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Abstract

Background

Pharmaceuticals are responsible for a substantial percentage of the total cost of health care
and continue to exceed economic growth and inflation. Generic medicines play an important
role in limiting this expenditure, and consequently there is an international drive to implement
pro-generic policies particularly in high income countries. One such policy is generic medicine
reference pricing (GRP). Generic reference pricing sets a fixed maximum reimbursement
amount for clusters of bio-equivalent drugs without placing any restrictions on the

manufacturers’ price.

Numerous studies have been conducted in high income countries to analyse the impact of
generic reference pricing; however, the impact of this reference pricing in low-to-middle

income countries (LMICs) is not well established.

Objective

This dissertation aims to address this lack of information in LMICs by providing empirical
aggregated claims data on the impact of generic reference pricing on price, expenditure,
utilisation and out-of-pocket (OOP) payments in a sector of South Africa’s private health

insurance industry.

Methods

This time series intervention study of retrospective claim-level secondary data analyses the
impact of one of several generic reference pricing models applied by various private medical
insurance companies in South Africa. Criteria applied for the selection of referenced
categories and sample claims data intend to maximize the data set as well as the analysis
period, while minimizing confounders such as medical insurance member variation and
specific managed care policies. The impact of the reference price on variables of drug price,
drug expenditure, market share and out-of-pocket payment is measured by analysing changes
in the originator, ‘authorised generic’ (‘clone’) and generic drugs within each cluster. (An
‘authorised generic’ (AG) is an exact copy of the originator, approved as a brand-name drug

under a patent protection but marketed as a generic.)



Results

Two referenced priced categories (Desloratadine and Clopidogrel) and a population of
approximately 100,000 were identified as being eligible for inclusion. An authorised generic

was launched for Clopidogrel but not for Desloratadine.

The implementation of generic reference pricing appears to have had no or minimal impact
on the price of the originator and authorised generic — at the end of the study period the price
of the originator drugs of the two categories was 268% and 86% higher than the reference
and the authorised generic of Clopidogrel was 69% higher than the reference price. Most often
the reference price appeared to be based on the price of a generic drug; however once the

reference price was set other generics tended to align at or below the reference price.

The implementation of generic reference pricing was associated with an overall increase in
dispensed volumes and a decrease in expenditure for both categories; both categories’
originator market share declined dramatically by volume (to 23% and 4%) and value (to 35%
and 9%). For Clopidogrel the authorised generic took the majority of market share (63% by
volume and 68% by value); the generics only gained one third of the market, despite lower
product prices and minimal co-payments. Desloratadine generics captured 80% of the market

by the end of the study.

For both categories there was no notable change in the total drug expenditure paid out-of-
pocket across the study period. The percentage of drugs dispensed that had a co-payment
decreased dramatically for Desloratadine, but were only seen to decrease marginally for

Clopidogrel.

Limitations

Due to the small sample and limited reference categories analysed, the findings from this
study are not representative of the South African private healthcare sector and cannot be
extrapolated to South Africa. In addition, any savings identified should take the expense of

non-referenced alternatives into account.



Conclusion

Despite the small sample size, the findings of this study are mostly consistent with literature
published on the impact of GRP in high-income countries. In addition, the findings suggest
the negative impact that originator manufacturers’ marketing strategies have on pro-generic
policies by targeting provider brand-loyalty and information asymmetry. This highlights the
importance of addressing both supply and demand measures in implementing pro-generic
policies. In particular demand measures should be actively pursued to align incentives across

the prescriber, dispenser and consumer chain.

Policy Implications

To address the issue of brand-loyalty and the impact of authorised generic marketing
strategies, it is proposed that mandatory prescribing by International Non-proprietary Names
(INN) in private and public sectors is enforced, as proposed in the National Drug Policy of 1996.
This should be implemented in conjunction with improved education on generic prescribing
and active promotion of generic acceptance by prescribers and dispensers of medicine,

patients and the community as a whole.
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Abbreviations and terminology

ATC Anatomic Therapeutic Classification. This is a system of classification
for drugs which is controlled by the World Health Organisation
Collaborating Centre for Drug Statistics Methodology (WHOCC).

Auto-generic / Clone/  A'generic' drug that is an exact copy of the originator. It is approved as
Copy / Authorised a brand-name drug under a patent protection but marketed as a
generic / AG generic. It is manufactured either by the originator company or in
accordance with the originator company’s specifications®. Typically
these products are launched just prior to the originator product going

off-patent in an attempt to capture market share.

Branded/ Brand- A medication sold by a pharmaceutical company under a trademark-
name/Originator product protected name. Brand-name medications can only be produced and
sold by the company that holds the patent for the drug.

CMS Council for Medical Schemes, South Africa. This is a statutory body
which regulates Medical Schemes (medical insurers) in South Africa.

Co-payment An out-of-pocket payment that is part of the healthcare service cost
typically paid at the point of service.

DDD Defined Daily Dose. The World Health Organisation (WHQ) defines the
DDD as ‘the assumed average maintenance dose per day for a drug
used for its main indication in adults’.

Dispensing fee This is the professional practice fee that a pharmacist or dispensing
doctor may receive for filling prescriptions. It includes professional
services such as patient counselling, monitoring of drug therapy,
providing drug information to physicians and dispensing drug products.

DoH Department of Health, South Africa.

DSP Designated service provider: a health care provider or group of
providers selected by the medical insurer as the preferred provider or
providers to provide to its members’ diagnosis, treatment and care in
respect of one or more prescribed minimum benefit conditions.

External reference pricing or international benchmarking is defined as
“the practice of using the price(s) of a medicine in one or several
countries in order to derive a benchmark or reference price for the

External reference
pricing / International
benchmarking

! Federal Trade Commission, 2011. Authorised Generic Drugs: Short-Term Effects and Long-Term Impact.
Available from: http://www.ftc.gov/0s/2011/08/2011genericdrugreport.pdf

2 World Health Organisation, 2014. ATC/DDD Index. Available from: http://www.whocc.no/atc_ddd _index/
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Generic drug

GRP

HAI

INN

LMIC
MediKredit

‘Me-too' / Incremental
innovation drugs /
Second generation

products/ Follow-up
products

MMAP

MPL

purposes of setting or negotiating the price of the product in a given
country”3

The Food and Drug Administration (FDA, USA) defines a generic drug as
“A drug product that is comparable to brand/reference listed drug
product in dosage form, strength, route of administration, quality and
performance characteristics, and intended use”. The Department of
Health refers to a generic as an ‘interchangeable multi-source
medicine’.

Generic Reference Pricing. This refers to a maximum reimbursement
level for a defined cluster of drugs. Drugs within the cluster typically
have the same active ingredient and pharmaceutical form. Generic
reference pricing is also referred to as molecular reference pricing.

Health Action International. This is a non-profit organisation that
represents the interests of consumers in drug policy.

International Non-proprietary Names (INN). The INN is a nomenclature
system used to identify active ingredients of medicines. The WHO
designates a non-proprietary or generic name to pharmaceutical
substances, which is globally recognized. As the INN is unique and
distinct  this enables the identification of
pharmaceuticals and avoids confusion in prescribing®.

nomenclature

Low and/or Middle Income Countries

MediKredit Integrated Healthcare Solutions (Pty) Ltd. This is a South
African pharmaceutical benefit management company that processes
claims for pharmacies, doctors and hospitals.

These are drugs that are reformulations of existing drugs in dose and/or
form or drugs with a new chemical structure for treatment of a disease
that already exists®, and result from ‘follow-up’ research and
development.

Maximum Medical Aid Price, a generic reference pricing model.
MediKredit Integrated Healthcare Solutions (“MediKredit”), a South
African Pharmacy Benefit Management company, is the custodian of
this model.

Medscheme Price List, a generic reference pricing model managed by
Medscheme Holdings, a medical insurance administrator.

3 Leopold, C., Mantel-Teeuwisse, A.K., Seyfang, L., Vogler S., de Joncheere, K., Laing, R.L., Leufkens, H. 2012,
“Impact of External Price Referencing on Medicine Prices — A Price Comparison Among 14 European Countries”,
South Med Review, vol. 5, no. 2, pp. 34—41

4World Health Organisation, 2014. International Nonproprietary Names. Available from:
http://www.who.int/medicines/services/inn/en/

5> Organisation for Economic Co-operation and Development, 2008. Pharmaceutical Pricing Policies in a Global
Market. Health Policy Studies. OECD.
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NAPPI

NHI
OECD

OOP payment

PBM
PMB

RP/IRP

SEP

TRP

TRIPS

VAT
WHO

National Pharmaceutical Product Index. This is a code that is allocated
to all medicines and surgical consumables in South Africa. For
medicines it is unique to a product’s name, ingredient and salt, dosage
form and strength.

National Health Insurance.

Organisation for Economic Co-operation and Development: ‘a unique
forum where the governments of 30 democracies work together to
address the economic, social and environmental challenges of
globalization’.

Out-of-Pocket Payment: Fee paid by the consumer of health services
directly to the provider at the time of delivery.

Pharmaceutical Benefit Manager.

Prescribed Minimum Benefit(s): a benefit/set of benefits for which a
medical insurer must pay in full the diagnosis, treatment and care costs.
Co-payments and deductibles are not permitted unless a non-DSP
provider has been used or the patient has voluntarily claimed outside
of the insurer’s treatment protocols and/or formulary.

Reference price (pharmaceutical)/Internal reference pricing. In the
context of this dissertation reference pricing refers to internal
reference pricing (IRP) and not external reference pricing (international
benchmarking). IRP refers to a maximum reimbursement level for a
defined cluster of drugs.

Single Exit Price. This is the price, approved by the Department of
Health, that the manufacturer or importer of a medicine sets. It
includes any logistics fees and value-added tax but excludes any
dispensing fee.

Therapeutic Reference Pricing. A maximum reimbursement level
applies to a defined cluster of drugs that may be pharmacologically or
therapeutically similar.

Trade-Related Aspects of Intellectual Property Rights. TRIPS is an
international agreement which has established intellectual property
standards for the international trading system. It is administered by
the World Trade Organisation (WTO).

Value added tax. Current value in South Africa is 14%

World Health Organisation
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Introduction

Pharmaceuticals are responsible for a substantial percentage of the total cost of health care.
Fuelled by the characteristics of market imperfection and the relatively inelastic demand for
medicines, the increase in pharmaceutical expenditure continues to exceed economic growth

and inflation (Organisation for Economic Co-operation and Development (OECD) 2008).

Against this background many countries have implemented pharmaceutical pricing policies to
control costs. These policies target different components of the price chain including the
manufacturer, the wholesaler and the retailer’s price (Aaserud et al. 2006). Examples of such
policies include price caps, negotiated prices, price freezes, international benchmarking (also
referred to as external reference pricing), profit regulation, index pricing and reference pricing

(RP) (Aaserud et al. 2006). Frequently various combinations of these policies are implemented.

Internal reference pricing (IRP) refers to a maximum reimbursement level for a defined cluster
of drugs. Typically a patient will pay the difference between the price of the dispensed drug
and the reference price. Different models of internal reference pricing exist. These are largely
defined by the criteria for inclusion within a cluster. In generic reference pricing (GRP) models,
also referred to as molecular reference pricing, drugs within the cluster typically have the
same active ingredient and pharmaceutical form. Therapeutic reference pricing (TRP) clusters

may be pharmacologically or therapeutically similar.

Internal reference pricing (as opposed to external reference pricing) is referred to as

‘reference pricing’ in this dissertation.
Problem statement and justification for research

Many countries have implemented GRP models at a national or individual insurance scheme
level. This is particularly true for the Organisation for Economic Co-operation and
Development states (OECD 2008). However, concerns have been raised on the mixed effects
of GRP in particular on its impact on drug pricing competition, utilisation patterns, health
outcomes, innovative drug development and equity issues related to out-of-pocket (OOP)
payments (‘a fee paid by the consumer of health services directly to the provider at the time

of delivery’ (World Health Organisation 2000)). In addition GRP has been shown to result in
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short-term cost-savings. In order to maintain savings over longer periods of time it becomes
necessary to implement reference pricing for additional clusters of drugs (Golob, Molj &

Podnar 2007).

Despite these concerns, historically there are few published studies of the empirical effect of
reference pricing (Lopez-Casasnovas, Puig-Junoy 2000). In the past 10 years publications have
increased in OECD countries, but in low and/or middle-income countries (LMIC) there remains
a paucity of published research on the impact of pharmaceutical policies to increase the use
of generics, including GRP, both at national and private insurer level ( Faden et al. 2011, Kaplan
et al. 2012). In a meta-analysis of published literature from 2000 to 2010, Kaplan et al
referenced only one article on generic reference pricing in LMICs. In their conclusion they
stressed that ‘Evaluations of generic medicines policies in LMICs are urgently needed’ (Kaplan
et al. 2012, p. 223). Most available empirical studies address the impact of reference pricing
on product prices; studies assessing the impact of RP on utilisation and expenditure are
frequently not as robust as price studies. In addition many studies use aggregate level rather

than individual case/patient-level data, due to the lack of accessibility to micro-data.

This dissertation aims to address this dearth of information by providing robust empirical data,
based on individual case data, on the impact of GRP on price, utilisation, expenditure and OOP

payments in South Africa’s private health insurance industry.

The research findings will provide useful evidence to assist in developing optimal GRP policies,

specifically in LMICs.
The South African context

South Africa has a fragmented, two tier healthcare system. 8.76 million people (approximately
16% of total population) have private medical insurance (Council for Medical Schemes 2014),
and the remaining 84% of the population use the public sector and/or private sector, the latter
being on an out-of-pocket (OOP) basis. The privately insured market however uses 43% (R84.7
billion) of the country’s total healthcare spend. 17% (R14 billion) of this private insurance
healthcare expenditure is spent on medicines, excluding hospital medicines. Significant
increases in medical insurers’ expenditure, particularly on medicines, were especially

apparent from the mid-‘80s to mid-90’s (Council for Medical Schemes 2011).
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In the past decade several regulatory interventions and policies have been implemented in an
effort to control medicine prices in the private sector, including limited pro-generic policies.
The Department of Health (DoH) has indicated that the aim of the regulatory interventions is
to “Protect the South African health system from paying distorted prices for medicines
through the elimination of price distortions and price distorting behavior” (Department of
Health 2010). Regulations and policies relating to medicine pricing that have been
implemented include regulation of the price of medicines and dispensing fees, the prohibition
of rebates, discounts and other incentive schemes offered by manufacturers to providers and
mandatory generic substitution. Draft regulations includes international benchmarking of
prices of medicines (external reference pricing), regulation of logistic fees that manufacturers
pay for the distribution of medicines and pharmacoeconomic evaluation requirements for
new chemical entity medicines and for new indications for existing medicines. In addition all
scheduled medicine must be registered by South Africa’s Medicine Controls Council (MCC)
prior to marketing the product in South Africa. Any ‘interchangeable multi-source medicine’
(generic) must prove bioequivalence to the originator to get registration approval. Further
detail on these policies and regulations is provided in the literature review section of this

dissertation.

There is no national GRP system in South Africa, but GRP and TRP are applied by various
medical insurers in the private insurance industry, sometimes simultaneously. The first GRP
model called “Maximum Medical Aid Price” (MMAP) was implemented in 1987 by MediKredit
Pty (Ltd). MMAP clusters include interchangeable multi-source products that have exactly the
same active ingredient/s and salt/s combination, strength of the active ingredient/s and
dosage form (for example tablets versus capsules) as other pharmaceutical products. Products
are excluded from the MMAP listing if substitutability data from international sources indicate
concerns of substitution in drugs with narrow therapeutic index in life-threatening diseases.
MMAP categories and prices are typically updated annually but ad hoc updates are also made
in accordance with price changes of pharmaceutical products within an existing category, the
launch of new pharmaceutical products that prompt the creation of new categories and the
discontinuation of pharmaceutical products and/or withdrawal of pharmaceutical products
within an existing category requiring the deletion of the category. Prices are determined to

allow flexibility when selecting a pharmaceutical product.
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Subsequently multiple GRP models based on different methodologies have been
implemented by different medical insurer administrators and pharmacy benefit managers
(author’s own industry knowledge). The complexity of the variety and variability of GRP
models impacts prescribers and dispensers and is thought to dilute the intended impact of the

individual GRP models.

Pharmaceutical marketing practices used internationally to protect the market share of
originators by minimizing or delaying the entry and penetration of generics, are common in
South Africa. These include the launch of ‘me-too’ products (also referred to as ‘second
generation’, “follow-up’ and ‘incremental innovation’ drugs) which are reformulations of
existing drugs resulting from follow-up research and development as well as ‘authorised
generics’, also known as ‘clones’ and ‘auto-generics’ (Federal Trade Commission 2011).
Authorised generics (AGs) are manufactured either by the originator company or by another
pharmaceutical manufacturer through acquisition or joint venture. They may be launched
prior to the originator’s patent expiry in an effort to gain the ‘first-mover advantage’ in which
the first generic launched is able to gain substantial market share at a higher price than that

of later generics (Lépez-Casasnovas, Puig-Junoy 2000).

Literature review

Definitions

Reference pricing is a mechanism used to control pharmaceutical expenditure. External
reference pricing refers “the practice of using the price(s) of a medicine in one or several
countries in order to derive a benchmark or reference price for the purposes of setting or
negotiating the price of the product in a given country” (Leopold et al, 2012). Internal
reference pricing is a method of reimbursement. The maximum price that a third party payer
will reimburse a specific drug is defined by its internal reference price for that drug’s cluster.
Typically an OOP payment equivalent to the difference between the dispensed medication
and the reference price is due by the consumer if the price of the dispensed drug is higher
than the reference price (Miraldo 2009, Galizzi, Ghislandi & Miraldo 2011). This OOP payment

is often referred to as cost-sharing (Aaserud et al. 2006).
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The equivalence criteria of the cluster determine the type of internal reference pricing. Three
basic types of clustering are defined based on chemical, pharmacological or therapeutic
equivalence. In GRP chemical equivalence criteria are applied. Included products typically
have the same active ingredient, strength and dosage form as an off-patent originator drug
and are generally considered interchangeable (Aaserud et al. 2006, Galizzi, Ghislandi &
Miraldo 2011). Therapeutic reference pricing (TRP) may include clusters of drugs that are
chemically different but pharmacologically similar with similar or identical indications; or the
clusters can be therapeutically similar and include all drugs to treat a specific condition
(Aaserud et al. 2006, Galizzi, Ghislandi & Miraldo 2011). Reference pricing is often applied in
combination with other policies aimed to control pharmaceutical expenditure such as price

capping, controlling pharmacists’ margins and mandatory generic substitution.

Objectives of reference pricing

The ultimate objective of reference pricing is control of pharmaceutical expenditure with no
associated negative health outcomes (Lépez-Casasnovas, Puig-Junoy 2000) and no
discriminatory effects (Miraldo 2009). Its effectiveness depends on its ability to influence both
the supply- and demand-side of pharmaceuticals. Demand control aims to limit the quantity
of medicine dispensed. Supply is controlled by creating price competition around the
reference price resulting in an attempt to “induce price responses from the pharmaceutical
firms” (Brekke, Konigbauer & Straume 2007) to ensure that market share is not lost (Lopez-
Casasnovas, Puig-Junoy 2000, Aaserud et al. 2006). The success of reference pricing is
influenced by multiple factors. These are detailed in the substantive literature review section

of the dissertation.

International status of generic reference pricing

GRP is a common pharmaceutical policy in many countries. In Europe the majority of countries
apply some form of officially set reference pricing. Most use chemical equivalence as the
criteria for reference pricing, but some countries apply varying combinations of TRP and GRP
(Puig-Junoy 2010). LMICs mostly apply national generic substitution policies, but few of these
countries currently apply GRP. Where it is applied, there is very little literature available on its
effects. As indicated above there are several models of GRP that are applied in South Africa’s

private healthcare sector.
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Across all countries the RP models differ considerably in terms of equivalence criteria and

price calculation.

The effects of generic reference pricing

The jury is still out on the long-term effectiveness and clinical outcomes of GRP. This

speculation is fuelled by the lack of available long-term data (Golob, Molj & Podnar 2007).
Effect on product price

Theoretical studies predict that with the implementation of RP, drugs that are priced higher
than the reference price will decrease in price, and the quantum of this decrease depends on
the design of the RP model, the number of drugs in a cluster, consumer price sensitivity and
consumer perception of the substitutability of generics for brand-name drugs. In addition
theory suggests that the price of non-referenced therapeutic alternatives may increase

(Brekke, Holmas & Straume 2011).

Several empirical studies were found to support these theoretical predictions (Puig-Junoy
2010, Galizzi, Ghislandi & Miraldo 2011). Puig-Junoy reported that price decrease often
occurred rapidly after GRP implementation, but these decreases were however asymmetrical
(Puig-Junoy 2010). A Slovenian study however partially supported the ‘generic paradox’
(Lépez-Casasnovas, Puig-Junoy 2000) theory as the prices of several original products did not
decrease with the launch of generic products and the implementation of reference pricing

(Golob, Molj & Podnar 2007).

The decrease in price due to GRP is generally much smaller than that of TRP models, which
supports theoretical predictions (Galizzi, Ghislandi & Miraldo 2011). In addition, price drops

have been positively correlated with the number of generic categories (Puig-Junoy 2010).

A study by the European Commission (European Commission 2009) showed that price
reductions were greater when GRP is combined with mandatory generic substitution and

when references prices are regularly revised.
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Effect on expenditure and utilisation

The introduction of RP (GRP and TRP) is predicted to impact the utilisation and market share
of originator and generic drugs (Miraldo 2009). Generic market share increases significantly if
originator products do not drop their prices to RP levels (Ghislandi, Krulichova & Garattini
2005, Golob, Molj & Podnar 2007, Galizzi, Ghislandi & Miraldo 2011). In addition empirical
studies in multiple countries have shown a significant reduction in total expenditure. This
decrease is reported to be most significant in the short-term (Simoens et al. 2005, Ghislandi,

Krulichova & Garattini 2005, Puig-Junoy 2007).
Impact on out-of-pocket (OOP) payments

OOP payments resulting from cost-sharing policies have been shown to reduce demand
(Fiorio, Siciliani 2010). However, providers frequently determine demand. As such a
prescriber’s reluctance to use generics together with information asymmetry may result in
increased GRP OOP payments. This may reduce equity in healthcare as cost-shifting could be

directed to individuals who may not be able to cost-share (Mossialos, Mrazek & Walley 2004).
Aim and objectives

The aim of this study is to investigate the impact of generic medicine reference pricing and
thereby contribute to generic medicine pharmaceutical pricing policies and their

implementation, particularly in LMICs.

The specific objective is to analyse the impact of the implementation of new generic reference

pricing categories in part of the South African private sector on:

e The price of drugs subject to GRP;
e The expenditure and utilisation of drugs subject to GRP;
e Market share dynamics;

e Patient out-of-pocket (OOP) payments.

This study does not include consideration of therapeutic reference pricing (TRP), the effect of

GRP on drugs not subject to GRP, the impact on pharmaceutical innovation and health
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outcomes, and the impact of GRP on overall healthcare utilisation, i.e. hospitalization, doctor

and overall medicine expenditure.

Methodology
Study design and measurements

This is a quasi-experimental study. The study design is an analysis of a natural experiment. It
is an intervention study using retrospective patient-level (not aggregated) secondary data

obtained through records review.
Sampling strategy

MediKredit's ‘Maximum Medical Aid Price’ (MMAP) model is the GRP model that is evaluated
as an intervention. MMAP has been selected for two reasons: as the first GRP model in South
Africa it has been the industry standard since 1987, and, as the author worked for MediKredit

at the time of initiating this research, access to the data was facilitated.

MMAP categories were selected based on the following selection criteria: (i) categories should
have comparatively high volumes to ensure that the most significant drug categories based
on market share are reviewed; (ii) categories should have been newly implemented between

April 2008 and July 2009, for the following reasons:

e to minimize confounding that would occur due to the implementation of mandatory
generic substitution in 2003 and medicine price regulation (Single Exit Price - SEP) in 2004;
and

e because data prior to 2008 is not available;

e toenable a post-implementation analysis period of at least 4 years; and

e to maximize the sample size.

The first step was to identify eligible MMAP categories, in accordance with criteria defined
above. A list of all MMAP categories that were implemented between 1 April 2008 and 31 July

2009 was obtained from the MediKredit database. Exclusion criteria included the following:

e Categories implemented prior to 1 April 2008 due to issues of data availability.
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e Categories implemented after 31 July 2009 were also excluded to ensure that the MMAP
category had been effective for at least 3 years and to maximize the data set.

e Any category that was withdrawn either temporarily or permanently during this period

e Any category to which therapeutic reference pricing applied, as the TRP is in some cases

lower than the GRP and will act as a confounder.

Next, the list of MMAP categories identified were analysed against the claims database to
establish which categories had the greatest volumes. A list of all products per identified
MMAP category was then requested from MediKredit, together with a flag indicating whether
each product is an original, generic or AG. MediKredit, as the custodian of the National
Pharmaceutical Product Index (NAPPI) codes, produces and distributes a product file
throughout the industry. This file is updated daily with new products and SEP changes that

have been approved by the Department of Health.

The third step was to obtain the price history for each MMAP category as well as for each drug
over the defined period. Data required for each MMAP category is detailed in Appendix A in
Part E.

The fourth step in the sampling strategy was to identify eligible medical insurers that applied
MMAP consistently over the analysis period. In an effort to minimise confounders, insurers

were excluded if the following applied:

a customised variation of GRP was applied. In the MediKredit environment some insurers
opted to customise the reference price and/or the frequency of review;

e membership varied by more than 20% over the study period;

e closed formularies were applied which limited access to equivalent drugs in the GRP
category;

e benefit exclusions for some or all of the identified MMAP categories applied.

Finally the claims data to be analysed was extracted. In addition to identifying only those
claims that are impacted by the sample MMAP categories and corresponding drugs, the

following inclusion and exclusion criteria were applied:
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e Include claims with a processing date from 4 months prior to the applicable MMAP
category implementation to at least 4 years after MMAP category implementation to
allow for appropriate periods for the before and after analyses. Where claims data is
available for longer than 4 years this should be included.

e Include a medical insurer’s data (non-identifiable) only if MMAP was applied throughout
the period of analysis and the medical insurer’s membership did not vary by more than
20% over the period of analysis. This criterion is necessary as any major change in
membership numbers and associated change in member profile could introduce
confounding.

e Include approved claims only (not rejected or reversed claims).

Pricing data should exclude dispensing fees as these may vary across schemes and providers

and will introduce an element of confounding.

Characteristics of the study population

The sample claims data analysed was for patients of any age that were members of private

health insurers that processed all of their medicine claims through MediKredit.

Instruments

MediKredit’s data warehouse was used to obtain claims data for analysis. Claims data was
requested for products that are specific to the identified sample of GRP categories, based on
defined data entry criteria. Data did not include any patient-identifiable indicators such as
name, medical insurance membership number or date of birth. The claims data did not include
any provider, medical insurer and/or medical administrator-identifiable indicators. The data

fields required per claim are listed in Appendix B in Part E.

Outcomes

The impact of the implementation of each of the identified MMAP categories has been
measured for several variables. In each case the impact of MMAP on the sample is measured
by analyzing changes to the originator, AG (where applicable), generics and overall MMAP

category (across all drugs in cluster).
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The changes in the variables are measured from one time interval to another. The time
intervals are referred to as ‘periods’. These ‘periods’ are the 4 months prior to the
implementation of MMAP (MMAP launch date), the time interval after MMAP launch, and the

periods between subsequent MMAP price changes.

The first variable is the impact of GRP on the price of products in the reference pricing cluster.
The second and third variables are drug expenditure and quantity dispensed. The fourth and

fifth variables are the percentage of the market share, based on both volume and expenditure.

The final variables relate to OOP payments. These variables determine whether MMAP has
achieved its objective of encouraging a switch to lower-cost generics in order to reduce OOP
payments. This is determined by analysing whether there have been changes in the volumes,
expenditure and quantum of OOP payments per referenced category. The percentage of total
dispensed volumes that generates an OOP payment, the percentage of total drug expenditure
that was paid out-of-pocket and the quantum of the OOP payment (where an OOP payment

applies) are measured.

Reliability and validity of measurements/data

The accuracy of MediKredit’s medicine product file is ensured through a rigorous process: new
medicines, and/or product prices and product terminations are only updated once
communicated by the DoH. All changes to the product file are then validated by a Quality
Control department. Indicators of the product file such as the acute, chronic and
acute/chronic indicators and generic/original flags are assigned based on a set of pre-defined

rules to ensure accuracy.

The reliability and validity of MediKredit’s claims data is also ensured through a rigorous
process, necessitated by the fact that it is used for financial reimbursement. Basic data
validation checks are done such as member details, provider and drug code checks; the risk of
provider technical error is reduced through the use of validation checks e.g. an inappropriate
qguantity on a claim due to provider ‘finger trouble’” when submitting the claim will be rejected
based on excessive quantity controls. Most claims are submitted in an on-line real-time

environment so providers are immediately notified of errors and can resubmit the claim

A-13



immediately. All product prices are checked against an industry price file, which is in line with

the DoH SEP file, and are marked down where prices higher than SEP are submitted.
Analysis
Data management

A list of all products falling into the sample was provided by MediKredit, together with relevant
fields including a flag indicating whether a product is an original, generic or AG. The drug

manufacturer was contacted to confirm AG products. See Appendix C in Part E for detail.

Defined Daily Dose (DDD) values per ATC were obtained from the WHO Collaborating Centre
for Drug Statistics Methodology ATC/DDD Index website (World Health Organisation 2014).
DDD is defined as ‘the assumed average maintenance dose per day for a drug used for its main
indication in adults (World Health Organisation 2014)’. Each MMAP category included in the
sample was allocated a DDD. At a claim level the claims data was converted to DDD and cost

data converted to cost per DDD.

Where a product’s pack size was different to that of the MMAP category, then the price for
the product was calculated based on the MMAP pack size. E.g. If the MMAP pack size is 30,
but the products pack size and associated price is 28, then the product’s price will be

calculated based on a pack size of 30.
Monetary figures are in nominal terms and have not been adjusted for inflation.

As the implementation dates and subsequent price changes of the different reference
categories vary, it was necessary to convert the calendar dates to a common denominator. As
such the overall length of the study for each reference category was divided into individual
time intervals, referred to as ‘periods’ in the study. The first period is the 4 months preceding
the implementation of that category’s MMAP, and is referred to as POO. The subsequent
periods are the time intervals between each MMAP price change for that category. The period
that follows MMAP launch is PO1. P02 follows the next change in MMAP price, etc. Within
each period the reference price remains fixed but the price of individual drugs within each

cluster may change, potentially in response to the MMAP price change. As the total study
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duration of each reference category varies and the number of MMAP price changes vary, the

number of ‘periods’ per referenced category may differ.

The time interval methodology is illustrated below:

Study MMAR MMAP (RN MMAR MMAR MMAP
price price price price price price
change change changs change changs change

MR Study

pnce
end
tharge

start

4 months
33
122 days days | 136 days 317 days 232 days 401 days 208 days | 186 days
P00 PO1 P02 P03 P04 P05 P06 PO7

All claims data was then time-adjusted based on the date of implementation of the MMAP
category. Each claim was allocated to a specific period in accordance with the MMAP price

changes and the date of the claim.

The data for the generic drugs were averaged for each outcome measure to allow a

comparison to the originator and AG. For price, a minimum and maximum value was allocated.

As the duration of each time period differs, it was also required to convert the expenditure
and dispensed volumes per time period to a daily quantity to ensure that a common

denominator of comparison is used i.e. Expenditure per day and number of DDDs per day.

Data analysis

The impact of MMAP on each cluster’s product prices is analysed by comparing the changes
in price of the originator, AG and generics (average, minimum and maximum price) relative to

the changes in MMAP price over each allocated ‘period” and across the full study period.

Expenditure is measured by analyzing the average expenditure per day, and the average
expenditure per DDD. Drug expenditure is reported ‘per day’ to ensure a comparable
denominator as the period intervals between MMAP price changes are not consistent.
Expenditure per day is a function of price and utilisation, whereas expenditure per DDD takes

into account the variation in product price, while controlling for volume changes.
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Dispensed quantity is measured by calculating the number of DDDs dispensed per day. Market
share is analysed by volume and value. The change in the dispensed DDDs as a % of total

expenditure and as a % of total volume is analysed.

Changes in expenditure, quantities and market share are quantified for the originator, AG and
average generic and compared from one ‘period’ to another as well as across the full study

period.

Analysis of OOP payments includes 3 variables:

e The percentage of total dispensed volumes that generate an OOP payment is measured
as the number of DDDs with an OOP payment as a % of total DDDs,

e The percentage of total drug expenditure that was paid out-of-pocket is measured as the
OOP expenditure as % Total Expenditure

e The quantum of the OOP payment is measured as the OOP value per DDD, where an OOP

payment applies.

All of the above results are documented in tabular format for each variable per allocated
‘period’. In addition the results are displayed as time-series graphs to depict changes for each

of the variables.

Ethics and communication

Ethics

As this research is a retrospective analysis of claims processed for billing purposes and does
not involve the use of any identifiable or potentially identifiable patient-, provider-, or medical
insurance-specific data it can be considered as being of low ethical risk. In addition data will
not be stored for future analysis. However, there are some ethical considerations that need

to be taken into account.

Permission to supply and use the product file and claims data was obtained from MediKredit
Integrated Healthcare Solutions. As no claims data provided by MediKredit is identifiable for
patients, providers or insurers and data is presented at an aggregated level, consent from

these parties is not required.
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Before proceeding with the study ethical approval was obtained from the Health Sciences

Research Ethics Committee, University of Cape Town (See Appendix D in Part E).

Stakeholders

The primary stakeholder in this study is MediKredit. Other stakeholders are the
pharmaceutical companies (originator and generic), medical insurers & their members,
medical insurance administrators, managed care organisations and pharmacy benefit

managers, particularly companies that are custodians of GRP models.

Government and affiliated stakeholders include the Department of Health, Medicines Control
Council, Health Professionals Council of South Africa, South African Pharmacy Council and the

Council for Medical Schemes.

Industry body stakeholders include the Pharmaceutical Society of South Africa, South African
Medical Association (SAMA), Innovative Medicines of South Africa (IMSA) and the National
Association of Pharmaceutical Manufacturers. In addition the World Health Organisation and
Health Action International, specifically the WHO-HAI Project on Medicine Pricing and

Availability, are relevant stakeholders.

Reporting

The primary stakeholders detailed above will be informed of all of the findings of the study.
The researcher recognizes her ethical responsibility to use the findings generated in this study
to act accordingly. The findings will also be written up in a publicly accessible format, as it is
the researcher’s specific intention to publish this study, especially considering the lack of

empirical GRP data in LMICs.

A policy brief that includes the research findings is included as part of the dissertation. The
researcher will attempt to publish this brief and distribute it to relevant stakeholders,
including the government and industry stakeholders detailed above and the WHO/HAI project

coordinators.
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Logistics

MediKredit data is backed up on a daily basis hence the risk of losing this data is minimal. GRP
model categories and pricing history data was backed up on a personal external hard drive.

The data is captured and stored electronically in a password protected file.
Risks

As there has been no engagement with patients or medical insurers no physical, psychological,

social, economic or legal risks apply.
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Objective

This literature review aims to provide an introduction to generic medicines, highlighting the
cost advantage of increased generic utilisation. An overview is provided of various pro-generic
policies, including generic reference pricing (also referred to as molecular reference pricing),
illustrating how their effectiveness varies based on the complex and variable combinations
that are implemented. Factors impacting generic market penetration are detailed, with
specific reference to the ‘tool-box’ of marketing strategies that are used to promote and

restrict the use of generic medicines.

As this dissertation focuses on the impact of generic reference pricing in the private
healthcare sector in South Africa, particular reference is made to pro-generic and other

pharmaceutical policies in this country.

Finally, | focus on the different types of medicine reference pricing systems, providing an
overview of different models of reference pricing and their various applications
internationally. In keeping with the objective of my dissertation, key findings from studies
that investigate the impact of generic reference pricing (GRP) is provided, including the
impact on product price, drug utilisation and market share, overall expenditure and out-of-
pocket payments. Although my investigation does not cover the health outcomes impact of

generic reference pricing, reference is made to outcomes where data is available.

Search strategy and selection criteria

| searched for publications between 1 January 2000 and 30 June 2013 in English. A full text
search was conducted. The following databases were searched: EBSCOHOST (Cumulative
Index to Nursing and Allied Health Literature (CINAHL), EconLit and Medline); Pubmed; Gale
Cengage, Cochrane Library and Google scholar. | assumed that any rigorous studies would
most likely be published, and hence limited my search on grey literature to the following
websites: WHO/HAI, European Commission and OECD. Where country-specific information,
legislative or industry data was required, | searched specific websites, including (but not
limited to) the Council for Medical Schemes (South Africa), Department of Health (South
Africa), Department of Trade and Industry, European Generic Medicines Association, Federal

Trade Commission, Mediscor and Intercontinental Marketing Services (IMS).



Search terms used were (reference pric* or index pric*) AND (generic or multisource or multi-

source or interchangeable) AND (drug or medicine or pharmaceutical). See Figure 1 for an

overview of the search strategy and results.

The search strategies intended to capture high-income countries (e.g., United States, Europe,

Canada, New Zealand, Australia etc.) and low and middle income countries (LMIC).

Figure 1: Search strategy algorithm

Database Search Results

(n=359)
« EBSCOHOST: 140
e  Pubmed: 78

* Gale Cengage: 100
* Google Scholar: 41

Articles screened based on title
and abstract; duplicates
identified

Included
n=29

(154 duplicates; 176 did not meet
inclusion / exclusion criteria)

Excluded
n= 330

Content of articles reviewed to
determine empirical or
theoretical value

Empirical value Theoretical value
n= 25 n=4

Other References
Additional references were
sourced where required.
E.g.:

OECD
World Health Organisation / HAI
Federal Trade Commission
Department of Health, South
Africa
Council for Medical Schemes
European Commission
Department of Trade and Industry
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Introduction

Generic medicines are described by the World Health Organisation (WHO) as being
pharmaceutical products which are ‘intended to be interchangeable with an innovator
product’, ‘manufactured without a licence from the innovator company’, and ‘marketed after
the expiry date of the patent or other exclusive rights.” (World Health Organisation 2014b).
The underlying principle of generic medicines is that they should demonstrate bioequivalence
to a reference drug which is usually the originator. Generic drugs may be referred to as

unbranded, off-patent, or multi-sourced drugs (Mossialos, Mrazek & Walley 2004).

‘Authorised generics’, ‘clones’ or ‘co-marketed copies’ (referred to as AGs in this dissertation)
are often referred to as generics; however although they have the same active ingredient,
they are marketed under the originator’s license under a different name (Dylst, Vulto &

Simoens 2011).

The advantage of generic medicines is that they do not require the same research and
development as originator drugs. As such there is a price advantage. Intercontinental
Marketing Services (IMS) has estimated in their ‘Responsible use of Medicines’ report that
between 19 and 40 billion US dollars could be saved worldwide through increased use of safe,
low-cost generics (Intercontinental Marketing Services 2012). The price advantage of generic
medicines is also evident in LMIC countries. A 2010 WHO paper reports that price surveys
conducted across a basket of medicine purchased in the private sector in 17 LMICs showed
that use of the lowest cost generic instead of the originator drug could achieve a cost saving
of more than 50% in 15 of the 17 countries surveyed (an average of 9% to 89%) (Cameron,

Laing 2010).

Although there is a worldwide trend towards increasing generic utilisation (Intercontinental
Marketing Services 2012), the market share of generic medication varies considerably across
different countries. This is evidenced by a 2006 study which showed that the market share in
Europe varied from less than 10% (Ireland, Greece and Finland) to almost 80% (Latvia and
Poland). 80% is considered to be the maximum expected rate of generic prescribing (Dunne

et al. 2013). In South Africa utilisation of generic medication is increasing, as reported by
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Mediscor (Bester, Badenhorst 2012). Their report on a sector of private healthcare indicates

an increase in generic medicine utilisation from 50.0% in 2010 to 53.4% in 2012.

Of interest is why there is such variability in the generic market share. There are multiple
influencing factors, many of which fall under the classification of ‘pro-generic’ policies. These

are detailed below.

Pro-generic pharmaceutical policies

Economics of the pharmaceutical market do not adhere to standard economic principles.
Intellectual property rights (patent protection), third-party payments, asymmetrical
information and low price elasticity distort the market. Consequently policy measures, to
ensure efficient dispensing combined with controlled expenditure, have been implemented
to different degrees across many countries. Many of these policies encourage generic

medicine utilisation, as generic drugs are considered to have a price advantage.

A range of pro-generic policies is used to attempt to control healthcare expenditure. They
include demand and supply-side policies that aim to encourage generic entry and generic
competition (Hawkins 2011). Typically supply-side policies are easier and hence more readily

implemented (Kanavos, Costa-Font & Seeley 2008).

The various pro-generic policy options are detailed in Table 1.



Table 1: Generic pharmaceutical policies

Supply-side policies

Pricing and
reimbursement policies

Reference pricing

Price caps and controls

Price controls

Regulatory and IP policies

Physician-directed policies

Fast-track approval

Bolar provision

TRIPS patent flexibilities - Compulsory licensing

First mover advantages - First generic protection with market exclusivity
period

Demand-side policies

Financial

Non-financial

Budgets

Promoting generic prescribing: Compulsory generic prescribing or
Prescribing by generic name.

Computerized support: on-line price and prescribing/dispensing
information

Prescribing monitoring and audit

Pharmacy-directed policies

Financial Pharmacy dispensing mark-ups where incentive is increased profitability
for lower cost items (generics) e.g. Regressive margins
Keep portion of discounts for dispensing cheaper products
Negotiated income targets

Non-financial Promotion of generic substitution

Compulsory generic substitution

Computerized support: on-line price and prescribing/dispensing
information

Prescribing monitoring and audit

Patient-directed policies

Financial

Reference-pricing

Patient cost-sharing - differential or tiered co-payments

Non-financial

Patient education to increase awareness of generics, costs and co-
payments

Adapted from Kavanos et al., 2008. Competition in off-patent drug markets: Issues, regulation and evidence,

Economic Policy, July 2008



Supply side policies

These include strategies to increase the entry of generics into the market by influencing the
reimbursement of medicines, the market price of medicines and/or the regulation of market

authorisation.

Internal reference pricing is a system in which the level of coverage is defined - a fixed
maximum reimbursement amount is set for clusters of bio-equivalent or therapeutically
comparable drugs, but no restrictions are enforced on the manufacturers’ price (Aaserud et
al. 2006, Organisation for Economic Co-operation and Development (OECD) 2008). Internal

reference pricing is described in detail later in this review.

Market prices may be influenced through price caps as applied in France where the price of
generics must be 30% less than originator; the UK applies a maximum price scheme for select
generic medicines to address supply chain issues. This however has its problems as the
maximum price is set too high in some cases as it does not accommodate or promote

competition on price (Kanavos, Costa-Font & Seeley 2008).

Although regulatory restriction of market authorization is often seen to hinder generic entry,
certain provisions may increase generic entry. These include fast-tracking of regulatory
approval of generic medication. Other pro-generic regulatory policies include the Bolar
provision which allows generic companies to complete regulatory requirements including
bioequivalence studies before an originator’s patent has expired (Kanavos, Costa-Font &
Seeley 2008) and compulsory licensing which allows a third party to produce the patented
product or process without the consent of the patent owner. First-mover advantage
encourages the launch of generic drugs by allowing a market exclusivity period (Kanavos,
Costa-Font & Seeley 2008). An example is the US Hatch-Waxman legislation through which

first-to-market generics get a 6-month exclusivity period (Kaplan et al. 2012).

Demand-side policies

These include prescribing and dispensing policies. They may be financial or non-financial

incentives and may be doctor-, pharmacist- or patient-driven. Incentives to prescribe and



dispense generics are typically required as prescribers are more likely to use an originator

product.

e Physicians largely drive the demand for medicines through prescribing and education of
patients. Influencing their prescribing habits and education of patients can impact generic

utilisation and cost.

o Financial physician incentives may include budgets with penalties or rewards to
incentivise doctors to control costs. These have been successful in increasing generic
market shares in Spain (Costa-Fonta, Puig-Junoy 2004, von der Schulenburg,
Vandoros & Kanavos 2011). However this is only successful if budgets are fixed with
clear, enforceable guidelines and rules. Modest increase in generic prescribing and
achievement of targeted savings has been seen in the UK’s former general
practitioner fundholding budgets (Kanavos, Costa-Font & Seeley 2008). The concern
with budgets is both financial and ethical, as there is a risk of quality issues if the
financial incentive is too great.

o Non-financial physician incentives aim to promote or force generic prescribing/
treatment. Prescribing by International Non-proprietary Name (INN) or generic name
is seen to successfully increase generic utilisation. In the UK 83% of all prescriptions
in 2009 and 2010 were generics, the key driver being the impact of government
policy which promotes prescribing by INN in medical training and ongoing practice
(Dunne et al. 2013). INN prescribing was similarly phased in from 2001 in Spain. This
has been well accepted, impacting 35% of Andalusian pharmaceutical spending with
a net effect of reducing the average cost per script to 1% below the Spanish average
(Costa-Fonta, Puig-Junoy 2004). Computerized support which provides on-line price
and prescribing/dispensing information and prescribing monitoring (von der
Schulenburg, Vandoros & Kanavos 2011) and audit (Kanavos, Costa-Font & Seeley
2008) may also improve generic prescribing.

e  Pharmacists have a role in dispensing generic medication and educating consumers.

o Financial pharmacy incentives include dispensing mark-ups which promote increased

profitability for lower cost items (generics). These may be progressive margins such

as flat fee per prescription (Kanavos, Costa-Font & Seeley 2008) or regressive margins

where a higher percentage is paid on lower cost items. Most EU countries have
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implemented this policy. In Belgium, regulations ensure that profits on generics
equal profits on originator drugs in absolute terms (Simoens et al. 2005). Other pro-
generic financial incentives include negotiated income targets for pharmacists
(Kanavos, Costa-Font & Seeley 2008) and claw-backs. Claw-back policies are applied
when manufacturers or wholesalers provide covert discounts to pharmacies. A
healthcare insurer claws back a portion of this discount (Kanavos, Costa-Font &
Seeley 2008).

o Non-financial incentives including generic substitution policies, which may
encourage/promote or oblige/enforce pharmacies to substitute originator products
with generics, are successful in increasing generic utilisation (von der Schulenburg,
Vandoros & Kanavos 2011). Generic substitution policies are implemented in many
countries, including LMIC such as South Africa, Argentina, Bolivia, Chile, Columbia,
Ecuador, Jamaica, Mexico, Peru and Uruguay. However there are no LMIC studies to
support the effectiveness of this policy in these countries (Faden et al. 2011). As with
doctors, computerized support and prescribing monitoring and audit have also been

shown to improve generic prescribing.
e  Patient-directed policies may also impact generic utilisation

o Financial policies include internal reference-pricing, where the consumer pays a
surcharge or co-payment if the dispensed medication is more expensive than the
reference price. This co-payment can however be avoided if a product at or below
the reference price is dispensed. Patient cost-sharing shifts some of the financial
responsibility onto the patient in an effort to encourage use of cheaper generics. This
cost-sharing may be in the form of tiered or differential co-payments (a generic drug
may have a lower percentage co-payment compared to a branded drug). Non-tiered
co-payments such as co-insurance (some consumers may be exempt e.g. France and
Spain), a fixed or flat-rate fee per prescription (Mossialos, Mrazek & Walley 2004,
Austvoll-Dahlgren et al. 2008) do not however encourage generic use as a fixed
amount is paid irrespective of the drug type (Kanavos, Costa-Font & Seeley 2008).

o Non-financial policies include patient education to increase awareness of generics,

costs and co-payments.



In practice pro-generic policies vary in their effectiveness due to the complex combinations
that are implemented with different degrees of vigour as well as efforts to address barriers
to implementation of these policies (Kanavos, Costa-Font & Seeley 2008). Common to all pro-
generic policy implementation is poor monitoring to evaluate their effectiveness and
consequently the appropriate mix that collectively promotes generic competition,
encourages generic market entry and penetration and reduces overall healthcare expenditure

is not clearly understood.

Determinants and Impact of Generic Market Entry and Penetration

Entry of a generic to a market depends on expected profits (Moreno-Torres, Puig-Junoy &
Borrell 2009), which are determined by the extent of price regulation and price competition,
and related barriers to entry. Price regulation may have the unintended consequence of
prices being set higher due to concerns that low prices will be difficult to increase at a later
stage. In the US for example where medicine prices are not regulated and price competition
is significant, generic prices are seen to decrease substantially over time and have been seen
to gain market sales of 50% within the first year of launching (Kanavos, Costa-Font & Seeley
2008). Kavanos et al report that the average generic launch price in the US was 25% less than
the originator, and decreased to 20% of the initial average generic price (Kanavos, Costa-Font
& Seeley 2008). However the impact of generic entry on the originator price is not as clear,
and in certain cases appears to be independent of generic competition. This is often
attributed to demand-side brand loyalty. Some studies have demonstrated the ‘generic
paradox’ effect in which originator prices increase with the launch of a generic (von der
Schulenburg, Vandoros & Kanavos 2011); whereas other studies report that originator prices
don’t decrease but their inflationary increase slows down (Kanavos, Costa-Font & Seeley
2008, von der Schulenburg, Vandoros & Kanavos 2011). However, where other policies such
as reference pricing co-exist, generic entry does appear to have a competitive effect on the

originator price (Kanavos, Costa-Font & Seeley 2008).

Other barriers to entry and penetration of generics include first mover advantages, non-
transparent discounting and other demand-side incentives as well as originator drug
marketing strategies (Kanavos, Costa-Font & Seeley 2008). These are detailed under the

‘marketing strategy’ section below.
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Generic market entry has been positively associated with the potential market size, which
relates to anticipated profits and the number of generic companies, the age of the market
and the number of branded products (copy or licensed) (Moreno-Torres, Puig-Junoy & Borrell
2009). The impact of reference pricing on generic entry is detailed later in this literature

review.

Several studies have indicated that issues which impact generic penetration are patent
protection policies and the extent of price regulation (Magazzini, Pammolli & Riccaboni 2004).
Policies that encourage price competition have been seen to be effective in increasing generic
penetration (e.g. USA), whereas environments in which prices are highly regulated appear to
limit generic diffusion (e.g. Spain: 2006 IMS data indicates a market share for generics 14.6%
in volume, and 7.9% in value) (Magazzini, Pammolli & Riccaboni 2004, Moreno-Torres, Puig-

Junoy & Borrell 2009).

Kavanos et al. (2008) summarize the effects of generic entry in Table 2.
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Table 2: Impact of expiry of originator brand patent and generic entry

Variable Effect Comment

Price of originator Likely to Effect holds if there is no regulation

brand increase

Price of generic drug Declines Extent of decline is unclear and may depend on
regulation

Volume or market Declines Decline is significant and may at times reach zero

share of originator

brand

Volume or market Increases Takes up most of the originator market share, but

share of generic drug may not increase significantly due to potential
switch effects

Number of generic Increases Effect on generic price and generic penetration is

entrants post patent
expiry and their effect

ambiguous

Savings to health
insurance from greater
generic use

Should increase
significantly

No evidence exists at systemic level; available
evidence pertains only to ad hoc estimation of
individual policy measures

Source: Kavanos et al. 2008. Competition in off-patent drug markets: Issues, regulation and evidence.
Economic Policy. vol. 23, no. 55

Marketing Strategies

Originator pharmaceutical companies are continuously trying to minimize the increasing
market share of generic drugs. A 2009 European Commission of Inquiry into the
pharmaceutical sector indicated that while factors such as regulatory framework play an
important role in obstacles to generic market entry, it established that the behaviour of
originator companies has a profound impact on market entry. It describes the ‘tool-box’ of
armaments that originator companies use in response to generic entry. The European

Commission lists the following 'instruments and measures’ that are used by originators

(European Commission 2009, p. 16):

o “patenting activities,

e contacts, disputes and litigations between originator and generic companies,

e opposition procedures and appeals before patent offices,

e patent settlements and other agreements between originator and generic companies,
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e interventions of originator companies before national authorities deciding on marketing
authorisation, pricing and reimbursement of generic products,
e promotional activities, and

e second generation products.”

In addition originators may also develop, launch and market patent-protected therapeutic

alternatives (Simoens et al. 2005, Galizzi, Ghislandi & Miraldo 2011).

The European Commission, in its Pharmaceutical Sector Inquiry Final Report, defines second
generation products, also referred to as ‘follow-up’ products, as “products that result from
follow-up R&D essentially based on that of an existing product ("first product") and have
essentially a similar mode of action. These second products may have the same INN
(International Non-proprietary Name) as the first product (e.g. second products involving
inter alia new formulations, crystalline forms, particle sizes or medical uses) or a different one
(e.g. combinations, individual stereoisomers separated from mixtures or the identification of
metabolites of an existing INN).” (European Commission 2009, p.351) Industry frequently

refers to these as ‘me-too’ or incremental innovation drugs.

In addition to the launch of ‘me-too’ and other on-patent innovative products, an increasing
trend seen in many countries, including South Africa is the launch of ‘authorised generics’
(AGs), also referred to as ‘clones’ or ‘auto-generics’. AGs, as defined in a report by the Federal
Trade Commission are “pharmaceutical products that are approved as brand-name drugs but
marketed as generic drugs.” (Federal Trade Commission 2011, p. 3). They have alternative
names to their generic brand-name counterparts and are manufactured either by the
originator company or by another pharmaceutical manufacturer through acquisition or joint
venture. They are frequently launched prior to the originator’s patent expiry. This is based
on the concept of the ‘first-mover advantage’ in which the first generic launched is able to
gain substantial market share at a higher price than that of later generics. As the quality of
the AG is perceived to be higher than that of later entrants, first entrant prices can be
maintained at a higher level and products may retain market share for a longer period of time

(Lépez-Casasnovas, Puig-Junoy 2000).
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The implementation of ‘pay-for-delay settlement’ is another strategy to minimise the impact
on originator drugs. In this agreement a brand-name company pays a generic manufacturer
to delay their launch of a generic together with the promise not to launch an AG. This is
particularly prevalent in the US where the first generic filed gets a 180-day exclusivity period
when no other generic may launch. AGs are not subject to this exclusivity (Federal Trade

Commission 2011).

The response to the launch of a first-time generic often favours originator products and the
perception of generics is frequently negative. This is as a result of a combination of factors

including:

imperfect information regarding the quality of generics due to a poor understanding of

the regulatory requirements for the registration of generic medicines;

e brand loyalty to originators and risk aversion based on provider and patient experience
gained during the on-patent period (Lépez-Casasnovas, Puig-Junoy 2000);

e the launch of originator ‘me-too’ products in competition with generics combined with

strong sales and marketing force of originator products (Galizzi, Ghislandi & Miraldo

2011).

e the lack of incentive to move to generics (Lépez-Casasnovas, Puig-Junoy 2000).

South African pharmaceutical policies that impact generics

In South Africa medicines are highly regulated, affecting market structure and competition.

Policies that impact the entry and penetration of generics into the market are detailed below.

e Drug registration: All scheduled medicine must be registered by South Africa’s Medicine
Controls Council (MCC) prior to marketing the product in South Africa. The MCC
determines the scheduling status of medicines and approves products on the basis of
efficacy and quality of the production facility. Pharmacoeconomic evaluation information
for new chemical entity medicines and for new indications for existing medicines is
currently required on a voluntary basis. Any ‘interchangeable multi-source medicine’

(generic) must prove bioequivalence to the originator to get registration approval.
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Registration processes are notoriously slow, although there is an accelerated review
process to fast track the registration process for specific medicines that have important
therapeutic benefit and which are required urgently to deal with key health problems.
The turnaround times for registration of generic medication is reported to be faster than
that of innovative products (Crasto 2014).

Draft changes to Intellectual Property regulations were published in September 2013. A
change in the Patent Act to incorporate ‘patent flexibilities’ as contained in the TRIPS
Agreement is proposed to ensure that the Act is amenable to issues related to access to
public health. ‘Patent flexibilities’ include compulsory licensing, which allows a third party
to produce the patented product or process without the consent of the patent owner
(Department of Trade and Industry 2013).

Price regulation: In the past decade several regulatory interventions and policies have
been implemented in an effort to control medicine prices. The Department of Health
(DoH) has indicated that the aim of the regulatory interventions is to “Protect the South
African health system from paying distorted prices for medicines through the elimination
of price distortions and price distorting behaviour” (Department of Health 2010a). Pricing

regulation and related policies are as follows:

o Single Exit Price (SEP) was introduced in 2004. This requires that manufacturers or
importers of medicines sell scheduled medicine at the same price to all purchasers
with the exception of the State. Manufacturers were required to submit their initial
SEPs based on a calculation adjusted for discounts previously given and taking into
account the price of the product in other countries where medicine prices were
regulated. The SEP includes the logistics fee which may be negotiated between the
manufacturer and logistics providers/distributors. SEP increases are only allowed on
an annual basis. The quantum of the increase is guided by a published formula, but
the final increase is determined annually by the Pricing Committee (Department of
Health 2004a). Legislated SEP increases are detailed in Table 3; these are the
maximum that a SEP may be increased. Of note is that a zero percent increase was
applied in 2005, 2006 and 2011. SEP decreases, either temporary or permanent can

be made at any time through application to the DoH.
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o Rebates, discounts and other incentive schemes offered by manufacturers to

providers have been prohibited since 2004 (Department of Health 2004b).

Table 3: Legislated Single Exit Price increases

Year Quantum of Increase

2005 No increase
2006 No increase
2007 5.2%
2008 6.5%
2009 13.2%
2010 7.4%
2011 No increase
2012 2.14%
2013 5.8%

Source: (Department of Health 2006, 2008a, 2008b, 2010b, 2011, 2013)

o Dispensing fees were regulated in 2004, but were contested in court and only finally

implemented in December 2010 for pharmacists. These are reviewed annually. The
dispensing fees are based on a tiered structure and are considerably higher for more
expensive drugs. Consequently this could result in a disincentive for a pharmacy to
dispense cheaper products e.g. cheaper generics. Dispensing fee regulations and
licensing restrictions are also in place for non-pharmacists such as doctors and

nurses.

o Draftregulations for the introduction and methodology of international benchmarking

(external reference pricing) of originator medicine prices have been published (May
2014) but not yet implemented. Australia, Canada, New Zealand, Spain and South
Africa as proposed as benchmark countries (Department of Health 2014). Regulation
of logistic fees that manufacturers pay for the distribution of medicines has also been

published but not finalised.

o There are no specific pro-generic pricing or reimbursement policies. No national

system of GRP is in place in South Africa. However in the private insurance industry
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both GRP and therapeutic reference pricing (TRP) are applied, sometimes
simultaneously. Whereas only some administrators and schemes TRP, mostly for
chronic medication, GRP is frequently applied. In 1987 MediKredit Integrated
Healthcare Solutions (“MediKredit”), a pharmacy benefit manager, implemented the
first GRP model called “Maximum Medical Aid Price” (MMAP) (Author’s industry
knowledge). This model soon became the industry norm. Subsequently multiple GRP
models have been implemented by different medical scheme administrators and
pharmacy benefit managers. Table 4 lists the names and custodians of some of the

different models.

Table 4: Generic reference pricing models in South Africa's private healthcare insurance market

Reference Pricing Model Name Abbreviation  Custodian

Careware Average Price CAP Liberty
Maximum Medical Aid Price MMAP MediKredit Integrated Healthcare Solutions
Medicine Price List MPL Medscheme Holdings
Mediscor Reference Price MRP Mediscor
Qualsa Maximum Price Qmp Qualsa Healthcare
(Metropolitan Health Group)

Source: Based on author’s industry knowledge

Each GRP model is based on a different methodology with varying frequencies of updates.
Consequently the industry is subjected to multiple different GRP categories each with varying
reference prices. Although most pharmacies and dispensing doctors use third party practice
management software which typically updates the reference prices for the various GRP
models, it is surmised that the full value of the GRP is undermined by the complexity of
multiple models. As medicine is frequently reimbursed by a third party, prescribers are often
less aware of the cost of prescribed medicine and available generic alternatives as well as the

varying reimbursement limits of the different GRP models.

e The only pro-generic demand side policy that is in place in South Africa at a national level
is mandatory generic substitution which was implemented in 2003 (Deroukakis 2007).
This legislation requires that pharmacists or other dispensers of medication are obliged
to inform patients of the availability of ‘interchangeable multi-source medicine’ (generic)

alternatives as a substitute for the branded medication prescribed by their doctor and
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dispense a generic alternative, unless the doctor has specifically indicated that
substitution should not take place, the patient declines a generic or the price of the
generic is higher than that of the branded product. At the time the Medicines Control
Council (MCC) maintained a list of products that were considered non-substitutable. This
list has subsequently been withdrawn.

Other pro-generic policies in place are typically driven by private funders of health care
in an effort to reduce medicine costs. These include the use of treatment protocols
and/or formularies as well as the appointment of ‘designated service providers’ (DSPs)
for the provision of specific services and regulations relating to the implementation of
prescribed minimum benefits (PMBs). The PMBs are a set of benefits for which a medical
scheme is obliged to pay in full, including the diagnosis, treatment and care costs. Generic
prescribing and dispensing may be a pre-requisite for participation as a DSP for the supply
of medicine. Manufacturers compete for inclusion on formularies and negotiations are
complex as a manufacturer needs to take into account a wide variety of the formularies
and reference pricing models, each with different member impact and implementation
dates as well as the manufacturer’s DSP arrangements.

The South African private healthcare market is subject to multiple pharmaceutical pricing
regulations as well as medical insurer PMB and DSP requirements. The complexity of
these policies is enhanced by the fragmentation resulting from a multitude of different

insurers that apply additional customized pharmaceutical policies.

Reference pricing

Definition

Reference pricing may be external or internal. External reference pricing is a price control

mechanism, whereas internal reference pricing is a method of reimbursement by setting a

ceiling for health insurers. These are defined in more detail below.

External reference pricing or international benchmarking is defined as “the practice of using

the price(s) of a medicine in one or several countries in order to derive a benchmark or

reference price for the purposes of setting or negotiating the price of the product in a given
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country”. It is the most commonly used pricing policy in Europe, being used by 87% of

European countries (Leopold et al. 2012).

Internal reference pricing is a system of controlled reimbursement in which a maximum
reimbursement price is set by a third party insurer for a defined group or cluster of medicines.
The difference between this reference price and the price of the prescribed drug, if higher, is
paid by the patient. This out-of-pocket (OOP) payment is often referred to as cost-sharing
(Aaserud et al. 2006). Patients are made aware of drug prices and are made to bear some
responsibility for higher cost drugs, thus transferring risk from the funder to the patient.
Unlike fixed co-payments, patients can choose to avoid a co-payment as they have the option
to switch to a lower-cost drug at or below the reference price (Aaserud et al. 2006, Miraldo
2009, Moran 2010, Galizzi, Ghislandi & Miraldo 2011). However, the desired outcome is that

the patient switches to a cheaper alternative, thus reducing the overall cost of the drug.

Different terms used for reference pricing include maximum allowable costs, best available
prices and minimum pricing (Aaserud et al. 2006). Reference pricing is sometimes referred to
as “index pricing”, however with index pricing the pharmacist is incentivized to dispense the
lowest cost drug in the index cluster as the pharmacist pockets the difference between the
index price and the dispensed drug price (Aaserud et al. 2006, Brekke, Grasdal & Holmas
2009).

Although it is not strictly a pricing policy, reference pricing can have an impact on
manufacturers’ pricing policies as the manufacturer has an incentive to price below the
reference price (Dylst, Vulto & Simoens 2011). As such it may be referred to as an indirect

method of price control (Aaserud et al. 2006).

Internal reference Pricing Objectives

The objective of reference pricing is to promote rational use of interchangeable drugs to
control overall pharmaceutical expenditure with no associated negative health outcomes
(Lépez-Casasnovas, Puig-Junoy 2000, Golob, Molj & Podnar 2007) and no discriminatory
effects (Miraldo 2009). The success of this objective depends on the effectiveness of reducing
the demand for higher-priced products (demand-side approach) while simultaneously

encouraging product price cuts, thereby stimulating price competition (supply-side approach)
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( Puig-Junoy 2005, Brekke, Grasdal & Holmas 2009). Management of demand is achieved by
creating price-sensitivity and restraint in prescribers, dispensers and consumers of medicine
by exerting financial pressures on consumers through cost-sharing of dispensed products
priced above the reference price. Price competition is created by inducing pharmaceutical
firms to reduce prices around the reference price to ensure that market share is not lost
(Lépez-Casasnovas, Puig-Junoy 2000, Aaserud et al. 2006). However, because of information
asymmetry, moral hazard, provider incentives and heterogeneity that typify healthcare
markets, demand for healthcare is frequently determined by providers. Consequently control

of supply is often more effective than control of demand (Mossialos, Mrazek & Walley 2004).

Types of internal reference pricing

Three basic types of reference price clusters or drug groupings are typically described. The
equivalence criteria of the cluster determine the type of reference pricing. These clusters are
determined by chemical, pharmacological or therapeutic equivalence and are often referred

to as different levels or phases of reference pricing (see Table 5).

Table 5: Comparison of different levels/phases of internal reference pricing

Type of Cluster ATC level Comparability of cluster

Reference equivalence drugs
Pricing (RP) | criteria

1 Generic RP Identical bioactive | ATC level 5 e.g. Therapeutically
(GRP) ingredients, as C10AAO05: interchangeable
demonstrated by | Atorvastatin
bioequivalence

studies
2 Therapeutic | Pharmacological ATC level 4 e.g. Chemically slightly different;
RP (TRP) class C10AA: HMG CoA similar pharmacological
reductase inhibitors | benefit; comparable or
identical indication
3 Therapeutic | Therapeutic class | ATC level 3 e.g. Comparable therapeutic
RP (TRP) C10A: Lipid effect but not necessarily
modifying agents, chemically or
plain pharmacologically similar

Source: Collated from Galizzi 2011; Aaserud et al. 2009

In generic reference pricing (GRP) (Level 1 reference pricing), also referred to as molecular

reference pricing, chemical equivalence criteria are applied. Included products typically have
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the same active ingredient, strength and route of administration as an off-patent originator
drug and are generally considered interchangeable (Aaserud et al. 2006, Galizzi, Ghislandi &
Miraldo 2011). These clusters are within the same Anatomical Therapeutic Chemical (ATC)
level 5 group. Different salts and esters as well as comparable dosage forms e.g. tablet and
capsule may be considered interchangeable. Products with different bioavailability across
brands such as drugs with narrow therapeutic indices for which a change in preparation may
result in toxic or sub-therapeutic doses may be regarded as exclusions to the criteria (Moran
2010). Critical to the implementation of GRP is concise inclusion and exclusion

interchangeability criteria.

Level 2 therapeutic reference pricing (TRP) may include clusters of drugs that are chemically
different but pharmacologically similar with similar molecular structure, similar
pharmacological benefits and similar or identical indications. This typically includes products

that are classified within the same level 4 ATC structure.

Level 3 TRP is the broadest definition where clusters can be therapeutically similar and include
all drugs to treat a specific condition (Aaserud et al. 2006, Galizzi, Ghislandi & Miraldo 2011).
Included drugs, usually in the same ATC level 3 classification, are not necessarily similar
biochemically or pharmacologically, but they have comparable therapeutic effects (Dylst,

Vulto & Simoens 2011).

Although each type of reference price has its own advantages, there are disadvantages at
each level. GRP (level 1) may result in a prescription for a patented drug that is not subject to
reference pricing in order to avoid a co-payment. Ultimately this will drive costs up further.
Therapeutic reference pricing, on the other hand, may prompt the prescribing of a less
appropriate drug with negative clinical consequences in order to avoid a co-payment (Dylst,

Vulto & Simoens 2011).

Practically reference pricing has been implemented in many shapes and forms. Policies and

criteria that determine the impact of the RP include:

o Level of reference pricing and equivalence criteria
¢ Implementation of a combinations of reference pricing levels

e Eligible therapeutic groups
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¢ Methodology to determine the quantum of the reference price and frequency of review

e Inclusion/exclusion of patented drugs

e Incentives for prescribers and dispensers

e Exceptions and exclusion policies

e Type and level of co-payment

e Pricing regulation policies, including internal regulation and external reference pricing
(benchmarking)

e Generic substitution policies e.g. forced substitution

e Parallel importation policies (Puig-Junoy 2005).

The flexibility of implementation of reference pricing is a benefit as it can be customized to
specific requirements. However this heterogeneity has its disadvantages in that it becomes
increasingly challenging to determine the impact of the various policies, either alone or in

combination.

Country analysis

In this section | provide a high level overview of reference pricing systems that are currently
in place across the globe to illustrate the variability that exists. The objective is not to provide

a comprehensive analysis as this in itself would be a dissertation.

Generic and therapeutic reference pricing is widely adopted across the globe however its
implementation varies considerably. Table 6 illustrates this variability, highlighting the

different levels of reference pricing, pricing methodology and regulations of various countries.

Reference pricing, particularly GRP, is a common pharmaceutical policy in many countries. It
was first implemented in the state of Maryland by US Medicaid. The first country to
implement RP at a national level was Germany in 1989 (Organisation for Economic Co-

operation and Development (OECD) 2008).

In a sample of 26 European countries, 73% apply some form of officially set reference pricing.
The majority use chemical equivalence as the RP model, and several countries have varying
combinations of TRP and GRP. 54% of this sample of countries also applies price regulation

policies on generic medicines (Puig-Junoy 2010).
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GRP was implemented in Sweden (1993) and Norway (2003) but has subsequently been
withdrawn in both countries. Sweden now applies compulsory substitution with the lowest
priced generic GRP (Puig-Junoy 2010). British Columbia, Canada first introduced GRP in 1994
but subsequently moved to TRP.

Table 6 illustrates reference pricing models of various high income countries. As previously
indicated there is very little information available on LMICs, and where this is available it is

referred to under later sections.
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Table 6: Country Analysis of Reference Pricing Models

Country

Year of

implementation

RP system

Level of RP

Maximum reimbursement rate

Price regulation of
generics

Generic
substitution

Belgium 2001 Yes Chemical (ATC 5) Initially 17% lower than original; gradually Generic priced 30% lower No
reduced to 30% below price of original than original product
product
Canada 1995 Yes British Columbia: Initially introduced as GRP in  LCA program: 20% (solids) or 35% 352 Yes Yes
1994 (Now referred to as ‘Low Cost Alternative formulations) of LCA comparator price.
(LCA) Program’ - Chemical 5+4); TRP for
specific groups commenced 1995 (called
‘Reference Drug Program’) (British Columbia
Ministry of Health 2012)
Czech Republic 1995 Yes Clinical, pharmacological, therapeutic (ATC Lowest price in group Price < 55% of price of No
5+4) original product
Denmark 1993 Yes Chemical (ATC 5+4) Lowest price in reimbursement or Generic priced lower Yes
substitution group than original product
Estonia 2003 yes Chemical (ATC 5) 2nd lowest price in group NA Yes
Finland 2009 yes Chemical (ATC 5) Lowest price plus €1.50 NA Yes
France 2003 Yes Chemical (ATC 5) Average of generics with one active Generic priced 55% lower  Yes
ingredient (Puig-Junoy 2010) than original product
Germany 1989 Yes Clinical, pharmacological, therapeutic (ATC Weighted average of existing prices; since No regulation Yes
5+4); TRP was suspended from 1997 to 2003 2004 must be above the lowest third of
cluster's market prices
Hungary 1999 Yes GRP introduced in 1999; TRP commenced in Price of cheapest product in group with a Generic priced 30% lower  Yes
2003 for certain groups; Chemical (ATC 5+4) cumulative market share of 50% than original product and
no higher than the
reference price
Italy 2001 Yes Chemical (ATC 5) Lowest price in group Generic priced at least Yes

20% lower than original
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Country Year of RP system Level of RP Maximum reimbursement rate Price regulation of Generic
implementation generics substitution
Latvia 2005 Yes Therapeutic (ATC 5+4+3) Lowest price in group NA Yes
Lithuania 2003 Yes Chemical (ATC 5) Lowest price in group Generic priced 30% lower  Yes
than original product
Netherlands 1991 Yes Level lll - Chemical, pharmacological, Fixed; Lowest price in group Price cap benchmarked Yes
therapeutic (ATC 5+4+3) on average of 4 EU
countries
Poland 1998 Yes Chemical and pharmacological (ATC 5+4+3) Lowest price in group NA Yes
Portugal 2003 Yes Chemical (ATC 5) Price of most expensive generic Generic priced 35% lower  Yes
than original product
Romania 1997 Yes Chemical (ATC 5) Lowest price in group NA Yes
South Africa 1987 Yes, but only GRP from 1987; Some insurers have Varies across insurers Single exit pricing Yes
forindividual  implemented TRP since 2004 regulation applies to
insurers generic and original
medicines
Slovakia 1995 Yes Chemical and pharmacological (ATC 5+4) Lowest price (per Defined Daily Dose) NA Yes
Slovenia 2003 Yes Chemical (ATC 5) Price of cheapest generic in group Yes Yes
Spain 2000 Yes Chemical (ATC 5) Mean of lowest 3 products Generic priced lower Yes
than reference price
Sweden 1993; Discontinued NA Previously, compulsory substitution with Free pricing, with Yes

discontinued in
2002

lowest-priced equivalent product

negotiated purchase
agreements

Adapted from Galizzi et al. 2011, loannides-Demos et al. 2002 and Moran 2010 unless specified otherwise
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The impact of GRP

The effectiveness of reference pricing depends on the policy’s ability to modify both supply and
demand. How effectively does it promote dynamic price competition and does it encourage
financial responsibility of consumers, prescribers, dispensers and pharmaceutical companies
(Galizzi, Ghislandi & Miraldo 2011)? The success of reference pricing on these interventions is

influenced by multiple factors, some of which are described below:

e The socio-political, funding and legal context, including existing pharmaceutical and
healthcare policies such as legislation that enables clearly defined medication
interchangeability. These all impact the reimbursement status of medication both before
and after implementation of RP.

e The policy design of the reference pricing model plays a major role in its effectiveness.
Influencing factors include the equivalence criteria that determine the make-up of a cluster;
the inclusion or exclusion of branded products (in the case of TRP) and/or products that may
be deemed non-substitutable; the price of the base product(s); the number of productsin a
cluster; the methodology used in the price calculation and the frequency of RP price reviews
(Galizzi, Ghislandi & Miraldo 2011).

e The extent to which stakeholders are involved from an early stage as well as the roll-out of
a comprehensive patient communication strategy to ensure acceptance and understanding
(Moran 2010).

e Patients’ price-sensitivity linked to the quantum of co-payment and patients’ willingness to
pay OOP together with their perception of the substitutability of generics.

e Prescribing and dispensing provider characteristics: perception of the substitutability of
branded product with generics as well as incentives and/or disincentives to substitute. Puig-
Junoy reports that in several countries pharmaceutical companies offer large discounts to
pharmacies (from 10-70%) but that these discounts are seldom passed on to the consumer.
The percentage discount often correlates to the number of generic competitors in the
market (Puig-Junoy 2010, 2012). In South Africa discounting and rebates are prohibited
however prescribing and dispensing may be influenced by specific manufacturers either

through managed care formularies or manufacturer-linked marketing incentives.
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e Pharmaceutical market characteristics that may impact RP effectiveness include the quality
of generics, the number of generic firms, the number of generic products per category
(Galizzi, Ghislandi & Miraldo 2011) and negotiations and arrangements with funders and

providers.

In reality measuring the impact of GRP is a complex challenge because of heterogeneous nature
of its implementation. There is also a paucity of long-term data (Golob, Molj & Podnar 2007)
across all markets with the end result that the jury is still out on the long-term effectiveness and
clinical outcomes of GRP. The distinct lack of comparable data is particularly a concern in LMICs.

GRP data identified from LMICs are described below.

A study conducted in South Africa assessed the effect when Medscheme administrators
introduced their own reference pricing system in 2002. Nearly one year later product prices were
seen to increase but the increases were lower when compared to inflation at the time (Rothberg

et al. 2004).

In Taiwan GRP with small OOP payments was implemented in their NHI system. Chen et al
studied the impact of reference pricing on three cardiovascular drugs. The impact was a 5.8-
14.8% decrease in the daily cost of these medicine classes. However drug volumes and the

overall expenditure on these drug groups increased significantly (Chen, Chen & Yang 2008).

In Kyrgyzstan the impact of generic reference pricing was a decrease in product prices, resulting

in more stable prices of medicines (Faden et al. 2011).

The following section provides an overview of the potential impact of reference pricing, with a

specific focus on GRP.

Effect on Product Price

Although reference pricing models are reimbursement systems rather than pricing systems, they
are expected to have an impact on drug price. Theoretical studies predict that with the

implementation of RP:

e drugsthat are priced higher than the reference price will decrease in price as pharmaceutical

companies are incentivized to price their drugs at or below the reference price in an effort
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to retain or increase market share. The quantum of this decrease depends on the design of
the RP model, the number of drugs in a cluster, consumer price sensitivity and consumer
perception of the substitutability of generics for brand-name drugs (Brekke, Holmas &
Straume 2011, Galizzi, Ghislandi & Miraldo 2011).

e drugs priced below the reference price may increase in price as the RP may be viewed as a
target (Dylst, Vulto & Simoens 2011). This is consistent with Danzon and Ketcham (2004)’s
theory of ‘price convergence’ towards the reference price.

e Anincrease in price may be anticipated in those drugs that have non-referenced therapeutic
alternatives, referred to as ‘unintended cross-price effects’ by Brekke (Brekke, Grasdal &

Holmas 2007, 2009, Brekke, Holmas & Straume 2011, Dylst, Vulto & Simoens 2011).

Analyses of 22 empirical studies in OECD countries (GRP and TRP studies) by Galizzi et al. (2011),
23 studies of European countries by Dylst et al. (2011) and 12 studies by Puig-Junoy (2010) largely
support these theoretical predictions. The studies illustrate a generalized decrease in product
prices in the majority of countries with GRP policies, irrespective of the country’s regulatory
environment. The impact of GRP on reducing price is however generally much smaller than that
of TRP models (Galizzi, Ghislandi & Miraldo 2011). The price decrease often occurs rapidly after
GRP implementation, evidenced by data from Germany, Italy, Sweden and Norway (Puig-Junoy,
Moreno-Torres 2010, Dylst, Vulto & Simoens 2011). Kavanos et al. report a decline of up to 47%
in the lowest generic price, but indicate that if there is no incentive to rapidly decrease prices
below RP, average generic prices decrease sluggishly over time (between -1.4% to -2.7%)
(Kanavos, Costa-Font & Seeley 2008). In Norway RP was introduced in 1993, but was stopped in
2001 due to insufficient long-term cost saving (Dylst, Vulto & Simoens 2011). More significant
price reductions were observed for those drug categories which had generics available before
implementation of RP (Galizzi, Ghislandi & Miraldo 2011). In addition, price decreases have been

positively correlated with the number of generic categories (Puig-Junoy, Moreno-Torres 2010).

GRP is seen to have similar effects when implemented in LMICs. In South Africa, the
implementation of GRP for a privately insured population resulted in retarding the inflation rate
of impacted medicines — the price of more than 50% of formulary drugs either decreased or did
not increase after 1 year (Rothberg et al. 2004). In Kyrgyzstan reference pricing was also seen to

decrease and stabilize medicine prices (Faden et al. 2011).
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The decrease in price is however noted to be asymmetrical within a reference category — the
analyses described above demonstrated that products priced above the reference price, in
particular original branded products, tended to decrease in price whereas frequently products
at or below the reference price remained unchanged, indicating an absence of price competition
below the RP (Puig-Junoy 2010, Galizzi, Ghislandi & Miraldo 2011). This however is contrary to
the theory termed the ‘generic paradox’, expounded by Scherer, which suggests that the price
of originator drugs increases with the introduction of RP due to prescriber brand loyalty (Lopez-
Casasnovas, Puig-Junoy 2000). Slovenian and Hungarian studies partially support this theory as
the price of several original products did not decrease with the launch of generic products and
the implementation of reference pricing (Golob, Molj & Podnar 2007, Dylst, Vulto & Simoens
2011). Similarly a study of six European countries suggested that RP had a positive effect on
originator drugs (von der Schulenburg, Vandoros & Kanavos 2011). The asymmetry of price
impact is also seen in products that have prices below the RP - in the Netherlands it was observed
that some drugs raised their price to the level of the reference price (Dylst, Vulto & Simoens

2011), as predicted by theory.

A study from Spain illustrates the saturation point of the impact of RP — once drug prices had
fallen to the level of the RP, almost no products reduced their price until such time as the
reference price was adjusted downwards (Puig-Junoy 2010, Dylst, Vulto & Simoens 2011). Galizzi
et al also report on the positive impact of repeated and persistent reductions of the RP on

product price (Galizzi, Ghislandi & Miraldo 2011).

The impact of reference pricing cannot, however, be viewed in isolation as typically RP models
are implemented in conjunction with a range of other price reducing strategies. A study by the
European Commission (2009) showed that price reductions were greater when GRP is combined

with mandatory generic substitution and when reference prices are regularly revised.

It must be noted that while reference pricing and other pro-generic policies do encourage market
entry of generics and reduce prices, data from countries such as the United Kingdom and United
States which have no price regulations, suggest a more rapid decline in generic prices. Thus
competitive forces may have a greater impact on prices compared to price regulation (Kanavos,

Costa-Font & Seeley 2008, Simoens 2012).
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Effect on Drug Utilisation and Market Share

Theoretical modelling confirms that the introduction of RP increases the use of drugs which are
included in the reference cluster, that are priced at or below the RP. This impacts the percentage
share of the generic and brand-name markets (Miraldo 2009, Dylst, Vulto & Simoens 2011).
However the impact of RP on drug use and market share is dependent on numerous factors,
including but not limited to the time of introduction, the price response of the manufacturers of
original drugs, frequency of updates, the method of calculation of the RP (Golob, Molj & Podnar
2007, Puig-Junoy 2007) and marketing strategies of originator and generic medicines. For this

reason there is a lack of clear-cut evidence on the true impact of GRP.

If brand-name drugs do not adjust their price to RP levels, generic utilisation and consequent
market share is seen to increase significantly, resulting in a wider price differential between
generics and originators (Ghislandi, Krulichova & Garattini 2005, Aaserud et al. 2006, Golob, Molj
& Podnar 2007, Galizzi, Ghislandi & Miraldo 2011). An example of this impact was the
introduction of RP for Lisinopril in Belgium, where there were two originator products, Zestril®
and Novatec®. Zestril®, which dropped its price to that if the generic, increased its market share
by 15%, whereas Novatec®, which didn’t adjust its price, decreased in market share by 43%
(Simoens et al. 2005). Although generic utilisation in Belgium is comparatively low, the average
generic market share was noted to increase from 2.05% of the total market in the 3.5 years
preceding GRP implementation to 6.11% in the 3.5 years post-implementation. New generics
launched showed an initial increase in market share which stabilised after a few months
(Simoens et al. 2005). Generic drug use may however be hampered where ‘price convergence’
towards the reference price occurs, as generic products lose their price advantage over the
originators (Puig-Junoy 2005, 2007). In Spain reference pricing appears to have discouraged
generic entry. This was specifically noted when the Spanish reference pricing model was changed
in 2004 to oblige pharmacists to substitute the lowest priced generic. This had the effect of
forcing brand-name drugs to reduce their prices to the reference price level which discouraged

generic price advantage (Moreno-Torres, Puig-Junoy & Borrell 2009).

To counter the impact of RP, originator companies use a host of strategies to impact generic use
and minimize generic market share. Several of these strategies were described under the section

‘Marketing Strategies’ above.
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Reference pricing may encourage a switch to patented products - GRP may lead to a reallocation
of demand with patients moving from older, less expensive off-patent drugs to newer, more
expensive on-patent products which do not attract GRP co-payments (Ghislandi, Krulichova &
Garattini Dylst 2005, Vulto & Simoens 2011, Galizzi, Ghislandi & Miraldo 2011). This was
observed in the Netherlands where patients moved to on-patent proton pump inhibitors (PPIs)
such as esomeprazole instead of using generic omeprazole (Dylst, Vulto & Simoens 2011).
However no analysis is available that determines whether this switching is due to GRP or other

circumstances.

Effect on Expenditure

Empirical studies, including studies in Belgium, ltaly, Norway, Sweden and Spain show a
significant reduction (up to 50%) in expenditure on pharmaceuticals subject to GRP, particularly
in the short-term (Ghislandi, Krulichova & Garattini 2005, Simoens et al. 2005 Puig-Junoy 2007,
Galizzi, Ghislandi & Miraldo 2011). As an example, in Belgium the introduction of GRP in 2001
lead to a savings of 7.3% from 2001 to 2002 in pharmaceutical expenditure where a generic was
available. The source of savings includes a decrease in the price paid by the funder due to the
reference price cap; a decrease in the price paid by the consumer for reference medicines; a
decrease in co-payment and increase in use of generics where patients opt to use products that

are at or below the reference price; and lower costs of pharmacy stock (Moran 2010).

However GRP may not lead to long-term savings in pharmaceuticals subject to GRP or in savings
in total pharmaceutical expenditure (Chen, Chen & Yang 2008, Dylst, Vulto & Simoens 2011,

Galizzi, Ghislandi & Miraldo 2011) for various reasons, including:

e  GRP by definition can only apply to the limited number of medicine categories for which
generic products are available;

e Changes in prescribing habits - over time there is a reallocation of demand to on-patent
products which do not attract GRP co-payments; an increase in volume of dugs dispensed
within a cluster, as reported by Chen et al. (2008).

e RP only impacts price and not utilisation (Dylst, Vulto & Simoens 2011).
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Impact on Out of Pocket (OOP) Payments

Moral hazard refers to the insurance risk that arises when an insured party’s behaviour changes
as a result of being insulated from risk. Typically utilisation and/or costs increase. In the case of
pharmaceuticals, cost-sharing policies such as reference pricing OOP payments, flat-rate co-
payments, coinsurance, deductibles and differential co-payments may be implemented to
reduce this moral hazard as demand is frequently responsive to price and related cost-sharing

(Austvoll-Dahlgren et al. 2008).

Several studies have shown a decrease in demand with the implementation of cost-sharing
policies. An Italian study based on a natural experiment showed a 4% reduction in per capita
volumes prescribed and a 3.4% reduction in public expenditure with a 1 Euro increase in a fixed
co-payment. Similarly a 1 Euro reduction in co-payment resulted in an increase in per capita

prescribed volumes and expenditure of 3.4% and 4.9% respectively (Fiorio, Siciliani 2010).

The concern raised with GRP is that patient demand is frequently determined by providers.
Because information asymmetry typifies healthcare, patients may inadvertently claim a more
expensive alternative based on a doctor’s prescription or as determined by a pharmacists’
available stock. In addition equity in healthcare may be reduced as cost-shifting is directed to

individuals who may not be able to cost-share (Mossialos, Mrazek & Walley 2004).

Equity concerns are frequently raised as cost-sharing may not be voluntary on the part of the
patient and low income patients may be forced to default on treatment due to the inability to

pay OOP (Mossialos, Mrazek & Walley 2004).

Impact on Health Outcomes

Theoretical modelling by Brekke et al. (2011) suggests the possibility that both GRP and TRP may
negatively impact health outcomes by inducing trade-offs between the co-payment and the
potential health advantages. Brekke also postulates that RP may decrease research and
development into innovative drugs which could ultimately have a positive impact on health
outcomes. On the other hand their model also suggests that RP may reduce the price of ‘me-too’
drugs, which could then force pharmaceutical companies to invest in innovative drugs (Brekke,
Holmas & Straume 2011, Galizzi, Ghislandi & Miraldo 2011) which ultimately may have a positive

impact on health outcomes.
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Most literature reviews and studies argue that because of the bio-equivalence requirements of
GRP, it should not have a systematic effect on health outcomes (Lépez-Casasnovas, Puig-Junoy
2000). Dylst comments that there may be an impact on adherence if co-payments are onerous;
however this is less of an issue with GRP where products are interchangeable (Dylst, Vulto &
Simoens 2011). A survey in British Columbia indicated that 75% of physicians reported a
deterioration of patient symptoms when moved to a bio-equivalent product (Lopez-Casasnovas,
Puig-Junoy 2000). Unfortunately there is little evidence on the impact of RP on health. Where
studies are available these assess the impact of the more controversial TRP on health outcomes,
which is not a focus of this literature review. Lopez-Casasnovas (2000), proposes that available
studies cannot provide conclusive evidence firstly because of the paucity of time series studies
at an individual patient level with adequate before and after time periods, and secondly because

of the complexity of monitoring concurrent health system changes (Lopez-Casasnovas, 2000).

Identification of gaps / Needs for further research

The cost advantage of increased generic utilisation is undoubted. The European Commission,
following publication of its final competition inquiry report encouraged its members to increase

market entry and penetration of generics to improve price competition (Usher, Barry 2012).

However, although there are multiple well-documented pro-generic policies, the appropriate
mix of these policies to achieve maximum generic penetration and price competition is unclear.
Concerns have been raised that generic reference pricing may have a mixed impact on drug price
competition, utilisation patterns, health outcomes and innovative drug development,
particularly over a longer time period. Until recently, there have been very few studies that focus
on the impact of various pro-generic policies in particular there have been few studies that
analyse the impact of different combinations of these policies. Although there has been an
increase in published studies in the developed world over the past 10 years, many of these
studies use aggregate level rather than individual case/patient-level data, due to the lack of
accessibility to micro-data. In LMICs, however there are very few published studies of the

empirical effect of reference pricing (Lopez-Casasnovas, Puig-Junoy 2000).

A major gap in research is studies of the impact of pro-generic policies, including reference

pricing, in LMICs. This is supported by Kaplan who stated: “Evaluations of generic medicines
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policies in LMICs are urgently needed” (Kaplan et al. 2012). However in developed nations,
research gaps include non-aggregated data, preferably over longer time periods that can address
the impact of various combinations of pro-generic policies, in an effort to identify the most

appropriate and effective mix to enable implementation of an optimal combination of policies.
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Abstract

Objectives

To determine the impact of generic reference pricing in a privately-insured healthcare setting in
South Africa, a low and middle income country. Results were compared with international
empirical data in an effort to draw policy conclusions on how to increase generic utilisation in

this setting.

Methods

A time-series intervention study was conducted on retrospective records data to which generic
medicine pricing had applied. The impact of reference pricing on drug price, expenditure, market
share and out-of-pocket payments was determined for two categories, Clopidogrel and

Desloratadine. Clopidogrel has an authorised generic.

Results

The overall medicine expenditure decreased across both categories. Generic prices decreased
but originator prices were not impacted. The originators rapidly lost market share, declining to
almost 4% for Clopidogrel and 22% for Desloratadine. Clopidogrel’s authorised generic gained
68% of the market despite being priced above the reference price and generating increasing co-
payments. For Desloratadine generics gained greater market share (80%). Across both

categories there was minimal change in overall expenditure on out-of-pocket payments.

Conclusions

The impact of generic reference pricing in this setting is mostly consistent with international
literature. This study highlights the negative impact that brand loyalty and information
asymmetry have on pro-generic policies, and how originator marketing strategies use these
factors to their advantage. It supports the need to align incentives of stakeholders in the demand

side chain through the adoption of a multi-pronged pro-generic approach.
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Highlights
e The impact of generic reference pricing in this study is mostly consistent with literature

e Authorised generics gained market dominance, despite above-reference prices and

increasing out-of-pocket payments
e Originator companies’ marketing strategies effectively reduce the impact of generics

e Pro-generic policies must include focus on the demand-side chain to be effective

Key words

Generic medicines
Pharmaceutical policy
Low and middle income countries

Reference pricing
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Introduction

Pharmaceutical expenditure is responsible for a substantial percentage of the total cost of health
care and increases in pharmaceutical expenditure continue to exceed economic growth and
inflation (1). Generic medicines play an important role in limiting this expenditure, and
consequently there is an international drive to increase their utilisation. Intercontinental
Marketing Services (IMS) estimated that between 19 and 40 billion US dollars could be saved

worldwide through increased use of safe, low-cost generics (2).

Multiple pro-generic policies have been implemented particularly in high income countries.
These policies include demand and supply-side policies that aim to encourage generic entry and
generic competition by influencing the reimbursement of medicines, the market price of
medicines and/or the regulation of market authorisation (3). One such policy is generic medicine
reference pricing (GRP). GRP sets a fixed maximum reimbursement amount for clusters of bio-
equivalent drugs, without placing any restrictions on the manufacturers’ price (1,4). GRP has

been implemented in many OECD countries, specifically in Europe (5).

Expected profits, determined by patent protection policies, the extent of price regulation and
price competition, are thought to impact the entry and penetration of a generic to a market (6,7).
‘First mover advantages’ (which encourage the launch of generic drugs by allowing a market
exclusivity period), non-transparent discounting, other demand-side incentives as well as

originator drug marketing strategies (8) also impact generic market entry.

Strategies used by originator companies to delay or minimize the increasing market share of
generic drugs include ‘authorised generics’. ‘Authorised generics’ (AGs), also referred to as
‘clones’, ‘auto-generics’ or ‘co-marketed copies’ are “pharmaceutical products that are approved
as brand-name drugs but marketed as generic drugs” (9). They are manufactured either by the
originator company or by another pharmaceutical manufacturer through acquisition or joint
venture, and may be launched prior to the originator’s patent expiry. This is based on the
concept of the ‘first-mover advantage’ in which the first generic launched is able to gain
substantial market share at a higher price than that of later generics. As the quality of the AG is
perceived to be higher than that of later entrants, first entrant prices can be maintained at a

higher level; the products may retain market share for a longer period of time (10).
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In South Africa the registration and price of medicines is highly regulated, with few pro-generic
policies in place to encourage market entry. Registration requires proof of bioequivalence of
generic medicines. Although it is reported that the registration of generic products is faster than
that of originator products (11), there is no specific policy for the fast-tracking of regulatory
approval of generic medication, and first mover advantages are not applied. Registration does
however apply the Bolar provision, a pro-generic regulatory policy which allows generic
companies to complete regulatory requirements including bioequivalence studies before an
originator’s patent has expired. A change in South Africa’s Patent Act was proposed in 2013 to
incorporate the TRIPS Agreement ‘patent flexibilities’, including compulsory licensing, which
allows a third party to produce the patented product or process without the consent of the
patent owner (12). This regulatory change has however been highly contentious and has not yet

been promulgated.

Medicine prices have been regulated since 2004, with the implementation of the Single Exit Price
(SEP) for scheduled medicines. The SEP includes the logistics fee which may be negotiated
between the manufacturer and logistics providers/distributors. Manufacturers or importers of
medicines are obliged to sell scheduled medicine at the same price to all purchasers with the
exception of government, where a tender system applies. There is, however, no regulation
limiting generic prices relative to the originator price. Simultaneously rebates, discounts and
other incentive schemes offered by manufacturers were prohibited and dispensing fees were
regulated, however the dispensing fees were legally contested and only implemented in 2010.
Although the regulated maximum dispensing fee involves a higher percentage on lower cost
items, the dispensing fee for lower cost items is less in absolute terms than that of higher cost

items and thus the fee is unlikely to be pro-generic.

There are no specific pro-generic pricing or reimbursement policies implemented at a national
level, including GRP. The only national pro-generic demand side policy is mandatory generic
substitution which requires patients to be informed of the availability of ‘interchangeable multi-
source medicine’ (generic) alternatives at the time of dispensing. However in the private
insurance industry generic reference pricing systems are widely implemented. The first system,
called the “Maximum Medical Aid Price” (MMAP), was implemented in 1987, and was the
industry standard for many years. Subsequently multiple different GRP models have been

implemented by various administrators of medical insurance companies.
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Numerous studies have been conducted internationally to analyse the impact of pro-generic
policies, including GRP. However, what is not well established is the impact of GRP in low-to-
middle income countries (LMICs) (13,14), and whether it is comparable to the impact in high
income countries. A review of published studies on the impact of pro-generic policy in LMICs by
Kaplan et al. found only one study in a 10-year period (January 2000 to March 2010) that assesses
the impact of generic reference pricing (14). This study reviews the impact of reference pricing
on product prices and on expenditure but does not analyse the impact on utilisation, either at

an aggregate or patient level (15).

The objective of this article is to address this gap in research by analysing the impact of GRP on
product price, expenditure, utilisation and out-of-pocket (OOP) payments in a sector of South
Africa’s private health insurance industry, using robust claim level data. The results are analysed
against the background of the existing medicine policies applicable to this sector, as these may

have an impact on generic market entry and penetration.

Methods

Study design

The study is a time series intervention study analyzing the impact of a GRP model using

retrospective patient-level secondary data obtained through records review.

Sampling strategy

The ‘Maximum Medical Aid Price’ (MMAP) model is the GRP model that is evaluated. This model
is applied to a sector of privately insured population in South Africa. Criteria for selection of GRP
categories include categories with comparatively high volume of claims that were newly
implemented between April 2008 and July 2009. Data prior to 2008 was not available. The time
period was limited in order to maximize the post-implementation analysis period to at least 4
years. Any category that was withdrawn either temporarily or permanently during this period

was excluded.

The sample population includes members of medical insurance companies that applied MMAP
consistently over the analysis period, but did not apply other managed care policies that may act

as a confounder, such as therapeutic reference pricing (TRP), formularies and benefit exclusions.
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Insurers that had a membership variation greater than 20% over the study period were also

excluded.

Outcomes measured

The impact of GRP on variables of drug price, drug expenditure, market share and out-of-pocket

payment on drugs within the GRP cluster is measured.

Data analysis

A time-series analysis of the data is conducted. The ‘periods’ of analysis are the time intervals 4
months prior to the implementation of GRP (MMAP launch date), and the time intervals between
subsequent GRP price changes. These time intervals vary substantially in duration because of the
GRP price change dates are not consistent. In each case the impact of GRP is measured by
analyzing changes in the originator, the AG (where applicable) and other generic drugs. All
monetary figures are presented in nominal terms. Within each period the reference price

remains fixed but the price of individual drugs within each cluster may change.

The impact of the implementation of GRP on the price of products in that cluster is determined

by comparing the product prices to the GRP for that period.

Drug expenditure is analysed by comparing the expenditure per day and the expenditure per
Defined Daily Dose (DDD) for that GRP category. DDD is defined as ‘the assumed average
maintenance dose per day for a drug used for its main indication in adults’ (16). Drug expenditure
is reported ‘per day’ to ensure a comparable denominator as the period intervals are not
consistent. Expenditure per day is a function of price and utilisation, whereas expenditure per

DDD takes into account the variation in product price, while controlling for volume changes.

Market share by volume and value is analysed by comparing the percentage of DDDs and
expenditure respectively. Out-of-pocket payment is assessed by determining the percentage of
DDDs that generate an OOP payment (DDDs with OOP payment as a % of total DDDs), the
percentage of total drug expenditure paid out-of-pocket (OOP expenditure as % Total

Expenditure) and changes in the OOP value per DDD.
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Results

Sample population and GRP categories

A mean of 107,407 insured lives (SD = 1,194) from 4 different insurers met the inclusion criteria.
All 4 insurers have restricted membership. Many insurers were eliminated due to their
application of benefit exclusions, drug formularies, membership variability and or therapeutic

reference pricing, all of which act as confounders.

Two GRP categories, Desloratadine and Clopidogrel, met the inclusion criteria. Desloratadine,
an antihistamine (ATC: RO6AX27), is used to treat acute and chronic conditions, whereas
Clopidogrel, a platelet aggregation inhibitor (ATC: BO1ACO04), is typically used on a chronic basis
to prevent thrombosis. The period of analysis is 4.5 years (1635 days) for Clopidogrel and 5.2
years (1891 days) for Desloratadine (See Table A in Online Appendix for further details). Over the
study period there were 7 GRP price changes for Clopidogrel and 8 GRP price changes for
Desloratadine following GRP implementation, occurring at varying intervals. These determine
the analysis periods (See Table B in Online Appendix for further detail). An AG was launched for
Clopidogrel but not for Desloratadine. Five generics were launched for Clopidogrel, four of which
were launched within one year of the AG, and 4 for Desloratadine, launched over a period of 3

years.
Impact on price

Originator: GRP had no impact on the originator price of either category — these products’ prices
continued to increase in line with the legislated single exit price (SEP) increase (see Figure 1).
When GRP was first implemented the originator price for Clopidogrel and Desloratadine was 63%
and 34% (respectively) higher than GRP; at the end of the study period the originator was 268%
and 86% (respectively) higher than GRP.

Authorised Generic: Clopidogrel’s AG launched at a 30% reduction of the originator’s price. It
reduced by a further 35% to match GRP once the 3™ generic was launched and thereafter it
continued to increase by the allowed annual SEP increase, irrespective of any GRP changes. At
the end of the study period the AG’s price was 69% higher than that of GRP. No AG was launched

for Desloratadine.
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Generics: For both Clopidogrel and Desloratadine GRP was implemented at the same price of
the initial generics, shortly after their launch. Clopidogrel’s first generic launched 2 days after the
AG and the second generic launched almost 3 weeks later. All new generics launched at a price
lower or equal to the lowest-priced generic at the time. Changes in the GRP largely appear to
follow the change in price of a generic in the cluster; however in most instances once the
reference price is set other generics tend to align at or below the GRP. On some occasions an
existing generic decreased its price in response to a new generic entrant’s lower price, despite
being below the GRP. The GRP of Clopidogrel at the end of the study period was 5% more that
the average price of all generics, with the lowest priced product 17% less than GRP and 344%
less than the originator; the highest price product was 30% more than GRP and 185% less than
the originator. For Desloratadine the GRP at the end of the study was the same as the average

generic price and 82% lower than the originator price.

It should be noted that for Clopidogrel the GRP increased substantially in the 6™ time period
after GRP implementation. This was due to a shortage of generic stock at the time, prompting
the GRP to be set above the AG’s price so as not to negatively impact patients with OOP

payments.

1 a) Clopidogrel price changes (Nominal)
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1 b) Desloratadine price changes (Nominal)

Figure 1: Impact of GRP on prices of Clopidogrel and Desloratadine products over the study
period

Impact on expenditure, volumes and market share
Clopidogrel

The overall expenditure per day for the Clopidogrel category increased by 23% in the first period
after GRP implementation, attributed to a 26% increase in DDDs/day and countered by a 3%
decrease in expenditure/DDD (see Figure 2). Following this initial increase, overall expenditure
per day and expenditure/DDD decreased over the remainder of the study period, while there
were only small fluctuations in utilisation. From the pre-GRP implementation to the end of the
study period the overall expenditure per day decreased by 40%, despite a 13% increase in the

DDDs/day. The overall expenditure/DDD decreased by 47% over the same period.

As indicated in Figure 2, following an initial 13% increase, the daily dispensed volume of the
originator decreased substantially (by 96%) over the study period following the implementation
of GRP, resulting in a similar decrease in expenditure per day. However the cost per DDD

increased by 21%, mirroring the corresponding increase in the price of the originator. The market
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share of the originator plummeted to 4% by volume and 9% by value over the corresponding

period (see Figure A in Online Appendix).

Clopidogrel’s AG increased dramatically in daily volumes dispensed (by 724%) and daily
expenditure (555% increase) over the first four periods, capturing 61% and 64% of the market
share by value and volume respectively. Over this time the cost per DDD decreased by 20%, in
line with the 23% decrease in the AG’s price. However, from this point onwards the AG’s price
started to increase and the dispensed volumes and expenditure stabilized. Despite this levelling
off, the AG’s majority market share by volume was maintained, increasing slightly by expenditure

in light of the increased product price.

2a) Variation in expenditure per day (Nominal)

2b) Variation in volume dispensed (Defined Daily Dose per day)
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2c) Variation in expenditure per DDD (Nominal)
Figure 2: Impact of GRP on Clopidogrel products over the study period

Similar to the AG, Clopidogrel’s generics increased dramatically in expenditure and dispensed
volume in the two periods immediately after GRP implementation. However, when compared to
the rapid increase (190%) in the utilisation of the AG over the next 2 periods, the increase in
generics utilisation tailed off to 41% (see Figure 2). Although the generics gained a substantial
increase in market share over the study period, capturing 25% of dispensed volumes in the first
four periods following GRP implementation, they continuously trailed behind the AG’s market
share. By the end of the study the generics held almost one third of the market by volume and
almost a quarter of the market’s total value, whereas the AG held more than two thirds by value

and 63% by volume (see Figure A in Online Appendix).

Desloratadine

GRP was implemented 12 weeks after the launch of the first Desloratadine generic. In this pre-
implementation period, very low generic volumes were dispensed. However, following the
implementation of GRP the generic volumes and associated expenditure increased rapidly
especially in the 4 periods (2.4 years) following implementation, with an overall increase of
4297% and 4084% respectively (see Figure 3). The expenditure per DDD, however, decreased by
13% over the study period, which correlates with the 13% reduction in average generic price. In
contrast the originator’s daily volumes and expenditure decreased by 76% and 68% respectively
over the study period, while its expenditure per DDD increased by 31%. The greatest impact was

again in the 4 periods after GRP implementation. Across the Desloratadine category for the
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duration of the study there was a 15% increase in daily volumes, a 10% decrease in daily

expenditure and a 15% decrease in average expenditure per DDD following GRP implementation.

The generic market share increased continuously over the study period to gain 77% of the
volume dispensed and 63% of expenditure. The originator’s market share declined to 23% by

volume and 36% by value (see Figure B in Online Appendix).

3a) Variation in expenditure per day (Nominal)

3b) Variation in volume dispensed (Defined Daily Dose per day)
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3c) Variation in expenditure per DDD (Nominal)
Figure 3: Impact of GRP on Desloratadine products over the study period

Impact on out-of-pocket payments

Clopidogrel

As indicated in Figure 4, when GRP was first implemented 96% of all dispensed Clopidogrel was
subject to an OOP payment. Subsequent fluctuations in the GRP resulted in inconsistent changes
in the volumes of Clopidogrel that attracted OOP payments, particularly when the GRP was
adjusted above the AG price in the 6™ period due to a shortage of generic supply. By the end of
the study the volume of Clopidogrel with an OOP payment was approximately 89%. The
percentage of total drug expenditure that was paid out-of-pocket increased from 33% to 36%
from the start to the end of the study. The OOP payment value per DDD, where applied,

decreased by 34% over the corresponding period.

The OOP payment trends for the AG are however opposite to that of the overall category. As a
percentage of total the AG’s OOP expenditure and DDDs subject to a co-payment increased
consistently across the study period. At the end of the study more than two-thirds of the market
was willing-to-pay out-of-pocket for the AG, despite a dramatic increase in the quantum of the

OOP payment (from 6% to 42% of the total drug cost) over the study period (see Figure 4a).
Desloratadine

The percentage of Desloratadine that was subject to an out-of-pocket payment reduced more

dramatically than for Clopidogrel following implementation of GRP. At the start of the study 70%
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of Desloratadine was subject to a co-payment, but reduced to 42% at the end of the study. There
was a less pronounced decrease in the % of total expenditure that was paid out-of-pocket, as
indicated in Figure 4. However, where an out-of-pocket payment was due, this was seen to
increase in value by 31% from the start to end of the study period. The increase in the quantum
of the OOP payment and the percentage of dispensed Desloratadine with an OOP payment as
seen in the 8™ period (P08) in Figure 4b, was due to the lowest cost generic increasing its price

to the GRP level.

4 a) Clopidogrel
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4 b) Desloratadine

Figure 4: Impact of GRP on out-of-pocket payments

Discussion

The overall effect of the GRP model studied supports available literature in that it is seen to have
a striking initial impact on price, expenditure and market share. Substantial decreases in the
originator’s market share and expenditure are contrasted by increases in generic market share
and expenditure, with a nett effect of an increase in total volumes but decrease in expenditure.
In keeping with other studies this impact stabilizes over the long-term (8,10,17-19). In this
analysis the initial impact is seen over a period of 1.5 — 2.5 years, longer than the few months
reported in another study (19), after which it appears to reach saturation point, with only
minimal changes thereafter. Similar findings in Norway prompted the country to withdraw GRP
8 years after implementation, citing that GRP resulted in insufficient long-term savings (17). In
this analysis, however, a transient increase in total expenditure and volume is seen in both RP
categories following the initial implementation of GRP. This may be attributed to increased
access to reduced-price generics and AG, not yet offset by the decrease in volumes of the
originator. Several studies have shown a decrease in demand with the implementation of cost-

sharing policies. An Italian study based on a natural experiment showed a 4% reduction in per
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capita volumes prescribed and a 3.4% reduction in public expenditure with a 1 Euro increase in
a fixed co-payment. Similarly a 1 Euro reduction in co-payment resulted in an increase in per

capita prescribed volumes and expenditure of 3.4% and 4.9% respectively (20).

This study demonstrates a generalised decrease in the overall price of products within each
cluster, also reported in other studies (8,10,18). However, pro-generic effectiveness appears to
be limited for originator product prices. The findings of this study support the ‘generics paradox’
effect, as the originator price of both clusters is seen to be independent of generic competition
(8,10,19,21), increasing by the permitted Single Exit Price increase, irrespective of the GRP
changes. Factors that may influence originator companies’ approach to pricing of originators
post generic entry include the introduction of auto-generics which may protect the firm’s market
share, the concept of brand loyalty to the originator, with the expectation that the prescriber
will continue to use the originator, and the risk of parallel importation of lower-priced originator
drugs into markets. This generic paradox is in contrast to theoretical studies and Galizzi and Puig-
Junoy’s findings that drugs above the GRP decrease to the RP level (18,22). In addition, unlike
Puig-Junoy’s findings (22), there isn’t conclusive data supporting the attribution of generic price
decrease directly to GRP —the competition of lower-priced generics does impact existing generic
prices. This may be due to the GRP pricing methodology, which considers the reliability of generic
drug supply and as such does not necessarily use the lowest-priced generic as the reference
price. Pricing regulation also has an impact as it appears to induce the ‘ratchet effect’ whereby
some generics increase by the maximum permitted price increase to a level higher than would
be expected without pricing regulation (8); however as interim price reductions are allowed in
the South African SEP context, prices of some generics are reduced after taking the permitted

increase in order to remain competitive.

Of particular interest are the findings related to Clopidogrel’s AG, launched as a marketing
strategy by the originator to minimise the impact of generic entry. Its market share by volume
and value increased rapidly, stabilising higher than the market share of all the generics
combined. Because the launch of the first generic was only 2 days after the AG’s launch, the AG’s
market dominance is not thought to be due to a ‘first mover advantage’. This dominance is also
surprising as the AG’s price is consistently higher than GRP and generic drug prices. This finding
is not in keeping with the Federal Trade Commission’s analysis of AGs which found no evidence

that the price of AGs was higher than the other generics (9). Use of the AG results in patient OOP
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payments which increase as the price differential between the AG price and RP increases. GRP

appears to have had no impact on this drug.

This highlights the fact that there are other influencing factors at play and that the pro-generic
effectiveness of GRP depends on its success at impacting demand-side measures in addition to
the obvious supply-side measures. Demand-side policies may be financial or non-financial and

may be directed at prescribers, dispensers and/or patients (8).

GRP does have a demand-side impact on patients through the application of OOP payments.
However, the success of this intervention is linked to the patient’s willingness-to-pay and the
degree of information asymmetry. In the case of Clopidogrel, GRP’s lack of impact is evidenced
by the AG’s majority market share despite more than two-thirds of patients paying an increasing
amount out-of-pocket for the AG. It is not possible to determine whether this willingness-to-pay
is as a result of price insensitivity (being privately insured patients) and/or due to other factors
such as provider and dispenser resistance to switch to generics or managed care protocols

limiting access to specific medication together with information asymmetry.

Non-financial interventions that are associated with a positive impact on generic penetration
include prescribing by International Non-proprietary Name (INN) (8,23), the use of computerized
on-line price and prescribing/dispensing information, monitoring of prescribing behaviour (21)
and audits (8). Prescribing by INN is attributed as a key driver in achieving an 83% generic

utilisation rates in the United Kingdom in 2009/2010 (23).

South Africa’s private healthcare sector is a complex and fragmented environment. There are 89
medical insurance companies, and a myriad of different managed care companies and
administrators (24). At least 5 different GRP models are in use, each with its own criteria for
cluster inclusion, pricing methodology, frequency of updates and reference prices. In the case of
the studied GRP model, category-specific member and pharmacy communication is distributed
prior to RP implementation; however it can be concluded that this communication is insufficient
to invoke a substantial switch to generics. This is not surprising as it is impossible for a prescriber
or dispenser to be familiar with every model. Consequently the impact of each GRP model is
minimised. Systems that provide updated drug and reference price information and
automatically apply reference pricing at the time of dispensing are available, but are mostly used

by pharmacies and infrequently used by prescribers. Although generic substitution by dispensers
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is mandatory in South Africa, pharmacy switching to lower priced generics is limited by drug
availability. Pharmacies typically do not procure all available generics, and may not have the
lowest priced products in stock. Dispensing incentives from certain suppliers may also impact

which generic is dispensed.

Limitations

This study has several limitations that need to be considered. First, the sample population is
small. Data is only available for a limited sector of the privately insured market, which insures
approximately 8.76 million lives (24), and hence the results cannot be extrapolated to the entire
private sector or to South Africa, a LMIC, as the majority of the population use public healthcare
services (25). It is therefore limited in its representation of the impact of GRP in LMICs. Of the
available data a substantial portion was not eligible due to variation in membership and/or the

insurer’s application of a host of managed care interventions which would act as confounders.

Second, the period of analysis is relatively short, particularly the pre-GRP implementation period.
This may not allow complete assessment of the market dynamics. Third, only two GRP categories
were eligible for review. Although there were similarities in the observations across these two

categories, these results cannot be transferred to the GRP model as a whole.

Thirdly, DDDs have their limitations. DDDs are used for the measurement of drug utilisation and
do not necessarily reflect the recommended or prescribed daily dose (PDDs). There may be

significant differences between DDDs and PDDs (26).

Fourthly, this study does not take into account the potential prescribing switch which may occur,
often as a result of originator market strategies. Physicians may prescribe an incremental

innovative drug (‘me-too drug’) or a true patent-protected therapeutic alternative.

Finally, the study doesn’t include an assessment of the impact of potential switching to non-
referenced therapeutic alternatives. Any savings identified should take the expense on non-

referenced alternatives into account.
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Conclusion

The findings of this study are mostly consistent with literature published on the impact of GRP
in high-income countries. It corroborates the overall price and expenditure decrease that is seen
in most GRP implementation studies as patients switch to cheaper alternatives to the originator.
However, the study also powerfully demonstrates that there are many other factors at work and
that GRP by itself may be an inadequate strategy. In particular, the change in price, utilisation,
expenditure and market share of Clopidogrel’s AG, compared to lower priced generics raises

some questions about the effectiveness of GRP as a pro-generic policy.
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Online Appendix

Figure A: Change in the Clopidogrel market share in relation to GRP changes

(a) Change in market share by cost

(b) Change in market share by volume
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Figure B: Change in Desloratadine market share in relation to GRP changes

(a) Market share by value

(b) Change in market share by volume
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Table A: Identified GRP categories and related products

GRP Category GRP Study period No. of Drug Classification Defined
Effective  (includes 4 months pre- Products daily dose
date GRP implementation)  in cluster

Clopidogrel 13 13 Sept 2008 - 3 May 7 Platelet aggregation 75mg

75mg January 2013 inhibitor (1 tablet)
2009 ATC: BO1ACO4

(Chronic use)

Desloratadine 28 April 1 Jan 2008 — 3 May 5 Antihistamine 5mg

5mg 2008 2013 ATC: RO6AX27 (1 tablet)
(Acute and chronic)

Table B: ‘Period’ allocation and time intervals per generic reference price (GRP) category

_ Clopidogrel bisulphate 75 mg Desloratadine 5 mg

Period number | Start date End date No. of days Start date End date No. of days
POO 09/13/2008 | 01/12/2009 122 01/01/2008 | 04/27/2008 118
PO1 01/13/2009 | 02/14/2009 33 04/28/2008 | 04/05/2009 343
P02 02/15/2009 | 06/30/2009 136 04/06/2009 | 09/30/2009 178
P03 07/01/2009 | 05/13/2010 317 10/01/2009 | 05/13/2010 225
P04 05/14/2010 | 12/31/2010 232 05/14/2010 | 09/30/2010 140
PO5 01/01/2011 | 02/05/2012 401 10/01/2010 | 10/31/2011 396
P06 02/06/2012 | 08/31/2012 208 11/01/2011 | 03/05/2012 126
P07 09/01/2012 | 03/05/2013 186 03/06/2012 | 10/31/2012 240
P08 N/A N/A N/A 11/01/2012 | 03/05/2013 125

Total 1635 1891
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promote the use of generic

medicines?
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y of Cap » Increased use of generic drugs can reduce expenditure on

medicines and decrease the burden of out-of-pocket payments.

About the study: = Generic reference pricing is a pro-generic policy that effectively

The research presented in reduces the overall expenditure and price of referenced drugs

this paper was conducted by and increases generic utilisation.
Jenni Noble-Luckhoff to fulfil

the requirements for a MPH
(health economics) from the reduce the impact of generic entry to market. They effectively

= ‘Authorised generics’ are launched by originator companies to

University of Cape Town. reduce the impact of generic reference pricing by rapidly gaining

market share.
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Healthcare Solutions for

enabling access to data and INTRODUCTION

Yvette van der Westhuizen
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the context of the global
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Lourens  Wepener  and emphasis on universal _
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fund more than 60% of the
country’s total OOP

against financial risk. In
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people are covered by
medical schemes
(voluntary health
insurance). The objective
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payments®. A recent report
from the Council for Medical
Schemes indicates that a
guarter of this sector’s OOP
expenditure is attributable
to medicine’.

Increased use of generic
medication reduces these
OOP payments as well as
reduces overall healthcare
expenditure. Inter-
continental Marketing
Services (IMS) has indicated
that the global use of low-
cost generics could generate
savings of 19 to 40 billion US
dollars. However
manufacturers of originator
drugs try to protect their
market share by limiting the
entry and penetration of
generics through a variety of
marketing tactics. One such
tactic is the launch of an
‘authorised generic’ or

‘clone’ (see Box 1 for a
description).

Many pro-generic strategies
are available. These include
measures that address both
supply and demand. There is
however no consensus as to
which combination of pro-
generic strategies is most
effective.

Generic reference pricing
(GRP) is a pro-generic
system that largely impacts
supply-side factors, but also
has an impact on demand
through the application of
OOP payments (see Box 2).
The impact of GRP in South
Africa is not well
researched. For this reason
a study was conducted on a
GRP system operational in
South Africa’s privately
insured sector.

Box 1: What is an ‘authorised generic’ or
‘clone’?

This is a drug that is an exact copy of the originator

® |tis approved as a brand-name drug under patent
protection but marketed as a generic

® |t is manufactured either by the originator
company or in accordance with the originator
company'’s specifications

6 Mclintyre, D., Doherty, J. & Ataguba, J.
2012. Health care financing and

expenditure. In: VAN RENSBURG, H. (ed.)
Health and health care in South Africa.

Box 2: What is generic reference

pricing (GRP)?

GRP is a system of controlled
reimbursement:

A maximum reimbursement
price is set for a group of
chemically equivalent,
interchangeable medicines

The patient pays the difference

between the reference price and

the price of the prescribed or

dispensed drug, if the dispensed

drug price is higher

METHODS

The objective of this study

was to determine the

impact of one of the GRP

systems used in South

African medical schemes. A

time series intervention

study was conducted on up

to 5 years of unidentifiable

patient level claims records

for two identified

categories of GRP,

Clopidogrel, an anti-

thrombotic drug and

Desloratadine, an

antihistamine.

7 Council for Medical Schemes, 2015.
Out of Pocket Payments by Medical
Scheme Members. 2 Feb 2015
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The total study was divided
into multiple ‘periods of
analysis’. These are time
intervals before GRP
implementation and
between subsequent GRP
price changes. These time
intervals vary substantially
in duration because the
GRP price change dates are
not consistent.

The impact of GRP on drug
price, expenditure, market
share and OOP payments
was then reviewed. The
changes in these
parameters were tracked
from pre-implementation
of GRP to post-
implementation as well as
across subsequent price
changes of GRP. In each
case the impact on the
originator drug, the

generics and where
applicable, the authorised
generic was determined.
Only the Clopidogrel
reference category studied
had an authorised generic.

KEY FINDINGS

Results that were common
to both GRP categories were
firstly that the overall
expenditure on drugs in
each category decreased,
despite the volume of drugs
dispensed increasing over
the study period. Secondly it
was established that GRP
had no impact on the price
of the originator product in
both categories. The
originator products
continued to increase
annually by the permitted

single exit price (SEP)
increase.

For both categories the
originator rapidly lost
market share, however the
extent of the decline
differed. For Clopidogrel the
originator’s market share
(by volume) declined to
almost 4% while
Desloratadine’s originator
declined to 22% (see Figures
1and 2).

Clopidogrel’s authorised
generic initially reduced in
price to match the reference
price, but then increased in
line with the permitted
single exit price increase,
irrespective of any changes
in the reference price.
Nonetheless the authorised
generic rapidly gained

Figure 1: Change in Clopidogrel’s Market Share (by volume) in relation to reference D-4

price changes



market share, capturing and
maintaining almost two
thirds of the market despite
an increasing quantum of
co-payment applying.
Clopidogrel’s generic drugs
on the other hand only
gained one third of the
market despite their prices
being lower than the
authorised generic prices
and co-payments being
minimal.

There was no notable
change in Clopidogrel’s
overall out-of-pocket
expenditure. The
percentage of drugs subject
to an OOP payment only
decreased marginally.

Results for the
Desloratadine reference
category which did not have
an authorised generic
revealed a difference in the
impact on market share
movement. For
Desloratadine the generic
market share increased
continuously, capturing 80%
of the market by the end of
the study (see figure 2). As
with Clopidogrel there was
little variation in total drug
expenditure paid out-of-
pocket, but unlike
Clopidogrel there was a
dramatic decrease in the
percentage of drugs

Figure 2: Change in Desloratadine’s Market Share (by volume) in relation to reference

dispensed that had a co-
payment

WHAT DO THESE
FINDINGS MEAN?

The intention of generic
reference pricing is to
reduce the overall
expenditure on medicines
by encouraging patients to
switch to using generic
medicine, and in so doing
minimising OOP payments
while simultaneously
encouraging product price
cuts. This empirical study
supports the findings of
international studies that
indicate that GRP reduces
overall expenditure by
stimulating price
competition. However this
study also highlights the
effectiveness of an
originator manufacturer’s
marketing strategy in
launching an authorised
generic.

price changes
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The strategy of an
authorised generic plays on
doctors’ and pharmacists’
brand loyalty as well as their
quality perceptions of
generics. The quality of the
authorised generic is
frequently perceived to be
higher than that of other
generics.

This study suggests the issue
of asymmetry in the
relationship between a
provider and patient, which
may impact a patient’s price
sensitivity. In this analysis
patients appear to be
willing-to-pay increasing co-
payments, despite the
availability of generic
alternatives with no or
minimal co-payments. The
study reinforces the
importance of addressing

8 Dunne et al, 2013. A review
of the differences and
similarities between generic
drugs and their originator

demand-side issues when
implementing pro-generic
policies.

STUDY LIMITATIONS

Unfortunately the sample
size of patients and number
of GRP categories analysed
was limited and was only
representative of one of
several GRP systems in
South Africa’s private
sector. Nevertheless the fact
that several international
empirical studies have
shown similar results
supports the findings and
proposed policy indications.

POLICY
IMPLICATIONS

counterparts, including
economic benefits associated
with usage of generic
medicines, using Ireland as a

As the impact of originator
manufacturers’ marketing
strategies to hinder generic
entry and penetration are
seen to be highly effective, a
major battle needs to be
waged to counter these
strategies. Medicines policy
needs to focus on demand
side measures.

One policy that has been
effective in promoting the
utilisation of generic
medicines is mandatory
prescribing by the
international non-
proprietary name (INN), or
generic name. Prescribing by
INN is attributed as a key
driver in achieving 83%
generic utilisation rates in
the United Kingdom in
2009/20108, one of the

case study. BMC
Pharmacology & Toxicology,
vol. 14, pp. 1-1.



highest rates in the world.
INN prescribing is listed as a
recommended policy to
reduce drug costs and
expenditure in South
Africa’s National Drug Policy
of 1996. This policy, in
combination with the
current regulations
enforcing mandatory
generic substitution, as well
as education on generic
prescribing and generic
acceptance should align
prescribers and dispensers
to improve generic
utilisation and reduce OOP
payments.

This brief therefore makes
the following
recommendations:

e Enforce mandatory
prescribing by INN in
private and public
sectors;

e Emphasise education
on generic prescribing
in medical training;

e Active promotion of
generic acceptance by
prescribers and
dispensers of
medicine, patients
and the community as
a whole.
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Appendix A: List of Data Fields required per GRP Category

MMAP code

Active ingredient name and strength

Dosage form

Category effective date

Category termination date (if currently applicable)

Temporary withdrawals? Y/N

If Y, effective & termination date of withdrawal

Price history (from 1 January 2007 — 31 July 2013):

Effective date, price and associated pack size

Effective date, price and associated pack size

Effective date, price and associated pack size etc.

Defined Daily Dose (DDD)

Appendix B: List of Data Fields Required for Claims from MediKredit

Data fields to be requested for each claim line should include the following:

Date of claim

Product code (NAPPI code)

Product name

Product strength

Product dosage form

Product quantity dispensed

Generic ingredient, dosage form & strength description

Generic/original flag indicator

Gross cost (including VAT, excluding dispensing fee)

Nett cost (including VAT, excluding dispensing fee)

Product SEP (including VAT)

MMAP cost per unit (excluding dispensing fee)

Calculated MMAP (based on dispensed quantity)

MMAP Out-of-Pocket Payment




Appendix C: List of Data Fields required for All Products mapping to
Sample MMAP Categories

Product Code (NAPPI code)

Product Name

Product dosage form

Generic ingredient, strength & form description

Launch date

Termination date

Generic/Original indicator

SEP (including VAT) and associated pack size (repeat for all SEP updates from 1 January 2007 to 31
July 2013)

SEP Effective date (repeat for all SEP updates from 1 January 2007 to 31 July 2013)

Manufacturer
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DESCRIPTION

Health Policy 15 intended to be a vehicle for the exploration and discussion of health policy and
health system issues and is aimed in particular at enhancing communication between health policy
and system researchers, legislators, decision-makers and professionals concerned with developing,
implementing, and analysing health policy, health systems and health care reforms, primarily in high-
income countries cutside the U.S.A.

Health care policies and reforms are made at an ever-increasing pace in countries around the world
- and policy-makers are increasingly looking to other countries for solutions to their own problems.
Health Policy i1s committed to support this international dialogue to ensure that policies are not just
copied but used and adapted based on the specific problems and cbjectives as well as the respective
context. The journal encourages the submission of short, full-length, comparative and review articles
(as well as groups of articles in "special sections") which address:

1. What is happening in terms of policies, reforms, regulation etc. of health systems;

2. Where the ideas are coming from, i.e. whether they are "imported” from another country or
developed within the country, and how innovative they are they in comparison to other countries;

3. Why it is happening, e.g. as a consequence of a change in government, popular dissatisfaction or
(perceived) unsustainable cost increases, and what are the cbjectives;

4. The actors involved (both governmental as well as non-governmental), incl. their roles, their
opinions and their strength in the decision and implementation process;

5. Intended and, especially, unintended effects of these policies or reforms on the health system in
terms of access, appropriatensss, costs, effectivensss, quality, patient experience and equity etc.; and
6. Their final conseguences in terms of health outcomes, financial protection and responsiveness to the
population’s legitimate expectations, i.e. a performance assessment of reforms and health systems.

To achieve the journal's objectives, authors are encouraged to write in a non-technical style, which
is understandable to health policy practitioners and specialists from other disciplines and in other
countries.

Please submit your article via http://ees.elsevier.com/heap.

Health Policy is ranked 33rd out of 70 journals in the Health Policy & Services category in the 2013
Journal Citation Reports, published by Thomson Reuters, and has an Impact Factor of 1.725.

Electronic usagean increasing number of readers access the journal online via ScienceDirect, one

of the world's most advanced web delivery systems for scientific, technical and medical information,
and through the journal's web site, healthpolicyjrl.com
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AUTHOR INQUIRIES

¥ou can track your submitted article at http://help.elsevier.com/app/answers/detail/a_id/89/p/8045/.
You can track your accepted article at http://www.elsevier.com/trackarticle. You are also welcome to
contact Customer Support via hitp://support.elsevier.com.

i€ Copyright 2014 Elsevier | http://www.elsevier.com
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