ACHIEVING FAIR PRICING OF MEDICINES

Strategies to achieve fairer prices for generic and
biosimilar medicines

Early market entry and rapid uptake of quality assured generic and biosimilars are key to improving
access to medicines, say Alessandra Ferrario and colleagues

ccess to safe, effective, quality

assured, and affordable essen-

tial medicines and vaccines for

all has been identified as key

to achieving universal health
coverage and financial protection." As such,
it is one of the targets of the sustainable
development goals.

The availability and use of fairly priced,
quality assured generic and biosimilar
medicines can make an important
contribution in improving access to
medicines. Notable examples of generic
medicines enabling greater access to care
include treatment of HIV and hepatitis
C in low and middle income countries.??
Availability of generic medicines has also
been linked with increased use of three
antineoplastic medicines (capecitabine,
imatinib, and decitabine) in China and of
an antiplatelet medication (clopidogrel) in
lower income European countries.*®

Despite progress in the availability and
use of generic and biosimilar medicines,
there is potential for more competitive
prices and greater uptake. A study
comparing the cost of generic medicines
in Europe in 2013 found wide variation
in both prices and market share. For
example, prices charged by manufacturers

KEY MESSAGES

e Despite the introduction of policies to
increase use of generics and biosimi-
lars, large differences remain in the
price and uptake of these medicines
between countries

e Trust in the quality, safety, and bio-
equivalence of generics and biosimi-
lars is essential to increase their use

e Timely entry in the market is also
important for uptake

e Further, an analysis of the market and
a process of change including relevant
stakeholders (eg, health professionals,
payers, patients, health authorities)
are essential to design policies which
will promote a healthy market where
fairly priced medicines are available
on a timely and sustainable basis
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to wholesalers in Switzerland were more
than six times those in the United Kingdom,
based on the results of a commonly used
price index.® While prices of medicines
with generic competition have been
shown to drop up to 66% compared with
the originator price (before patent expiry),’”
similar reductions have not been seen for
biosimilars. This is, at least in part, a result
of the complex production process and
greater regulatory requirements to obtain
marketing authorisation for biosimilars
compared with generic medicines,
which create barriers to market entry for
competitors.?

The proportion of prescriptions filled
with generic medicines varies widely
between countries. For example, in Europe
the proportion of generic prescribing
ranged from 17% in Switzerland to 83%
in the United Kingdom in 2013.° Other
settings show less variation and higher
uptake of generic medicines. A study of
market dynamics in the private sector in
19 low and middle income countries and
the United States between 2001 and 2011
found relatively high generic uptake, with
more than 60% of market share.’ In the 10
Latin American and Caribbean countries
included in the analysis the generic market
share increased from 66% to 78% between
2001 and 2011.°

Authorities, such as ministries of
health and health insurance funds, have
introduced several different supply and
demand side policies and competition
measures to reduce the prices of generic
and biosimilar medicines and increase their
uptake.' In this analysis, we review the
effect of some of these policies and discuss
factors that may influence their outcome.

Internal reference pricing

Internal reference pricing is a reimburse-
ment policy used in several countries
worldwide.® '° Insurers implementing this
policy establish groups of interchangeable
medicines, and a reimbursement price for
all medicines in the group is set. The inter-
nal reference pricing group is made up
of either medicines with the same active

ingredient or medicines with different
active ingredients but considered to have
similar efficacy and safety profiles. The
model works by making patients pay the
difference if the price of the medicine dis-
pensed at the pharmacy is higher than the
reference price. There is mixed evidence on
the impact of internal reference pricing on
prices and use. However, a 2014 Cochrane
review found that internal reference pric-
ing may reduce expenditure by insurers on
medicines in the short term by directing
patients towards medicines that cost no
more than the reference price."

Studies comparing price decreases in
internal reference pricing systems versus
non-regulated markets found larger price
decreases in non-regulated markets.'? In
internal reference pricing systems, once a
certain reference price has been set after
patent expiry there is little incentive for
manufacturers to offer prices below the
reference price, whereas competition for
market share led to lower prices in free
markets. Similar findings were reported
for use of internal reference pricing versus
tendering for outpatient prescription
medicines."”> While in most countries
internal reference pricing includes only
off-patent products, in Germany, for
example, on-patent products which have
no additional benefit to existing medicines
are included in reference pricing groups.*

Generic or biosimilar price linked to originator
product

Several European countries mandate spe-
cific price reductions on generic and bio-
similar medicines based on a percentage
of the originator price.'" The specific dis-
count can be negotiated and may therefore
vary from one medicine to another. This is
the case for biosimilars in Belgium, Ireland,
and Spain. Other countries set the same
discount for all medicines. For example,
generic outpatient prescription medicines
in Estonia are at least 15% cheaper than the
reference medicine.’® In these countries,
different levels of price reduction may still
apply, depending on whether the generic
or biosimilar product is the first, second, or
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third to enter the market.'® Similar to inter-
nal reference pricing, mandating fixed dis-
counts could discourage price competition
between different manufacturers that might
otherwise lead to greater price reductions.
Another factor influencing the efficacy of
this policy option is the price of the origina-
tor or reference product against which the
price of the generic or biosimilar medicine
is set.

Non-proprietary prescribing and generic
substitution

International non-proprietary prescribing
is the practice of prescribing medicines
by their generic name rather than their
trade name. Generic substitution happens
at the pharmacy and entails substituting
the prescribed medicine brand with a less
expensive medicine with the same strength
and active ingredient. This practice may
be mandatory, voluntary, or not allowed,
depending on the country.

Generic medicines were found to enter
the market earlier in European Union
countries with mandatory generic sub-
stitution.® In the US, dispensing generic
medicines rather than their brand
equivalent saved Medicare Part D and
patients enrolled with it a total of about
$33bn (£27bn; €30bn) in 2007."7 A
further $900m could have been saved
if all products with a generic equivalent
had been substituted.'” Evaluation of
generic substitution on price development
in Finland showed that the average price
of substitutable medicines decreased
by more than 10% during the first year
of implementation.'® There was wide
variation in price development, with some
medicines having price increases and
others price decreases by more than 50%.'®
The number of competitors, the type of
medicine (originator versus generic), and
the price difference between the most and
least expensive product for a particular
active ingredient were the most important
determinants of price changes.'®

A number of barriers to implementing
international non-proprietary prescribing
and generic substitution exist. These
include perceptions by prescribers,
dispensers, and patients about the quality,
safety, and bioequivalence of generics
with the originator product; perceptions
about possible side effects as a result of
switching patients to generic medicines;
and distrust in authorities and lobbying by
interest groups such as trade organisations
and manufacturers.® ! In settings where
mandatory implementation of these
policies in not possible, allowing voluntary

implementation would be a first step in this
direction.

Switching patients from the reference
biological product to its biosimilar has
been the subject of debate. The reference
biological product is the product that was
granted marketing authorisation first and to
which the biosimilar product is compared.
During its marketing authorisation process,
the biosimilar is compared to the reference
product for being highly similar and
not showing any clinically meaningful
differences from the biosimilar.”>>> While
still an area for debate,?* studies have
shown that the risk of immunogenicity
related safety concerns or diminished
efficacy is unchanged after switching
from a reference biological to a biosimilar
medicine.” In some settings, regulatory
standards and their implementation
present challenges. For example, a review
of regulatory pathways and quality of the
evidence required for biosimilar approval
in Latin American countries highlighted
important differences between countries
and discrepancies between regulation and
practice.”®

Tendering and pooled procurement
The price of generic medicines can be
reduced by creating economies of scale
and pooling procurement across health
facilities or administrative areas. Ten-
dering, where suppliers compete for
contracts, can be organised at the level
of active ingredient (for example, simv-
astatin) or therapeutic group level (for
example, statins). Tendering has been
extensively used in hospital and outpa-
tient sectors in a number of countries to
procure medicines, vaccines, and other
health products at lower prices.?® %’
Potential challenges associated
with tendering include excessive price
pressure and a “winner takes all”
approach. Such practices can drive out
competitors from the market, particularly
small suppliers which may not be able to
offer such low prices and/or supply the
entire market. Reducing the number
of possible suppliers can decrease
competition and make the market
vulnerable to shortages if, for any reason,
the tender winner is not able to supply
the agreed type and quantity of medicines
on time. Risk mitigation strategies exist,
such as dividing the tender award
between more than one manufacturer or
supplier and considering more factors,
not just price, when awarding a tender.
Such factors include, for example, past
performance of the supplier, shelf life

of the medicines, delivery time, and
production capacity.?®*

Making policies work

No one policy strategy will lower prices,
broaden equitable access, and lead to
affordable spending for quality generics
and biosimilars. Rather, multiple actions
by different stakeholders in the system are
needed (table 1). These include laws and
regulations, efficient procurement systems,
formularies, and reimbursement system
restrictions (such as tiered co-payments,
incentives for prescribers of generics) as
well as individual and group targeted edu-
cation (including social media campaigns).

Whether the policy measures described
achieve their goals of increasing market
share and producing a fairer price for
generic medicines and biosimilars depends
on several factors. These policies are
implemented in the real world where other
policies can influence expected outcomes
and where the beliefs, expectations, and
interests of affected stakeholders (such as
suppliers, doctors, pharmacists, patients,
and civil society) can have a substantial
impact. For example, a key concern
hampering greater use of generic and
biosimilar medicines are the perceptions
around medicine quality, possible side
effects, and potential risk in switching
patients from an originator medicine. These
concerns can lead to patients and doctors
preferring branded medicines where a
less expensive generic medicine could be
prescribed. In all settings, educational
interventions are needed to increase
acceptability of generic and biosimilar
medicines to doctors, pharmacists, and
patients. Workshops and information
campaigns for prescribers, dispensers,
and patients to help deal with these
issues have been implemented in several
countries.*® Regulatory systems need to be
strengthened in some countries, to assure
the bioequivalence of generics and the high
degree of similarity between reference and
biosimilar products.

Some minimum prerequisites need to be
in place to enable policy implementation.
These include a healthy market?®
characterised by a sufficient number of
suppliers to generate competition and
timely availability of quality assured
generic or biosimilar medicines after
patent expiry. Best practice and clinical
guidelines are required to facilitate generic
substitution.’’ There need to be incentives
for pharmacists to dispense generics
(for example, mandatory substitution at
pharmacy level) and patients to ask for
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Table 1 | Actions required to lower drug prices and broaden access

Stakeholder Goal
Government, through Sustain and improve

Potential strategies
* Ensure quality of medicines on the market

ministries, health and wellbeing of e Price regulation, including regulation of supply chain
departments, and its citizens mark-ups; reimbursement decisions
agencies * Implement compulsory licences

* Provide a legal and policy framework to conduct
procurement

« Provide incentives to influence provider behaviour
both positively (eg rewards) or negatively (penalties)
or by providing feedback (eg monitoring prescribing
behaviour)

* Provide information and education activities to patients

How governments (or other bodies) could facilitate these

strategies

* Regulatory convergence and harmonisation: bodies like
the European Medicines Agency and similar regulatory
harmonisation initiatives in Africa can reduce the burden of
marketing authorisation reviews

* Procure World Health Organization prequalified products

 Grant priority review to first generic

« Carefully evaluate which pricing policies to implement and
how to conduct tenders so that prices are fair and
sustainable, products are of high quality, and
manufacturers are not driven out of the market

Health payers Provide quality and
affordable healthcare
services and products to

their insured patients

« Use of bargaining power to obtain fairer prices

« Direct patients to more cost effective products through
financial incentives (eg lower or no co-payments) and
education/information work

« Provide incentives to influence provider behaviour
both positively (eg rewards) or negatively (penalties)
or by providing feedback (eg monitoring prescribing
behaviour)

* Develop clinical guidelines and formularies in close
collaboration with the relevant medical group; use a
bottom-up rather than top-down approach built around
increasing access in policy development

* Organise information and educational activities

Produce medicines that
improve patients’ health
and generate value for
shareholders

Pharmaceutical
industry

* Price medicines with affordability and health system
sustainability in mind

« Offer tiered pricing based on country’s income level and
income distribution

« Originator—grant a voluntary licence

* Generic—take advantage of voluntary licences through
patent pool to produce lower cost generics

* Regulate pharmaceutical promotion and competition

* Implement regulations that prevent delaying entry of
generic medicines

« Create patent pools (eg medicines patent pool) to facilitate
use of voluntary licences

Prescribers (doctors  Improve health
and other authorised outcomes of their
prescribers) patients

* Follow clinical guidelines

 Prescribe the most cost effective treatment tackling the
patient’s needs

« Seek evidence based independent information on
medicines

* Engage doctors as partners and work together to find
solutions around concerns affecting generic and
biosimilar use

« Involve doctors in “switch studies”

* Impose prescription quota (ie generics or biosimilars must
account for a certain share of total volume of medicines
prescribed)

Dispensers
(pharmacists and
other professionals
authorised to
dispense— eg,
pharmacy
technicians)

Deliver good services
and products to patients
Make a profit

¢ Substitute a branded medicine with a generic where
allowed, inform patient about least expensive option,
educate patient about safety and bioequivalence of
generic and biosimilar medicines

« Provide financial incentives to dispense lower cost generic
and biosimilar

« Require dispensers to inform about (availability of) lower
priced generic or biosimilar

« Provide information to patients, especially important when
substituting from one generic or biosimilar to another

* Impose dispensing quota (ie generics or biosimilars must
account for a certain share of total dispensed)

Patient and civil
society

Access to qual-
ity assured affordable
medicines

* Request generic substitution in countries where this is
voluntary

« Advocacy campaigns: eg. access to HIV/AIDS and
hepatitis C medicines

* Buyers’ clubs or drug buying networks (eg, FixHepC)
which help patients to import medicines for individual
use from countries where they are available at a
lower price

* Conduct information campaigns for the public

« Work with prescribers and dispensers to inform and educate
patients about the safety and efficacy of generics and
biosimilars

them (for example, lower co-payments,
knowledge that they can request a generic)
so that generic uptake increases soon after
patent expiry. A process of consultation
with the different stakeholders concer-
ned (clinicians, patients, payers, pro-
curement bodies) ahead of a new policy
implementation, where the concerns of
different stakeholders can be discussed
and compromise sought, is likely to be
more acceptable to those affected by these
policies than forcing policy through.
However, a number of challenges
remain. As patents near their end, patent
extensions, litigations, and payments to
generic manufacturers are sometimes
used by originator manufacturers to delay
entry of generic and biosimilar medicines
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into new markets.’?> Furthermore,
product hopping can help the originator
manufacturer to retain market share
after patent expiry and limit generic
uptake. It is not uncommon for originator
manufacturers to promote a new, similar,
high priced, on-patent medicine before the
patent on the first medicine expires to retain
market share of blockbuster medicines.*?**
One such example is memantine, used
for treatment of Alzheimer’s disease.
Close to the end of its patent term, the
brand manufacturer launched another
medicine that is taken once a day (extended
release) instead of twice a day (immediate
release).’* This reformulation granted the
patent holder another 14 years of patent
protection on the reformulated product.**

Product hopping can reduce the saving
which health insurers and patients would
have gained had patients switched to the
generic. Another challenge limiting savings
from the introduction of a generic medicine
is the existence of secondary patents for
new indications. This means that while an
indication has lost patent protection (for
example, chronic myeloid leukaemia for
imatinib), another indication may still be
on patent (for example, gastrointestinal
stromal tumours for imatinib).

Conclusions

If greater benefits are to be gained from
generic and biosimilar medicines, a key
issue is to increase trust in these products
as well as their timely entry and uptake
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by markets. Authorities that are managing
reimbursement should carefully evaluate
the evidence on long term impact of pric-
ing and purchasing policies when decid-
ing whether to intervene in the off-patent
market using internal reference pricing or
organising tenders. Creating and sustain-
ing a healthy market, where quality assured
products are available at fair and sustain-
able prices from different suppliers, should
be the long term vision over aggressive price
cuts. Implementation of international non-
proprietary prescribing and generic substi-
tution are key enablers of greater uptake in
countries at all levels of income. Emphasis
on increasing access for patients and quality
of care rather than cost saving is likely to be
a more convincing argument to forge suc-
cessful partnerships with patients, prescrib-
ers, and dispensers who are responsible for
implementing these policies.
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