adjustment
mechanism that considers inflation and
productivity factors.

* CMED negotiates with manufactur-
ers a mark-up that is applied to the
ex-factory price in order to have maxi-
mum consumer prices. On the other
hand, in certain government purchases
(high-cost drugs and judicializations)
there is a2 mandatory discount on the
ex-factory price called Price Adequacy
Coefficient, which in 2020 was 21.53%.

Source: Brazil: lvama-Brummell, et al. (2022), infra note 21; Luiza, et al., infra note 20; Salha et al., infra note 15.

Colombia: Espin Balbino, infra note | I; Prada, et al., infra note 27.

Ecuador: Duran, Lucio, and Rovira, infra note 35; R. Correa Delgado, “Reglamento Para La Fijacion de Precios de Medicamentos de Uso y Consumo
Humano (Decreto No.400),” n.d., available at <https://www.controlsanitario.gob.ec/wp-content/uploads/downloads/2014/09/D-0400-Reglamento-para-
la-Fijaci%C3%B3n-de-Precios-de-Medicamentos-de-Uso-y-Consumo-Humano.pdf> (last visited July 28, 2023).

El Salvador: Rivera, infra note 37.

Nicaragua: Reglamento de la Ley N 842. Ley de proteccion de los derechos de las personas y consumidores, (2013), available at <http:/legislacion.
asamblea.gob.ni/normaweb.nsf/b34f77cd9d23625e06257265005d2 | fa/bd325486f0 1 0cc8206257c24007776d8?OpenDocument> (last visited October
18,2023)

Chile: Poblete, infra note 44.
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Table | (continued)

Description of Medicine Pricing Policies in Latin American Countries

Country -Year of

for Fixation and
Revision of

Medicines Prices.The
council is comprised
of the Minister of
Public Health, the
Minister of Industry
and Productivity, the
Coordinating Minister
of Social Development
and the Coordinating
Minister of Production,
Employment and
Competitiveness.

consumer price

in the regulated
regime (innovators
or generics).

* New and strategic
medicines belong
to the Regulated
Regime.

* Strategic medicines
are those belong-
ing to the National
List of Basic Medi-
cines, medicines for
collective health
strategies and rare
diseases or where
there is a lack of
competition.

implementation Controlled Scope of Price

of current policy | Responsible Price Type Control Regulatory Details

Colombia - 2013 Medicines and Wholesale * Medicines included | * A relevant market is understood as
Medical Devices price in the direct con- a set of competing drugs for which
Pricing Commission trol regime (inno- there is therapeutic and economic
— Tripartite entity vators or generics). substitution.
composed of a * The requirements | * External reference price corresponds
delegate of the to consider a drug to the 25th percentile in the basket of
Presidency of the in a direct control reference countries.The external refer-
Republic of Colombia, regime are: i) high ence countries are Argentina, Brazil,
the Minister of health or financial Chile, Ecuador, Mexico, Panama, Peru,
Commerce, Industry impact and ii) high Uruguay, Spain, United States, United
and Tourism and the market concen- Kingdom, Australia, Canada, France,
Minister of Health and tration (less than Norway, Germany and Portugal.
Social Protection. three suppliers * The internal reference price corre-

or a Herfindahl- sponds to the sales weighted price of

Hirschman Index pharmaceutical products in the relevant

(HHI) greater than market.

2,500). * If the internal reference price is higher
than the external reference price then
prices are regulated using the latter.

* The dispensing margin for the institu-
tional market is regulated and varies
between 3.5% and 7% depending on
the quantity. Thus, the price of drugs
through the institutional channel is fully
regulated.

A distribution margin of 7% over the
ex-factory price is suggested.

Ecuador - 2014 The National Council | Maximum * Medicines included | ¢ For new medicines classified as hav-

ing additional therapeutic benefits, the
maximum consumer price is set as the
average of the three lowest prices in
the basket of reference countries.

* The reference basket considers mainly
MERCOSUR and ALBA countries.
Other countries may be considered if
deemed relevant.

* In the case of new drugs without thera-
peutic advantages, a pharmacoeco-
nomic analysis is performed taking into
account the existing alternatives to set
the cap price.

* In the case of strategic medicines
(already registered), the cap price is
equivalent to the median of the private
market retail prices of the medicines
participating in the corresponding seg-
ment, excluding those prices that are
considered atypical.
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Table | (continued)

Description of Medicine Pricing Policies in Latin American Countries

Country -Year of

of Medicines

consumer price

implementation Controlled Scope of Price
of current policy | Responsible Price Type Control Regulatory Details
El Salvador National Directorate Maximum Prescription only * To determine the maximum consumer

medicines (innovators
and generics)

price of medicines, homogeneous
groups are established, for which an
External Reference Price and an aver-
age price in Central America are de-
termined.The lower of the two is the
maximum consumer price.

* A homogeneous group are pharmaceu-
tical products that have the same active
ingredient, strength and dosage form.

» External Reference Pricing: simple
average price of the harmonic average
prices of each country for a homoge-
neous group. The reference countries
are from Latin America (excluding Cen-
tral America and Panama). In addition,
a marketing margin is estimated for a
sample of countries.

* Average price in Central America (in-
cluding Panama). Simple average price
of prices per country, for each homo-
geneous group.

» Generic prices should be between 30%
to 40% of the innovator price.

Nicaragua - 2013

Department of
Medicines Price
Regulation (Ministry
of Promotion, Industry
and Trade)

Maximum
consumer price

New drugs and
new presentations
must apply for price
authorization.

Pricing takes into account the commercial
characteristics and the situation of the
domestic and Central American markets.
No further details on the methodology.

Chile - 2015 Department of Government Health technologies | The maximum price is the lowest price
Health Technology maximum included in the between:
Assessment — Ministry | purchase price | High-Cost Financial (2) Internal reference price. Price of pur-
of Health (only for High- | Protection System chases made by the public sector for the
Cost Financial same drug in the previous year.
Protection (b) External reference price.The lowest
System) price of the purchases made by the pub-
lic sector in Argentina, Brazil, Colombia,
Mexico and Peru.
c) Offer made by the laboratory to in-
clude the drug in the High-Cost Financial
Protection System.
Mexico - 2005 Mexican Ministry of Maximum Patent medicines Agreement between the Ministry of
Economy consumer price Economy and the pharmaceutical industry
to set a maximum sales price for patented
drugs. Participation in this agreement is
voluntary.
This maximum price cannot exceed an in-
ternational reference price that considers
the average of ex-factory prices of 6 top-
selling countries, plus a marketing factor.
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(e.g., specific policies for monopoly medicines and
policies for medicines with comparators). As shown
in Table 2, some policies are quite common. However,
even for policies that are frequently used, the meth-
odological design chosen for implementation can vary
across countries. Some of the policies are not mutu-
ally exclusive and, in practice, are used in combination
for the decision on the price and reimbursement of a
medicine.

European countries tend to have a comprehensive
reimbursement system to ensure Universal Health
Coverage, and an important share of cost-effective
medicines are included in a reimbursement list (for-
mulary).*6 The expenses of these medicines are then
largely covered by public payers, such as social insur-
ance funds or a national health service; some co-pay-
ments such as a fixed prescription fee or a percentage
co-payment of the price of a medicine may apply;*
medicines used in hospitals are fully covered. Most
European countries apply price regulation for those
medicines which are included in the reimbursement
lists, to contain their costs. A few countries (e.g., Bel-
gium, the Netherlands) regulate the prices of all med-
icines, even those fully paid by the patients to avoid
financial burden for the households.*® Most European
countries apply external pricing referencing; this pol-
icy is mainly used for new medicines. External price
referencing (EPR) is frequently supplemented by a
Health Technology Assessment (HTA) to determine
the added therapeutic benefits and inform the pric-
ing decision. For medicines with very high price tags,
building on information gained through the interna-
tional price comparison and the HTA, prices are even-
tually negotiated between the public payers and the
companies. For generic and biosimilar medicines, dif-
ferent pricing policies are applied, such as price links,
supplemented by demand-side measures.

In the following, EPR, HTA and generic policies as
three commonly applied pricing and reimbursement
policies are described and discussed.

It should be acknowledged that each European
country takes its own decision on how to price and
reimburse a medicine. This is also the case for the 27
European Union (EU) member states (such as Ger-
many, France, Italy, Spain, Greece, and Poland), even
if the EU countries apply a harmonised procedure for
granting marketing authorisation. However, given the
challenges to ensure equitable and affordable access in
light of new medicines with extremely high price tags,
some European countries have started collaborating
on policies such as HTA, procurement, or price nego-
tiations to improve the knowledge base and increase
the negotiation power.*

External Price Referencing

External price referencing (EPR) is applied by 26 EU
member states (all but Sweden) and several further
European countries, usually for any new medicine.5°
EPR is a typical starting pricing policy. The underly-
ing principle to consider the price information of the
same medicine in other countries can be implemented
in different variants, as for this pricing policy differ-
ent methodological approaches, e.g., on the country
basket, the calculation of the benchmark price and
approaches on how to deal with missing data, can be
taken®! (see Box 2 for the example of a country, which
defined several EPR parameters). Studies have high-
lighted how the design of the EPR methodology can
importantly impact the outcomes.52

While EPR is a rather technical pricing policy, com-
pared to more priority-based policies such as value-
based pricing, it has been wrongfully labelled by some
as a simple policy. It requires substantial capacity to
correctly conduct the price data collection and com-
parison. Easy access to price information is needed;
however, it is important to understand the context
of the price information in databases and to inter-
pret it in a correct manner, based on comprehensive
knowledge of the respective pharmaceutical system.
Careful selection of suitable price databases is thus
key.? In this respect, several European countries ben-
efit from the European price database EURIPID for
reimbursed medicines.5* Overall, however, benchmark
prices in EPR are misleading and result in overpaying
by public purchasers, since for high-cost medicines
discounts tend to be negotiated, but the discounted
prices remain confidential.

While EPR is a national policy, it has major spill-
over effects across borders, which have been observed
in Europe with its wide-spread use of EPR: This pric-
ing policy incentivizes pharmaceutical companies to
first launch in countries with high (list) prices (e.g.,
Germany, Austria), and to delay the market entry of
the medicine in lower-priced countries (e.g., Greece,
Portugal and Eastern European countries), by months
and even years.

EPR has been criticized for not taking into account
the potential value of a medicine. A value-oriented
approach is pursued through value-based pricing
(VBP). Despite being positioned as an important pol-
icy for new medicines, VBP lacks an internationally
agreed definition.’¢ Broadly speaking, VBP implies
consideration of the value of a medicine when an
authority or payer decides on its price and funding.5”
In particular, it concerns the added (therapeutic) value
of the product compared to comparators which is rele-
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Table 2
Overview on Pricing and Reimbursement Policies in European Countries 2022

Generic
price Biosimilar | Reimburse- INN Generic Biosimilar

Countries | EPR | VBP link price link | ment list(s) | RPS | prescribing | substitution | substitution

Austria Yes Use of VBP | Yes Yes Yes No | No No No
elements

Belgium Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Czech Yes Use of VBP | Yes Yes Yes Yes | Yes Yes Yes

Republic elements

Denmark Yes Use of VBP | No No Yes Yes | No Yes No
elements

Finland Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

France Yes Use of VBP | Yes Yes Yes Yes | Yes Yes Under
elements implementation

Germany Yes Use of VBP | No No Yes Yes | Yes Yes Under
elements implementation

Greece Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Hungary Yes Use of VBP | Yes Yes Yes Yes | Yes Yes Yes, for
elements selected

biologicals

Ireland Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Italy Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Netherlands | Yes Use of VBP | No No Yes Yes | Yes Yes Yes
elements

Norway Yes Use of VBP | Yes Yes Yes Yes | Yes Yes Yes
elements

Poland Yes Use of VBP | Yes Yes Yes Yes | Yes Yes Yes
elements

Portugal Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Slovakia Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Spain Yes Use of VBP | Yes Yes Yes Yes | Yes Yes No
elements

Sweden No | Yes,fully- No No Yes No | No Yes No
fledged
VBP

Switzerland | Yes Use of VBP | Yes Yes Yes No | Yes Yes No
elements

United No Use of VBP | No No Yes No | Yes No No

Kingdom elements

Abbreviations: EPR: external price referencing, INN:international non-proprietary name, RPS: reference price system, VBP: value based pricing

Note that the scope of the policies listed is usually limited to defined medicines, e.g., to new medicines in the case of EPR and VBP, to medicines with
(generic) competitors for RPS and the generic and biosimilar policies.

Source:“PPRI Indicators” 2023
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vant in pricing and reimbursement decisions whereas
therapeutic benefits against placebo to demonstrate
effectiveness are considered sufficient for the preced-
ing regulatory decision on marketing authorisation.

Health Technology Assessment

The value assessment is usually supported by a Health
Technology Assessment (HTA), which is not a policy
per se, but a tool to inform decision-making. In an
HTA, different dimensions may be assessed, includ-
ing clinical effectiveness, safety, costs and economic
implications, ethical, social, cultural and legal issues,
and organizational and environmental aspects, as well
as wider implications for the patient, carers and the
population.6?

Use of HTA for pricing and reimbursement deci-
sions (e.g., systematic use vs. consideration of some
components), as well as the type (full HTA vs. rapid
assessment) and the methodology vary.6* This is also
linked to the high level of resources and capacity
required for conducting an HTA, in particular a full
HTA, and lower-resourced countries in Europe have
been struggling with installing HTA on a more sys-
tematic basis. To address this challenge, European
countries have been collaborating on HTA method-
ologies. This has resulted in the adoption of the 2021

EU Regulation on HTA,% which defines the future
processes of collaboration on HTA in the EU (see Box
2 for developments on HTA in Europe).

All pricing policies have benefits and limitations,
and the limitations of EPR and VBP have become evi-
dent when prices for new medicines with high price
tags and poor data, such as advanced therapy medici-
nal products (ATMPs) or other anti-cancer medicines,
were to be determined.® There is lack of data: price
information is missing from those reference countries
in which the medicine has not yet been marketed, and
uncertainty around clinical performance hinders deci-
sion-makers to properly determine the value. Should
data be available, an EPR-based benchmark price is
likely not affordable for public payers who are the ones
to purchase such medicines in European countries.
Furthermore, a medicine may be cost-effective follow-
ing an HTA but still not affordable.

Generic and Biostmilar Policies

European countries have had a long-term experience
in pricing, reimbursement and demand-side measures
for generic medicines. The policy mix applied is based
on the rationale that enhancing use of these medicines
through a variety of policy measures contributes to
equitable access to high-quality and affordable medi-

Box 2

External Price Referencing in Austria — Methodological Parameters of This Pricing Policy

Since 2004, Austria has been applying an EPR system for new medicines that are reimbursed for outpatient use, and since
a legal change in 2017, also, however retrospectively, for those medicines used in hospitals whose sales with social health
insurance exceeded an annual threshold of € 750,000.%8 This additional regulation was introduced because pharmaceutical
companies of some high-cost medicines tended to use the loophole of an unregulated access to hospitals, where neither EPR
nor any other price regulation is applied but the medicines are procured by the hospitals or hospital groups. Austrian prices
of high-cost medicines used in hospitals are frequently the highest ones across European countries whereas prices for these
medicines in the outpatient sector are in the median and in the upper middle in Europe.*®

The Austrian EPR basket is a large one,Austria refers to all other 26 EU member states.The benchmark price must not exceed
the EU average.The relevant price type considered is the ex-factory price reduced by the statutory manufacturer discount,
where applicable. As such, Austria is one of the few countries which considers statutory discounts, i.e., those discounts that
are officially published by payers. In case of countries which do not regulate and thus do not publish ex-factory prices (e.g.,
some Nordic countries), average wholesale margins are used to derive the ex-factory prices.The size of the statutory manu-
facturer discounts and of the average wholesale margins in the reference countries are reviewed on an annual basis, and they
are published on the website of the Austrian Ministry of Health.®0

Price information is provided by the company as part of the price application. According to Austrian Social Insurance Law,
the authority can ask the Austrian National Public Health Institute to review the price data submitted by the company.é' The
institute maintains a pharmaceutical price information service to meet this legal assignment. A price is determined within
six months upon receipt of a company’s price application. A minimum of price data of two EU member states is required to
determine the reference price. Price evaluations are mandatory |18 months after the first time a price was set and 24 months
after the second time a price was set; another re-evaluation is possible 18 months after the third time a price was set.®
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Box 3
Developments in Health Technology Assessment in Europe

Variation in the use of HTA as part of pricing and reimbursement processes is largely attributable to the resources required.
Leading European countries with systematic use of HTA and well-elaborated processes are England, Germany and France.

To support smaller and less-resourced countries, European countries have been collaborating on HTA for nearly two decades.
This was done in the framework of the EUnetHTA collaboration of EU member states, with the financial support of the Eu-
ropean Commission. EUnetHTA particularly worked on strengthening methodological tools.

To ensure sustainability of this collaboration and to enhance the link between HTA and decision-making, the European
Commission published a proposal for a regulation of HTA. The EU Regulation on HTA®” was adopted after three years of
negotiations. It entered into force in January 2022, with a transition period of three years. According to the new legislation,
HTA bodies of the EU member states will conduct Joint Clinical Assessments of selected new medicines and high-risk medical
devices, thus focusing on the relative clinical effectiveness and relative clinical safety of a new health technology as compared
with existing technologies. However, for non-clinical aspects, such as economic, social, ethical and organisational aspects as
well as pricing and reimbursement, EU member states will continue to be responsible to conduct their own assessment.With
the date of application of the EU legislation in January 2025, cancer medicines will be the first therapeutic group to be subject
to joint assessments, followed by assessments for orphan medicines three years later and for all medicines with a centralised

marketing authorisation in 2030.68

cines by easing the financial burden for patients as well
as for the public systems (which tend to pay, at least,
partially for most off-patent medicines). Globally, the
EU is a leading region with regards to the marketing
authorization of biosimilar medicines,® and making
use of the efficiency gains through biosimilars is an
opportunity for European countries to improve access
to biologicals.

A key prerequisite for successful implementation
of generic and biosimilar policies is quality assurance
of these medicines,” and this is guaranteed through
a strong regulatory framework in Europe (biosimilar
medicines are centrally authorized by the European
Medicines Agency (EMA). Similarly important, health
professionals, who prescribe (doctors) and dispense
(pharmacists), and patients must have trust into the
quality and equivalence of these medicines.” To foster
this trust, many European countries have been work-
ing on capacity-building and awareness-rising cam-
paigns targeted at health professionals and patients.
These interventions are supplemented by supportive
demand-side measures such as asking doctors to pre-
scribe by the International Non-Proprietary Name
(INN) and encouraging pharmacists to dispense the
generic instead of the originator, or simply to dis-
pense the lowest-priced medicine out of a group of
interchangeable medicines. Most European countries
apply prescribing by INN and generic substitution,
or at least one of these two policies (Table 2). Usu-
ally, these policies have been introduced on a volun-
tary basis, but some European countries implemented

86

mandatory INN prescribing or mandatory generic
substitution. Furthermore, patients in several Euro-
pean countries are incentivized to use lower-priced
equivalent generics instead of the originator through
the reimbursement policy of a reference price system:
for a group of interchangeable medicines a defined
price (e.g., the price of the lowest-priced medicine) is
funded by the public payers, and should the patient
insist on a higher-priced medicine of that group (e.g.,
a branded generic or the originator), it is only possible
against patient payment of the price difference.”
Given long-term experience in policies for promot-
ing the use of generics, European countries could build
on some lessons learned when biosimilars came into
the market. For instance, as shown in Table 2, many
European countries that apply a so-called generic
price link policy (i.e., setting the price of a generic in
relation to the prices of an originator, e.g., at a certain
percentage lower than the brand price), also use this
policy for biosimilar medicines. The mandated price
reductions for the biosimilar medicines are usually
lower than for generics.”? Other countries which do
not use the generic and biosimilar price links rather
opt for more competitive pricing and procurement
mechanisms, such as tendering. For instance, through
centralized tenders, Norway achieved price reductions
of more than 40% for biosimilars which quickly gained
market shares and replaced the biological originator.7
Still, in Europe generic policies are more advanced
than biosimilar policies.” While, for instance, generic
substitution, is a standard policy in European coun-
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tries, biosimilar substitution is not yet similarly wide-
spread, though it has been implemented by an increas-
ing number of countries over the years. Despite lack of
automatic substitution for biologicals, there are still
some other options to explore, in particular through
intensive communication with health professionals.
Box 4 presents a case study from Denmark reporting
on a successful change to a biosimilar.

Discussion

When comparing medicine pricing and reimburse-
ment policies across different regions and countries,
caution has to be given to region-/country-specific
contexts which might be the reasons for why certain
policies are more successful than others.”” Against this
background, several distinct features of medicine pric-
ing systems in LAC can be summarized:

Box 4
Effective Managed Introduction of a
Biosimilar in Denmark

Adalimumab originator (Humira®) was a medicine that
attributed to a large share of public expenditure, and
so patent expiry was eagerly awaited. Denmark used
the time to carefully prepare a swift switch from the
biological originator to the biosimilar.

In Denmark, adalimumab is provided in public outpa-
tient clinics, and it is bought through national tenders
by the centralised hospital procurer Amgros. After pat-
ent expiry in October 2018, a tendering process was
conducted and three biosimilars were awarded.The bi-
osimilar suppliers were encouraged to deliver as soon
as possible.The Danish Medicines Council changed the
treatment recommendations to adalimumab biosimi-
lars for all indications following patent expiry. In advent
of the expiry, clinical staff was addressed to motivate
them to start using the biosimilars as soon as they
would be available. A taskforce was established and
helped prepare information material for patients and
engaged in dialogue with patient organisations.

These activities, including encouraging doctors to
switch to biosimilar adalimumab, were important since
Danish legislation did not provide for biosimilar sub-
stitution. But the preparations, including extensive
communication work, proved successful as biosimilars
gained a market share of 95% within just six weeks.
With biosimilar prices of less than one-fifth of the orig-
inator price, Denmark succeeded in gaining savings of
| million Danish krona (around 150.000 USD) per day,
while the total number of patients treated increased.”®

First, pricing and reimbursement decisions are
taken independently from each other in most LACs.
This is partially due to health system and institutional
structures such as the integration of pricing decisions
as part of the marketing authorization process (Brazil)
or pricing as part of national public purchases (Chile).
While in Europe pricing and reimbursement are also
often performed by different institutions, processes
are interlinked working towards the goal of providing
affordable and accessible publicly funded medicines.

Second, reimbursement decisions are not fully
structured in Latin America and health systems are
fragmented.” In addition, HTA processes and institu-
tions are recent, as in the case of Brazil (CONETEC)
and Colombia (IETS).? In this sense, Brazil and Ecua-
dor use HTA elements in their pricing, such as whether
or not a new drug has additional therapeutic value in
relation to existing alternatives. In other words, this is
a good starting point with basic HTA elements, but it
does not take into account other instruments such as
cost-effectiveness studies or budgetary impacts when
setting prices.

Third, a distinctive feature of the Latin American
reality is the low effective coverage of medicines in
health plans, which is reflected in high out-of-pocket
spending by households to finance medicines.®° In
practice, this implies that in most cases the price to
be regulated is the price sold in pharmacies (Brazil,
Ecuador, El Salvador and Nicaragua). The above, with
the aim of reducing out-of-pocket spending by means
of price fixing. This is a distinctive feature with respect
to experiences in developed countries where pricing
is linked to the reimbursement decision, as the public
payers in those countries cover most of the expenses
and thus have the responsibility to secure the over-
all sustainability of the solidarity-based health care
system.

Fourth, a great heterogeneity regarding pricing pol-
icies exists in LAC. For example, Brazil uses consider-
ations related to the therapeutic value of drugs, while
Colombia places greater emphasis on the concentra-
tion and degree of market competition to intervene.
Among the similarities is the fact that both countries
use instruments related to external and internal ref-
erence prices. Another fact, which had already been
pointed out by other authors, is that price regulation
mechanisms undergo frequent modifications.s! In
fact, in Colombia, a series of modifications to the drug
price regulation methodology established in 2013 are
currently under consultation.

Taking a closer look at the pricing policies high-
lighted in the European section, it becomes apparent
that implementing pricing policies such as external
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price referencing and HTA requires a lot of upfront
investment to set-up the structures as well as continu-
ous resources and knowledge to maintain such sys-
tems. But despite these challenges, reported pricing
policies used for new medicines in European countries
could still be a pathway for LAC, taking into consid-
eration learnings from Europe. In particular, LAC

ing amongst public authorities, like the Pharmaceuti-
cal Pricing and Reimbursement Information Network
(9) or the European Network for Health Technology
Assessment (EUnetHTA).8¢ The existing collabora-
tion structures could be expanded e.g. beyond immu-
nization and could aim at establishing joint pricing
processes such as pooled procurement including per-

Taking a closer look at the pricing policies highlighted
in the European section, it becomes apparent that implementing
pricing policies such as external price referencing and HTA requires a lot of
upfront investment to set-up the structures as well as continuous resources
and knowledge to maintain such systems. But despite these challenges,

reported pricing policies used for new medicines in European countries could
still be a pathway for LAC, taking into consideration learnings from Europe.

In particular, LAC should carefully prepare their implementation by taking
into consideration implications of different methodological designs, invest in
capacity-building and establish monitoring structures which allow evaluation

as a basis for possible adaption.

should carefully prepare their implementation by tak-
ing into consideration implications of different meth-
odological designs, invest in capacity-building and
establish monitoring structures which allow evalua-
tion as a basis for possible adaption.

In addition, in an important step forward LAC
could implement policies that strengthen the uptake
of generics and biosimilars such as reference price sys-
tems and other demand-side measures such as INN-
prescribing. As recommended by the 2020 WHO pric-
ing guidelines and shown by other country examples,
investing in generics and biosimilars is a proven way
to help carve out money to fund innovations.s2 For
example, a review of regulatory pathways and qual-
ity of the evidence required for biosimilar approval in
Latin American countries highlighted important dif-
ferences between countries and discrepancies between
regulation and practice.s?

While the Latin American region has many years of
experience of collaborating on issues like vaccine pro-
curement through the PAHO Revolving Funds* or on
health system strengthening issues through the Coun-
cil of Ministers of Health of Central America and the
Dominican Republic (COMISCA),® the region could
benefit from establishing cross-country pricing and
reimbursement collaborations of national authorities.
This could either take the form of information shar-

88

forming joint HTAs, price negotiations within pooled
procurement for high cost medicines. In Europe, a few
similar cross-country collaborations have been estab-
lished such as the Nordic Pharmaceutical Forum or
the Baltic Procurement Initiative.8”

Conclusions

In conclusion, sparked by the COVID-19 pandemic
and the launch of high-priced medicines, many coun-
tries in the Latin American region are in the process
of establishing pricing and reimbursement bodies
within the Ministry of Health or the national market-
ing authorization agency. This is an exciting time to
be thinking of which pharmaceutical policies might
be the right fit for the region. For this, we looked at
experiences from European countries with their
strong reimbursement systems which aim to protect
patients from financial hardship. A major learning
from the European region is the value of a mix of poli-
cies including pricing, reimbursement and demand-
side measures and different policies for different types
of medicines. In particular, it was shown that policies
that boost the use of generic and biosimilar medicines
is of key importance. In addition, the European expe-
rience of collaboration across countries on different
policies and different kind of medicines highlights the
value of collaboration and suggests potential of the
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