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The purpose of this international literature review is to evaluate the partial or full disinvest-
ment policies of some publicly funded or subsidized drugs in five OECD countries (Austral-
ia, Canada, France, New Zealand and the United Kingdom). It is based on an international
study published in the journal PharmacoEconomics in 2015. Disinvestment can take two
forms, passive and active. The first is not linked to direct government intervention: a drug
will be withdrawn from the market by the manufacturer for commercial reasons or because
of identified safety problems. Active divestment is driven by a political will to improve the
efficiency and quality of care by reducing the pressure on pharmaceutical budgets.

While countries rely more heavily on passive disinvestment, they tend to increasingly re-
sort to active disinvestment. Governments are under increasing pressure to disinvest med-
icines with low therapeutic value in order to provide flexibility for innovative new medi-
cines with recognized efficacy.

harmaceutical expenditure has

increased rapidly across many

OECD (Organisation for Eco-
nomic Cooperation and Development)
countries over the past three decades,
from around US$160 per capita in
1990 to US$532 per capita in 2014 , or
around 9.6 % per annum (unadjusted for
inflation)'.

Institut de recherche et documentation en économie de la santé

This growth in expenditure is an increas-
ing concern for governments and other
third-party payers seeking to provide
equitable and comprehensive healthcare.
Consequently some countries may choose
not to fund new high-cost drugs (1, 2).
In order to stabilize expenditure growth,
and create headroom for increasing utili-
zation of existing drugs and in order to

fund new high-cost therapies, there is an
active push to "disinvest" from low-value
medicines.

Numerous conceptualizations of disin-
vestment have been promoted, but the

! http://www.oecd.org/health/health-systems/
oecd-health-statistics-2014-frequently-requested-
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core premise would see the "partial or
complete withdrawal of health resources
from any existing health care practices,
procedures, technologies or drugs that
are deemed to deliver little or no health
gain for their cost, and thus are not
efficient health resource allocations” with
an explicit view towards reallocation to

higher value applications (3, 4).

The aim of this Lsues of Health Economics,
which is mainly based on an international
review published in PharmacoEconomics in
2015 (see box Approach), is to assess how
reimbursement policy decision makers
have sought to partially or completely dis-
invest from medicinesin5 OECD countries
(UK, France, Canada, Australia and New
Zealand) where they are publicly funded
or subsidized (5). The experience in these
countries may provide useful examples for
other countries considering disinvestment
and suggest directions to improve ability
to fund costly innovative medicines. This
is already happening, e.g. Brazil®.

Differences between active
and passive disinvestment

Two forms of disinvestment, passive
and active, have been distinguished.
Passive forms of disinvestment are those
that are not reliant on direct interven-
tion by reimbursement policy makers. A
medicine or a brand of a medicine may
be withdrawn from the market by the
manufacturer due to commercial reasons
or safety concerns by a regulatory author-
ity, such as the ANSM in France (Agence
nationale de sécurité du médicament et des
produits de santé, National Agency for
safety of medicines and health products).

&)

3 Disinvestment in drugs typology

Disinvestment

r

Active disinvestment

De-listing

= Restricting treatment
to subgroups

= Price or reimbursement
rate reductions

Encouraging generic prescribing

Source: Parkinson et al., 2015 (5).
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Passive disinvestment

m Withdrawal by manufacturer
due to financial rasons

= Withdrawal of licence by manufacturer
of regulator due to safety concerns

m Price reductions following
patent expiry due to competition

Changing prescribing patterns

— No longer mentioned
in treatment guidelines

For example, benfluorex in France (2009)
and rofecoxib worldwide (2004) were dis-
invested for safety reasons (2, 6).

Alternatively, policy makers may rely on
market forces to reduce prices of medicines
following patent expiry and the introduc-
tion of competition. They may also rely
on clinicians to cease prescribing med-
icines that are considered less efficacious
or have more adverse effects than more
recently introduced medicines. Situations
where certain medicines are purposely
not mentioned in treatment guidelines
could also be considered a form of passive
disinvestment.

Historically, countries have relied on
"passive disinvestment"; however, consid-

Approach

ering passive disinvestment process are
no longer sufficiently reliable or author-
ities wish to speed up changes in drug
utilization, some policy makers have now
introduced active forms of disinvestment.

"Active disinvestment” results from a strong
political will to improve the efficiency of
health care by implementing measures
that in the end will alleviate the pressure
on pharmaceutical budgets and improve
quality of care. This can be obtained by
withdrawing certain medicines from pub-
lic funding (de-listing), by restricting treat-
ment to subgroups of patients, by modi-
fying prices or reimbursement rates or by
encouraging generic prescribing.

2

www.researchgate.net/publication/279553804_
Proposed_Brazilian_guideline_for_disinvestment
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This paper reviews disinvestment in France, the UK, Canada, Australia and New
Zealand, but many of the policy tools discussed here are used by a range of
health authorities in various countries. These countries were chosen on the basis
of known documented activity in disinvestment. However, it is acknowledged
that by selecting these countries, there is a risk of missing other policy tools that
could be used to disinvest in drugs. Lower and middle income countries were not
included since the principal goal of the authorities in these countries is to improve
access to essential drugs rather than initiate "disinvestment strategies" (34, 35).

It is well-documented throughout the disinvestment literature (3, 7, 29) that
traditional literature search strategies in the disinvestment area have very
high sensitivity and poor specificity, with search results at a magnitude that is
not well-targeted nor feasible to manage. In addition, there is publication bias
resulting in government and payer disinvestment initiatives being absent from

scientific publications. Consequently, the pharmaceutical policies discussed in
this paper are based on those uncovered in a literature search, together with key
papers in this field known by the co-authors and the expert knowledge of the
co-authors regarding the policy situation in their country (including grey liter-
ature). We describe below the outlines of the search strategy used in support of
this review, resulting in almost 5,000 English-language returns. The subsequent
sorting process, and the incorporation of grey literature, is one that relied heavily
on the judgement of the authors as experts in the field.

Research strategy

A Medline/PubMed search was performed on 2 May 2013 for English and French
language articles with no date restrictions. References lists of relevant articles
were pearled for additional material, including from the grey literature.
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De-listing: A few obvious
candidates for total disinvestment

Concerning de-listing, which can be seen
as complete disinvestment, the outcomes
of the active disinvestment reviews are
mixed. In the UK, the National Institute
for Health and Care Excellence (NICE)
introduced in 2006 a pilot active program
to identify candidates for disinvestment
but concluded that there were few obvi-
ous candidates for de-listing, with antibi-
otics and diagnostics predominating (7).
In Australia, the reviews conducted
by Pharmaceutical Benefits Advisory
Committee (PBAC) have resulted in only
one drug being de-listed. In France, in the
early 2000s, the Transparency Commission
initially de-listed around half of the can-
didates considered suitable for disinvest-
ment (840 of 1675 drugs). While many of
these decisions were re-evaluated following
pressure from pharmaceutical companies,
over two-thirds of the de-listing decisions
were maintained (525 of 763 drugs) [8]. In
New Zealand, PHARMAC rarely de-lists
medicines because of an active policy of
price reductions allowing substantial dis-
counts (95 %) that render other forms of
disinvestment unnecessary. However, it is
common for PHARMAC to delist pack

options, brands and formulations.

There is one explanation that should be
kept in mind when comparing the con-
siderable differences in terms of de-
-listing between the 5 countries of our
study. De-listing a medicine is only pos-
sible when the medicine has been actually
listed before on a positive list and/or is still
listed. At the time of the extensive delis-
ting exercise in 2006, France had prob-
ably the largest list of reimbursed medi-
cines among the 5 countries in this study
with more medicines demonstrating effi-
cacy being granted reimbursement than
in other countries (9), thus offering more
candidates for potential disinvestment.
On the opposite, New Zealand was known
for its more limited and delayed access to
new medicines than Australia (10) and for
its strong policy regarding introduction of
me-toos (11-13).

There are several reasons why a decision
maker may be reluctant to de-list a med-

icine: it reduces patient and prescriber
choice, and can lead to perverse incen-
tives which create stake-holder opposition
to the disinvestment of medicines (5).
As a result, de-listing of medicines can
be met with pressure from clinicians,
patients, pharmaceutical companies and
the media. Sermet et 4/. noted that de-list-
ing of medicines in France had "not been
without problems, with both patients and
physicians believing some of these prod-
ucts were effective despite a lack of sci-
entific evidence" and there was pressure
to reevaluate the disinvestment decisions
from industry (8). Additionally, because
much of the communication about the
de-listing of medicines focused on their
insufficient medical value, patients were
led to believe that the medicines were not
effective. Consequently, patients did not
understand why medicines not worthy
of reimbursement were still worthy to be
sold over-the-counter, as it was the case
for the majority of the delisted medicines.

Restricting treatment:
A more common strategy

An alternative and more common strat-
egy is identifying subgroups in which an
intervention is most clinically and cost
effective and applying restrictions, or
tightening existing restrictions, on who
may receive the treatment. This approach
is commonly used in the UK. For exam-
ple, in March 2008, NICE recommended
the cessation of antibiotic prophylaxis
against infective endocarditis for patients
undergoing dental procedures and pro-
cedures at the following sites: upper and
lower gastrointestinal tract, genitouri-
nary tract, and upper and lower respira-
tory tract (14). Consequently, cessation of
prophylaxis was not recommended for all
types of procedures or for active or poten-
tial infections — only those mentioned.
Subsequent to the introduction of the
NICE guideline, Thornhill ez /. found
a significant 78.6% reduction in pre-
scriptions for antibiotic prophylaxis (15).
Restrictions are also applied in other
countries as a form of disinvestment. For
example, in France from 1* November
2014, clinicians must obtain prior author-
ization for each treatment initiation of
rosuvastatin or ezetimibe. This restric-

&

tion was introduced in order to avoid
the constant growth in the prescribing
of patent-protected medicines despite the
increasing availability of generics (16).

Medicines may also be subject to ‘con-
ditional treatment continuation rules),
where treatment is restricted to patients
who achieve a certain health outcome,
as can be seen with the discontinuation
of treatment in performance-based risk
sharing arrangements (17). For example,
in Australia a review of anticoagulant
therapies recommended restricting new
oral anticoagulants to "patients unable to
tolerate warfarin therapy and/or who are
unable to obtain satisfactory international
normalized ratio (INR) control despite
specific measures” (18). Similarly, in
France, a review of four medicines used to
treat Alzheimer’s disease resulted in two
restrictions: limitation of the prescription
to 1 year; and after 6 months, continua-
tion of the treatment for Alzheimer’s dis-
ease should be assessed by the prescriber’.
In september 2016, HAS revealed the
results of its latest assessment concluding
that their medical value was no longer
sufficient to justify reimbursement®.

Price or reimbursement
rate reductions

Many countries use price or reimburse-
ment rate reductions as a form of disin-
vestment. An exception to this is the UK,
which may be due to the limited remit of
NICE to force price reductions and reluc-
tance by manufacturers to offer price
reductions as medicine prices in the UK
are referenced by many other European
countries (19).

In France, following the re-evaluation
of the medicine’s medical value (Service
Médical Rendu (SMR)), the reimburse-
ment rate was reduced. However, other
countries may not be able to consider
this option due to legislation restricting
costs borne by patients. France, Australia

3 www.has-sante.fr/portail/jcms/c_1108356/fr/
medicaments-de-la-maladie-d-alzheimer-la-has-
revele-les-resultats-de-sa-reevaluation

4 www.has-sante.fr/portail/jcms/c_2680920/
fr/medicaments-alzheimer-interet-medical-
insuffisant
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and New Zealand also all use effective
monopsony power to create downward
pressure on the price of originators and
generic drugs. For example, in Australia,
price reductions were sought from man-
ufacturers as a result of the proactive
cost-effectiveness reviews of treatments
for Alzheimer’s disease and biological
disease modifying antirheumatic drugs.
In addition, in order to lower the prices
paid for off-patent medicines, Australia
and France impose mandatory price dis-
counts. France implemented reference
pricing for certain medicines, by pay-
ing originators the same price as generics
in order to promote generics. Australia
has also implemented reference pricing,
and more recently has introduced "price
disclosure" with early evidence of suc-
cess (20). Under price disclosure, pharma-
cies in Australia are required to reveal any
discounts on pharmaceutical prices that
manufacturers provide them. In turn, the
Federal Government reduces the amount
paid to pharmacies for each medication,
leading to prices reductions. In Canada,
tools such as reference pricing and price-
-volume agreements are also commonly
used; however, price negotiation falls
to each individual province. In New
Zealand, PHARMAC uses a broad range
of tools to lower prices (21). While some,
such as reference pricing and price-volume
agreements, are commonly used around
the world, other tools, such as package
agreements/bundling and tendering sole
supply are less common (22, 23).

Encouraging generic prescribing

Policies that aim to encourage generic pre-
scribing (i.e. prescribing by international
non-proprietary name (INN)) can be con-
sidered another form of disinvestment as the
objective is to replace more expensive orig-
inators with less expensive generics. In the
UK, prices of high-volume generics can be
as low as 3-12% of prices pre-patent expiry
with multiple policies to encourage high
INN prescribing and lower generic pricies
(24). Consequently, encouraging generic pre-
scribing (or prescribing off-patent medicines
that are considered therapeutically equiva-
lent to a patented drug) can result in consid-
erable savings without compromising care.

All countries have some form of educa-
tion or awareness campaigns regarding

Questions d'économie de la santé n°220 - July/August 2016

Criteria used to identify potential candidates for assessment
and disinvestment when conducting active disinvestment reviews

Country, Agency

Australia, Pharmaceutical Benefits
Advisory Committee (PBAC)

Identification of potential
candidates for disinvestment

Ad hoc. Drugs considered where
there are concerns regarding the
quality of use, cost effectiveness,
clinical effectiveness, higher than
predicted utilization and/or inter-
national difference

Criteria for assessing
candidates for disinvestment

Drugs considered not sufficiently
safe, sufficiently effective, or
sufficiently cost effective following
multiple technology assessment

Canada, Atlantic Common
Drug Review

Ad hoc. Drugs considered where
there have been changes in
scientific evidence, regulatory
status, cost effectiveness, or bud-
get impact related to changes

in the drug cost or the cost of its
comparators

Drugs considered not sufficiently
safe, sufficiently effective or
sufficiently cost effective following
multiple technology assessment

France, Transparency Commission

All'listed drugs

SMR rating: (1) effectiveness

and safety; (2) availability of
alternatives; (3) disease severity;
(4) impact on health of individual;
and (5) impact on public health.
Excludes cost effectiveness

New Zealand, Pharmaceutical
Management Agency (PHARMAC)

Drugs facing price competition
where there are alternatives that
can deliver the same or similar
health outcomes

Those not delivering value for
money

UK, National Institute for Health
and Care Excellence (NICE)

Any included in NICE cancer ser-
vice guidance, clinical guidelines,
interventional procedures and
technology appraisals guidance
since 2007. Cochrane reviews

that conclude that interventions
should not be used or could not be

Drugs considered not sufficiently
safe, sufficiently effective or
sufficiently cost effective following
multiple technology assessment

recommended

Source: Parkinson et al., 2015 (5).

generic prescribing targeting clinicians
and patients. For example, in the UK,
clinicians are taught to prescribe by inter-
national non proprietary name (INN) in
medical schools and receive academic
detail regarding their generic prescrib-
ing patterns (24,25). In other countries
awareness campaigns may aim to inform
clinicians and patients about how orig-
inator drugs and generics are similar or
encourage them to ask for generics.

In New Zealand, PHARMAC limits
which medicines are subsidized to a cer-
tain brand, which could be the origina-
tor or a generic. Consequently, there is
mandatory dispensing of generics when
a generic is the only one subsidized.
France has also recently implemented
mandatory INN prescribing, but with a
limited success as there are no sanctions
for physicians not applying INN pre-
scribing. Substitution between originator
and generic is mandatory in France, with
patients having to pay the pharmacist and
being reimbursed later if they refuse sub-
stitution instead of health insurance pay-
ing directly the pharmacist. Since 1994
in Australia, while it is not mandatory
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to write prescriptions using INNs, phar-
macists have been allowed to substitute
between originator and generic drugs
listed on the Pharmaceutical Benefits
Scheme even if the prescription specifies
a particular brand, unless the prescriber
indicates that "brand substitution is not
permitted”" (26). In terms of financial
incentives, France and the UK use pre-
scribing targets coupled with some form
of financial incentive to encourage the
prescribing of generics versus patented
products in a class by clinicians, while
France and Australia provide incentives
to pharmacists for dispensing generics
versus the originator.

Identification of potential
candidates for disinvestment

rrance has a highly proactive record in
this area, having conducted a compre-
hensive review of all listed medicines
between 2000 and 2004. Consequently,
capturing any legacy items as well as
incorporating any new evidence that
had become available since the medi-
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cine had been reimbursed (8). However,
this approach is resource intensive and
requires a high level of will by many
actors, including political will. The other
countries have opted to only consider
subsets of medicines for review. In the
UK, NICE piloted a process involving
consultation and nomination to identify
candidates, but found that many sugges-
tions for de-listing were based on "social
judgments" rather than evidence of poor
clinical or cost effectiveness (7). NICE
abandoned the pilot and now relies on
identifying candidates for disinvest-
ment through its existing processes. In
Australia and in the Canadian Atlantic
provinces, reviews of both individual
medicines and entire classes have been
undertaken, some of which have led to
disinvestment decisions.In New Zealand,
PHARMAC identifies candidates where
price competition has been made possible
as a result of a medicine, or its therapeu-
tic equivalent, losing patent protection.
When considering which drugs should
be subject to disinvestment, Australia,
the UK, Atlantic Canada and France all
consider the effectiveness and safety of
the medicine versus any relevant compar-
ators, including any new evidence that
has become available.

In terms of disinvestment decisions,
PHARMAC in New Zealand mainly
considers costs, as there are alternatives
to the drugs considered that can deliver
the same or similar health outcomes.

One key reason for disinvestment:
Modification by the decision makers
of their assessment of a given drug

In the past, countries have relied on "pas-
sive disinvestment". However, there is
now an increasing focus towards "active
disinvestment” whereby countries sys-
tematically identify medicine suitable
for disinvestment. One key reason why a
country may actively disinvest in a given
medicine is that decision makers have
modified their assessment of its effec-
tiveness, safety or cost effectiveness due
to the availability of new evidence or to
"leakage" in drug utilization. The other
key reason is that there may be a failure
of the market in that the price of med-

icine used to treat the same condition
(including bioequivalent, biosimilar and
therapeutically superior drugs) have not
responded to increased competition.

Disinvestment decisions in medicine
may be reversed depending
on the availability of other
treatments

Policy makers should also be aware
that disinvestment in a medicine may
be reversed depending on the availabil-
ity of other treatments. For example, in
France in 2004, Lamaline®, a fixed-dose
combination of paracetamol, opium and
caffeine, was considered to have low
therapeutic value and was subjected to a
reduction of its reimbursement rate from
65 to 35 % and later from 35 to 15 %.
In 2012, following a new assessment by
the Transparency Commission, its med-
ical value was revised to high and the
reimbursement rate was restored to 65 %
(27). The reason given was that after the
withdrawal of dextropropoxyphen from
the market due to safety concerns, this
combination was one of the few viable
alternatives in the mild opioid class for
the treatment of pain.

De-listing of medicine risks
engendering substitution effects:
Policy makers should also consider
other forms of disinvestment

Considering only de-listing as a dis-
investment strategy may prove unsuc-
cessful in terms of identifying suitable
candidates, unpopular among various
stakeholders and potentially inappropri-
ate. Furthermore, de-listing of medicine
risks engendering substitution effects;
some of which may be anticipated while
others may be unexpected and sometimes
harmful or expensive.

In France, substitution of the de-listed
medicine with a medicine from another
inadequate  therapeutic  class  was
observed after the de-listing of expecto-
rants and mucolytics (16), and the substi-
tution of phytotherapy used in the treat-
ment of anxiety and insomnia with more
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expensive and potentially more danger-
ous psychotropic drugs was observed fol-
lowing the discontinuation of phytother-
apy reimbursement (28). Substitution
can also take the form of alternative
non-pharmaceutical treatments as it was
seen after the de-listing of phleboton-
ics in France, where an increase in the
prescription of support stockings was
noticed (Sermet C, unpublished data).

Stakeholder Management can help
diffuse any resulting politics

Haas ez al. noted that disinvestment in
medicine creates losses to clinicians,
patients and manufacturers, while any
savings from disinvestment may not be
realized for some time (29). Furthermore,
these savings are dispersed among a
number of different parties such as pay-
ers, other parties or the public as tax pay-
ers. Hence, "losers" from a disinvestment
decision have a stronger incentive to lobby
for the continued funding of a particular
medicine. Stakeholder management can
help diffuse any resulting politics, par-
ticularly by communicating with stake-
holders upfront and throughout the pro-
cess regarding what research is required;
what level of evidence is required for
continuing funding of the medicine (i.c.
pre-specify levels of effectiveness or cost
effectiveness); what are the ramifications
of not supplying the evidence required;
and what are the alternative uses of funds
(e.g the treatment of other patients with
the concept of opportunity costs within

fixed budgets).

How to go further in disinvesting?

As the impact of the disinvestment poli-
cies described above seems to be limited,
policy makers should also consider other
forms of disinvestment, including apply-
ing or further restricting treatments,
applying price or reimbursement rate
reductions, and tightening cost-sharing
arrangements (e.g. dose caps or price:vol-
ume agreements). These types of dis-
investment strategies are more likely to
be acceptable politically and the threat
of delisting makes manufacturers more

Questions d'économie de la santé n°220 - July/August 2016
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amenable to accepting disinvestment
strategies.

Beyond disinvestment of medicines
already on the market, there is a need
to consider other approaches for newly
introduced medicines in order to ensure
that they reach their expected "value for
money". This is the aim of Coverage with
Evidence Development (CED) arrange-
ments which link population-level pay-
ment or reimbursement to prospec-
tive data collection (17). These types of
arrangements may be considered when
uncertainty regarding the clinical effec-
tiveness, safety or resource use associated
with a new medicine is high, which can be
reduced by conducting additional research
in the form of a clinical trial or an obser-
vational study. For CED arrangements,
there is a risk that the medicine is sub-
sequently found to be not as effective or
cost effective as initially predicted, as seen
initially with the beta interferons for the
management of multiple sclerosis in the
UK (below) [30]. As a result, a policy deci-
sion maker may wish to disinvest in such
amedicine. However, there is a significant
risk that the disinvestment never takes
place. CED can, therefore, create a wedge
effect — a pharmaceutical foot in the door
— that introduces challenges for decision
makers (principally resistance from clini-
cians, patients, industry and the media)
in the event that the evidence calls for
the reversal of interim funding. This hap-
pened in Netherlands regarding enzyme
replacement therapy for the symptomatic
treatment of Fabry disease and alglucosi-
dase alfa to treat Pompe’s disease which
were not cost effective at incremental cost
of €3.3 million to €15 million per quali-
ty-adjusted life-year gained. The National
Health Insurance group recommended
removal of conditional reimbursement at

these high cost/ QALYs; however, the
decision was not implemented following
media and other pressure (31).

NICE in the UK in 2002 rejected
b-interferons and glatiramer acetate to
treat patients with multiple sclerosis on
the basis of unfavourable cost effectiveness
(32,33). Despite the rejection, the UK
Department of Health approved the drugs
conditionally on the results of a 10-year
monitoring study where the price would be
adjusted to achieve the original incremental
cost-effectiveness ratio (£36,000/quality-
adjusted life-year) if they failed to show
benefits consistent with the economic
model. In 2009, it was reported that, based
on patient registry data collected between
2005 and 2007 and compared to historical
control data from London, Ontario,
Canada (which was used in the economic
model), disease progression was not only
worse than predicted, but worse compared
to the control group (30). However, to date
there does not appear to be an amendment
of prices.

Other approaches are possible depending
on health systems. In France, the coex-
istence of mandatory health insurance
(MHI) and complementary health insur-
ance (CHI) could make it possible to
develop new organization to fund medi-
cines. Until now, MHI is funding around
82% of the reimbursed cost of medicines
and CHI acts as a complementary pay-
ment for the remaining 18%; however,
only if the medicine is included in the list
of reimbursed medicines by the MHI.
By disconnecting the reimbursement of
MHI from the reimbursement of CHI,
it would be possible to shift the funding
of medicines with limited value to CHIs
and make budgetary space for new valued
higher priced innovative medicines in the
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health basket of MHI. The generaliza-
tion of CHIs that occurred in 2016 make
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