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Summary of recommended next steps

Domain / Timeframe

Immediate (within 12 months)
“Initiating collaboration and change”

Medium term (years 2 and 3)
“Developing and implementing”

Long term (years 4 and 5)

“Evaluating, recalibrating, consolidating”

Evaluation, listing and
decision-making

Re-engineer current pharmaceutical listing

processes to reflect commitment to independent,

evidence-based, value-for-money decision
making
Revise NTC remit and governance arrangements

Implement recommended drug delistings and
restrictions

Introduce interim de facto HTA process

Commence HTA capacity-building through focused

technical training
Undertake gap analysis to identify information
necessary to support rational decision-making.

Identify inefficient practices based on explicit

criteria relating to relative effectiveness/cost
effectiveness and appropriateness in the
Romanian setting, and with reference to NICE
“do not do” recommendations

Develop processes, guidelines and methods
for robust and rigorous HTA framework to
support listing /delisting of medicines as well
as non- drug technologies, products and
services

Expand HTA capacity through ongoing
training and professional development
activities

Implement mandatory and rigorous HTA as
prerequisite for listing/delisting of medicines

Consider clawback tax on medical devices

Undertake further formulary review and
revision with recalibration of assignment of
drugs to sublists

=  (Consolidate role of HTA as prerequisite
for listing/delisting of medicines and

extend application to non- drug

technologies, products and services

= Establish process for regular drug
formulary review and recalibration

Pricing

Extend internal reference pricing model to
further therapeutic classes

Initiate negotiations to reduce prices of key
molecules

Compile price lists of medical devices, IVDs and
consumables

Consider introduction of risk sharing
arrangements for high cost technologies

Expand application of HTA findings to price
setting for health technologies

Introduce risk sharing arrangements to
support access as appropriate

= Consider implementing a “value-based”
pricing framework for technologies

Financing and provider
payment

Initiate revision of DRGs, utilising international
expertise

Devise processes for regular revision and
recalibration of DRGs

=  Revise and recalibrate DRGs on a regular

basis
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Domain / Timeframe

Immediate (within 12 months)
“Initiating collaboration and change”

Medium term (years 2 and 3)
“Developing and implementing”

Long term (years 4 and 5)
“Evaluating, recalibrating, consolidating”

Patient contributions

Develop public information campaign to promote
acceptability of generics and awareness of
availability of cheaper alternatives at pharmacy

Consider alternative models for structuring
of patient contributions with a consideration

of equity and access issues

Evaluate access and financial impact on
households of OOP/catastrophic costs

Procurement,
distribution _and supply

Initiate measures to address distortions in
wholesale (drug) distribution chain, drawing on

international expertise

Explore use of centralized competitive bidding
processes for major drug classes and selected
non drug products (in conjunction with extending
reference pricing, see above)

Introduce rolling cycle of centralized
competitive bidding processes for major
drug classes and selected non drug
technologies

Mandate availability of benchmark priced
products in pharmacies

Evaluate impact of changes to the
procurement and supply, and revise
strategies accordingly

Corruption and informal
payments

Develop public information campaign

Develop public register of offenders and impose
professional and monetary penalties

Develop longterm strategy for combating
health care fraud with reference to
international best practice

Evaluate impact of anti corruption / anti-
fraud initiatives and recalibrate strategies
accordingly

Empowering primary
care and promoting
preventive care

Undertake comprehensive review of preventive
services and public health programs with aim of
identifying gaps and streamlining activities
Review remuneration and responsibilities of
primary care practitioners with aim of
encouraging retention and more efficient
allocation of resources between primary and
secondary/tertiary care

Develop strategies to enforce existing
smoking bans and consider extending bans
to other public spaces

Develop an outcomes driven and evidence-
based framework of performance incentives
(financial and non-financial) for primary care
doctors and pilot accordingly

Evaluate impact of performance
incentives in pilot assessment, revise
strategies and roll out programme across
all of primary care

Data collection

Undertake rapid gap analysis of information and
data needs and identify possible mechanisms to
address these

Pursue stakeholder support in developing
data collection mechanisms, standards and
protocols for data exchange

Evaluate impact of data collection
mechanisms in supporting decision
making at all levels in the health system
including the conduct of HTA

Parallel export

Consider penalties for product diversion

Collaborate with key stakeholders to identify
workable strategies to mitigate risks of, and
reduce incentives for parallel export

Implement strategies to reduce incentives
for parallel export

Evaluate and recalibrate strategies to
reduce incentives for parallel export
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Tasks that may be facilitated with assistance from NICE International

Overview

NICE International could support HTA development in Romania by assisting policy
makers in the development of bespoke HTA process and methods guides, and by
carrying out a collaborative ‘coaching pilot’ on drugs currently awaiting inclusion on the
formulary, with further demonstration pilots on selected technologies. NICE
International’s activities would include in the first instance, training and support for the
conduct of a rapid de facto HTA.

During the pilots, all technical tasks would be carried out jointly by NICE International
and its partners, and the assigned Romanian technical team. All administrative and
process tasks would be similarly shared between the NICE International and Romanian
administrative teams. The decisions based on the evidence would be made by Romanian
experts and policy makers. NICE International can also provide NICE clinical expert
support for the early HTAs. This collaborative process would enable hands-on training
and support to be provided throughout while at the same time ensuring that the final
output is “owned” by Romanian decision makers and technical teams.

Key activities

1. Building HTA capacity
= Deliver an intensive hands-on training workshop in Romania, of 10-14 days
duration, in late spring or autumn 2012.
= Provide ongoing assistance in developing curricula for graduate programs in
basic and advanced HTA methods and their applications to decision-making.

2. Developing guidelines, processes and methods for HTA in Romania

= Provide guidance on the immediate reform of current processes and structures
for listing of pharmaceuticals.

= Provide technical assistance program in the development of an HTA manual
(methods and process guides). This will include interactions with key institutions
currently involved in the prioritisation process in Romania, and the methods will
describe appropriate value for money threshold ranges for decision making. The
manual is an evolving document which can be used for the immediate conduct
of HTA in Romania (the de facto assessment described below) and set the basis
for the future development of more complex methods.

3. Immediate review of the drug formulary: support for the conduct of interim de
facto HTA
= Technical support for de facto HTA and training in budget impact analysis for
drugs currently awaiting listing

NICE International — Romania: Final Report




Undertake review of the top 300 drugs by volume and value, and develop
recommendations for restructuring of Romanian formulary.
Support in developing a list of priorities for funding

Hands-on support for the development of more extensive HTA capacity in

selected topics, including:

Identifying key stakeholders to be involved in the pilot(s)

Review of local and international literature in light of the listing/delisting
decision problem including the potential need to update systematic reviews,
adapt existing economic models or undertake full de novo analysis

Developing policy recommendations based on evidence presented to an expert
committee (the NTC)

Consultation or peer review of draft recommendations

Developing the final recommendations (subject to some form of resolution
process)

Support for a topic routing process for drug and non-drug technologies

Identification of categories of topic routing and assessment — this could include
doing nothing, de facto HTA, and in depth de novo HTA analysis

Preparation through a consultative and participatory process with stakeholders
of a draft process for topic routing

Identifying data and information needs

Undertake further information gap analysis, building on previous work.
Conduct one or more workshops with key stakeholders to explore, identify and
gain consensus in prioritizing information needs, structures and data collection
mechanisms, and processes for data sharing, during 2012.

Other

Provide implementation training workshops (3 days) that include topics
covering both financial and non financial incentives to improve adherence to
evidence based practice. These can take place in late spring or autumn 2012
Develop options for restructuring of patient contributions to improve access
and equity.

NICE International — Romania: Final Report




Background and aims of the project

Based on recommendations of the World Bank, the Romanian Ministry of Health intends
to revise the content of the basic health care service package, through a technical
assistance project financed from the World Bank’s programmes. In this regard, NICE
International has been contracted by the Romanian authorities to deliver on a focused
set of objectives, including the development of a non-exhaustive ‘negative list’ based on
an explicit rationale and with reference to practice in other countries including the UK
and Australia.

Within this context, NICE International visited Romania three times (October, November
and December, 2011) and has submitted three interim reports. This is NICE
International’s final report under the current contract. It draws on the content of the
preceding reports, providing further elucidation of issues raised previously and, most
importantly, presenting a series of actionable recommendations for the immediate,
medium and long term.

The preparation of this report draws on information gathered during the above missions
to Romania, with additional information from a variety of secondary sources including
previous World Bank reports. Meetings and interviews were held with a number of key
stakeholders in order to canvass views on a variety of issues including the content of the
basic benefits package, processes for listing and delisting pharmaceutical and non drug
products and services, the role of HTA in Romania, and the impact of the proposed
reforms.

NICE International experts would like to acknowledge the contributions of
representatives from the following organisations and committees:

e Ministry of Health

e World Bank (Romania)

e National School of Public Health

e The Romanian Health Alliance

e The National Health Insurance House (CNAS)
e The National Transparency Committee

e College of Physicians of Romania

e Presidential Administration

e Specialty Commissions
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Overview of the Components of Health Insurance in Romania

There are three types of benefit packages available to citizens of Romania:

= A minimum benefits package — comprising those basic services available to all
citizens including the uninsured

= A Basic Benefits Package (BBP) for the insured population

= A benefits package for those that have taken out voluntary insurance’

All benefits packages have several components including: primary care, ambulatory
specialised care (clinical and para-clinical), secondary/tertiary (inpatient) care, dentistry,
rehabilitation services, and transportation. Access to emergency services is free,
irrespective of insurance status.

In the BBP, some primary care services are covered by capitation payments (50% of
payments), such as the periodic monitoring of individuals with chronic diseases (within
the defined remit of the General Practitioner), as well as certain health promotion
activities; others are financed through fee-for-service arrangements. The latter include
childhood vaccinations, the periodic health monitoring of children, and referrals (eg. for
investigations for the diagnosis or ongoing monitoring of an individual with a pre-
existing condition).

Within secondary/tertiary care settings (including ambulatory specialist care), services
are provided on a fee-for-service basis, or reimbursed using Diagnosis Related Groups
(DRGs) based payments.

The social health insurance system is administrated by the National Health Insurance
House (Casei Nationale de Asigurdri de Sandtate, CNAS) a central quasi-independent
body. At district level, there are 42 offices of the CNAS, responsible for contracting
services from public and private providers.

Prescription medicines are subsidised in accordance with three reimbursement lists:

= List A: includes most commonly used medicines (largely generics), reimbursed at
90% (10% co-insurance)

= List B: mostly originator medicines; reimbursed at 50% (50% co-insurance)

= List C: medicines for chronic diseases included in the National Health Programs
and/or for specific population groups (pregnant women, children, teenagers, etc.).
List C medicines are fully reimbursed for eligible beneficiaries.

The so-called ‘star system’ controls the prescribing of certain C-list drugs by imposing
prior authorization requirements on prescribersz. However the list of starred drugs has
not been reviewed or updated since its introduction in 2008.

! This special package covers emergency care, communicable diseases with associated risk of outbreak,
mother and child care, and immunisations (See: Vladescu C, Scintee G, Olsavszky V, Allin S, Mladovsky P.
Romania: Health system review. Health Systems in Transition, 2008; 10(3): 1-172).
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Overview of existing challenges

A number of clear themes emerged from our first and second visits to Romania, some of
which were alluded in our earlier reports and many of which have also been noted in
other recent key studies>*.

Romania is a highly resource-limited environment and the heath care system faces
immense challenges in meeting the needs of the population. This makes the
maximization of efficiency in resource allocation absolutely paramount. At 11,600 Euro
(PPP in 2010) the overall per capita GDP of Romania is low by EU standards (average
27,700 Euro PPP) and this is coupled with health care expenditure as a proportion of
GDP that is also low not only by European standards but also in comparison with non-
European countries of similar national wealth.”

In particular there appears to be relative underfunding of the primary and ambulatory
care sector, and this is coupled with structural and funding anomalies that appear to
have led to apparent underutilization of primary care, apparent overutilization of
hospital-based care, and as a result, extensive cost shifting, and emergence of perverse
incentives.

Specifically we observed that:

= medical practitioners at all levels of care are not utilized efficiently or to maximum
effect;

= primary care does not appear to be accorded appropriate priority and may be
underfunded relative to other heath care sectors; GPs are heavily (and at times
paradoxically) constrained in their capacity to practice efficiently and effectively;

= ambulatory specialists and (particularly) hospitals are often used as the first point of
care;

= the structuring of capitation arrangements and limitations on fee-for-service
payments within the Framework Contract lead to underutilization of GPs and
ambulatory care specialists, and dis-incentivize effective primary care; as a result
prevention activities in primary care are not prioritized thus increasing the burden
on the tertiary care sector and undermining the efficiency of the overall health care
system.

There are also various regulations that shift to specialists many responsibilities that
would be considered not only appropriate to, but integral to the routine practice of

2 This refers to the system applying to drugs requiring prior authorization to prescribe. The number of
stars denotes the level and type of pre-approval required.

* World Bank. Romania: Health Sector Functional Review. Final Report. (Washington, World Bank, May
2011).

4 Lopert R. Rapid Review of the Regulation and Policy Framework for Pharmaceutical Management in
Romania. (Washington, World Bank, May 2011). [Executive Summary in Appendix B]

> At: http://sdw.ecb.europa.eu/reports.do?node=100000116
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primary care in most other countries. We were made aware, for example, of regulations
that preclude the ordering common diagnostic tests (eg thyroid function tests), initiating
treatment for common conditions (eg diagnosing and treating major depression),
adjusting dosage regimens without specialist approval (eg insulin), or monitoring
treatment appropriately (eg monitoring glycaemic control via HbA1C).

At the same time, financing arrangements for hospitals are based on Romanian
Diagnosis Related Groups (DRGs) that do not appear to be realistic representations of
the actual costs of treatment. This has arisen largely as a result of

= poor validity of data used originally to design the clinical groups and cost DRGs;

= lack of adequate or appropriate risk adjustment;

= subsequent, intentional or inadvertent mis-coding; and

= failure to undertake regular recalibration (DRG weights have not been adjusted since
DRGs were introduced 15 years ago) - an essential requirement for an effective DRG
system.

As a result, there is chronic underfunding of key activities, which in turn creates further
incentives for miscoding, over-servicing, and extensive cost-shifting to patients, and
which is further distorted by cross-subsidization of certain conditions and treatments
through National Programmes. Elsewhere in the health care system there is evidence
that treatment guidelines and protocols, where they exist, are not implemented or not
mandated, and inappropriate variations in practice are not being addressed
systematically. Moreover there is no structure that supports or encourages care
coordination to allow for better (and more rational) vertical (primary and secondary
care) and horizontal integration (community services, home care services, allied health,
social care).

Pharmaceutical Listing and Pricing

Recommendations regarding the listing of medicines on the national formulary are the
responsibility of the National Transparency Committee (NTC). However the NTC
Processes appear to be opaque and ad hoc. Figure 1 illustrates the process.

Criteria for a positive (or negative) recommendation are not clearly articulated, and
decisions appear to rest largely on reviews conducted by clinical specialists (topic
experts) nominated by the relevant Specialty Commissions, and whose conflicts of
interest, if any, are not declared at the time of the review. Without input from other
clinical (especially non-specialists) and non-clinical experts this structure will naturally
tend to favour listing of new medicines; indeed we were informed that at most perhaps
2% of applications are rejected.

NICE International — Romania: Final Report 10




Figure 1: Schematic of the current Drug Formulary Listing Process
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Moreover, while an economic analysis of some description must be submitted with each

application, it is not subject to review within the listing process, nor is budget impact
analysis required. As a result there is no implicit or explicit consideration of price, cost
effectiveness, overall budgetary impact or opportunity cost to the health care system
factored into, or indeed influencing the recommendation. Overall, the role of the
National Transparency Committee in the decision-making process, other than to
endorse the recommendation(s) of the clinical specialists, is unclear.®

With respect to pricing, a number of issues of concern with current mechanisms have
been highlighted previously.3 Of particular significance is the extensive reliance on the
use external reference pricing for medicines manufactured outside Romania (with cost-
plus pricing for those manufactured domestically). External reference pricing is based on

®Itis important to note that our review of the listing mechanism was focused on the process for listing of
medicines in the national formulary rather than inclusion in the Basic Benefits Package.
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the lowest price from within a basket of 12 EU countries’ according to an algorithm
published by the Ministry of Public Health. Moreover, under EU regulation the prices of
new medicines must be determined within 90 days of marketing approval, but
applicable exchange rates are recalibrated only annually.

Other Healthcare Products and Services

We were unable to clearly identify a definitive process or processes for the inclusion of
other (ie non-pharmaceutical) products and services in the Basic Benefits Package.
Inclusion would appear to be ad hoc, rather than based on systematic and explicit
criteria. Explicit considerations of comparative effectiveness and/or cost effectiveness do
not appear to be undertaken; pricing and levels of reimbursement are determined on
the basis of negotiations between the National Health Insurance House and providers.
Finally, there is no definitive, inclusive and explicit list of services offered in the hospital
sector, which could form a point of reference for developing and updating the BBP.

Our overall impression was that the BBP as currently constituted has developed more by
default than by design.

Development of a ‘negative list’ for drug and non drug services
and products

Overview and disclaimer

The section of the report sets out the recommendations for a non-exhaustive ‘negative
list’, accompanied where possible by quantitative estimates of potential efficiency gains.

Any ‘negative list’ (or rather, a framework that will capture recommendations for the
exclusion from and/or restriction of coverage of certain products and services) cannot
be focused solely on pharmaceuticals. Rather, the intention has been where possible, to
examine information on non-drug products and services and make appropriate
recommendations for improving efficiency and quality, subject, as always, to the
limitations of the available data.

Finally, it is important to note that addressing broader structural factors influencing the
efficiency of Romanian healthcare delivery has the potential to deliver a significantly
greater contribution to the longer term sustainability and affordability of the overall
system than the short term correction likely to be achieved through the construct of a
negative list

Austria, Bulgaria, Belgium, Czech Republic, Germany, Greece, Hungary, Italy, Lithuania, Poland,
Slovakia, and Spain.
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Pharmaceuticals

A pivotal task in this project was to review the current pharmaceutical formulary and
identify candidate medicines for inclusion in a “negative list” — that is, a list of medicines
to be delisted or made subject to restrictions on subsidization. We also noted previously
that while a comprehensive review of the entire national formulary was beyond the
scope and timeline of the project, we had nonetheless attempted to take a holistic
approach by selectively considering candidate medicines in all sub-lists within the drug
formulary.

In this, the final report for this project, we reiterate that in our view there are a number
of opportunities for rationalising the formulary that do not involve placing products on a
negative list, representing as they do potentially remediable inefficiencies not in
effectiveness, but in cost effectiveness. We feel strongly that in many cases efforts
should be initially directed at pursuing better pricing and more rational use of the drugs
currently on the formulary, as transferring many of the drugs in question to a negative
list could well be counterproductive by placing even greater burdens in patients already
shouldering high out of pocket expenditure and by increasing costs outside the drug
budget. To that end, in Report 3 we noted that in the absence of HTA in Romania, by
virtue of price comparisons with the UK, some 30 of the drugs in the “Top 50” did not
appear to be cost effective, and that ongoing subsidy should be predicated on more
rational pricing. That analysis was based on some fairly simplistic cross-national
assessments of cost effectiveness, with differences in per capita GDP and capacity to
pay underpinning the comparisons of value for money.

Our Approach

A review of the entire formulary was well beyond the scope of this project so we
focused on the top 50 medicines (by expenditure) in 2010 as well as trend data for
2009-10 for top 25 medicines in each of the sub-lists. Selected drugs outside the top 50
list were also examined. For each of these we reviewed the approved indications in the
EU and /or Romania well as relevant protocols for use, where available, and compared
these with the registered indications for each of the drugs in question.

For key molecules we looked for evidence of having been subject to HTA elsewhere and
the resultant basis for subsidy, conditions of use, price and risk sharing arrangements
where applicable and accessible. We then identified threshold prices that would result
in a similar degree of cost effectiveness in Romania (all other factors held constant).
Where sufficient data were available, we will also identified potential savings from the
delisting of drugs and /or specific indications, or of other proposed modifications.

We noted that for drugs on Sub-lists A and B of the formulary, the subsidised indications
are not specified or limited, nor is there currently any explicit expectation that they will
only be subsidised for labelled indications. For drugs on Sub-lists C1, C2 and C3
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subsidised indications are specified in broad terms, with many of the drugs subject
either to prior authorization and/or limited to prescribing by specialists (by way of the
so-called star system). In addition, for some key drugs there are quite detailed evidence-
informed protocols developed by the Specialty Commissions intended to guide
appropriate practice. However we noted that the Specialty Commissions do not take
into account unit cost, or value for money in developing these, and in most cases the
source and quality of the clinical evidence on which the protocols are based was not
provided.

In approaching the development of the negative list we took the view that in any
setting, including those less resource-limited than Romania, decisions around the
subsidization or reimbursement of any health care technology should be guided by
robust evidence of effectiveness and cost effectiveness. With that as an overarching
principle we then sought to identify candidate drugs fitting the following broad
categories:

A. Medicines listed for indications outside the terms of their marketing approval (ie
off-label).

B. Maedicines listed for indications or in settings in which they may not be cost
effective.

C. Medicines considered cost effective in other jurisdictions but unlikely to be cost
effective at current Romanian prices

D. Maedicines for which subsidy is not supported by clear evidence of positive
risk/benefit, irrespective of registration status.

E. Medicines that may not reflect a high priority for subsidisation in a resource-limited
environment.

F. Medicines not yet on the formulary but with a positive recommendation from the
National Transparency Committee

Findings

We found that medicines for which an overwhelming case for delisting could be made
were few, although there were some clear cases of listing outside the approved
indications, and some drugs for which the evidence base was unclear or inadequate. We
found the protocols developed by the Specialty Commissions to guide the use of many
of the high cost drugs generally well constructed, even though the sources and quality
of the evidence were not explicit. However we could not determine how well these
protocols are adhered to or the degree to which the CNAS is able to monitor
appropriate use. Our findings are reproduced in Tables 1 and 2 and summarised here.

NICE International — Romania: Final Report 14




A. Medicines subsidized for indications outside the terms of their marketing
approval

1. Erythropoiesis Stimulating Agents (ESAs)

The current protocols supporting the use of ESAs specify that epoetin alfa and
epoetin beta may be used to treat ribavirin-induced anaemia in patients with
hepatitis C, but as far as we could ascertain, none of these drugs carries this as an
approved indication, either in Romania or elsewhere in the world, and therefore
the indications for subsidy should exclude use in this setting. Although not
specified in the Protocol document, the formulary file indicates that epoetin alfa
and epoetin beta and darbapoetin may be used in patients in organ transplant
(programs P9.1, 9.4 and 9.7). These would also appear to lie outside the approved
indications for these drugs.

In the absence of data on prescribing by indication any savings from
discontinuation of the subsidy for these indications could not be estimated.

Recommendation: That the subsidy of epoetin alfa, epoetin beta and darbapoetin
for the above indications be phased out.

2. Bevacizumab (Avastin)

According to the Romanian treatment protocols, bevacizumab may be prescribed
in combination with paclitaxel for first-line treatment of metastatic breast cancer

Recommendation: That as the use of bevacizumab in breast cancer is no longer an
approved indication, the subsidy should be discontinued.

B. Drugs subsidized for indications or in settings in which they may not be
cost effective

1. Erythropoiesis Stimulating Agents (ESAs)

In the UK ESAs are not recommended by NICE for routine use in the management
of cancer treatment-induced anaemia®, except

* in combination with intravenous iron as an option for the management of cancer
treatment-induced anemia in women receiving platinum-based chemotherapy
for ovarian cancer with symptomatic anemia and Hb < 8 g/100 ml; or

* in combination with intravenous iron for people who cannot be given blood
transfusions and who have profound cancer treatment-related anemia likely to
an impact survival.

8 http://www.nice.org.uk/nicemedia/pdf/TA142Guidance.pdf
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Table 1: Summary of Recommendations on Medicines in the “Top 50”

Drug/

A. Off label

B. Restrict subsidized

C. Not cost effective at

D. Limited evidence

E. Low priority

Other

Recommendation use or delist current price — target
reduce by
adalimumab 70%
amoxicillin/ clavulanate 44%
betahistine 46% Reclassify as OTC, delist?
if not delisted savings ~€8.3 pa*
bevacizumab Delist for breast cancer | Delist for selected 64%
indications, savings
~€18.6m pa* overall
bortezomib 67%
capecitabine 67%
darbapoetin Delist for pgms P9.1, Delist for pgms G4, G7, 60%
P9.4, P9.7; G10; savings ~€5.8m pa*
diosmin/ hesperidin Reclassify as OTC, delist?
savings ~€13.5 pa*
dorzolamide/ timolol 71%
epoetin a Delist in hep C; Delist for | Delist for pgms G4, G7, 61% Possible savings via
pgms P9.1, P9.4, P9.7 G10; savings ~€6.9m pa* substitution for epo B
epoetin B Delist in hep C; Delist for | Delist for pgms G4, G7, 61% Possible savings via
pgms P9.1, P9.4, P9.7 G10; savings ~€25.3m substitution with epo a
pa*
erdosteine 64% Not for acute
exacerbation of COPD
etanercept 69%
fenofibrate 72%
fenspiride Review recommended
gingko biloba Delist; savings ~€16.3m
pa
imatinib 65%
indapamide 82%
infliximab 68%

insulin detemir

Limit to Type 1 DM
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Drug /

A. Off label

B. Restrict subsidized

C. Not cost effective at

D. Limited evidence

E. Low priority

Other

Recommendation use or delist current price — target
reduce by
insulin glargine Limit to Type 1 DM
memantine 67%
metoprolol 53%

May not be cost
montelukast 65% effective in adults
omeprazole 80%
peginterferon a-2a 75%
peginterferon a-2b 67%
perindopril 76%
quetiapine 42%
rituximab 84%
rosuvastatin 43%
salmeterol/ fluticasone 56%
simvastatin 85%
somatropin 73%
trastuzumab 69%
zoledronic acid 67%

* Estimated using current prices and assuming no cost offsets due to co-payments

Table 2: Summary of Recommendations on Selected Medicines outside the “Top 50”

Drug /
Recommendation

A. Off label

B. Restrict subsidized use
or delist

C. Not cost effective at
current price

D. Limited evidence

E. Low priority

Other

cetuximab

Delist for 2™ line
metastatic colorectal ca

cyproheptadine

Reclassify as OTC, delist?

ibuprofen Reclassify as OTC, delist?

loratadine Reclassify as OTC, delist?

orlistat Reclassify as OTC, delist?
Delist for renal cell ca;

sorafenib savings~~€4.1m
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The guidance also specifies that the lowest cost ESA should be used. In Australia, ESA’s
are not considered cost-effective for use in oncology and are not subsidized for
chemotherapy-induced anemia.’

In Europe the European Society for Medical Oncology (ESMO) recommends the use of
ESAs in its guidelines but notes that the

“(U)se of ESAs profoundly increases health care costs and ...(confers) no survival
benefit.“*°

Recommendation: That the subsidy of epoetin alfa, epoetin beta and darbapoetin for
chemotherapy-induced anemia be withdrawn from programs G4, G7 and G10, and
limited to patients with chronic renal failure and related circumstances. Estimated
savings to CNAS would be of the order of €38m pa, based on 2010 expenditure.

2.  Insulin analogues

In the UK, NICE has recommended insulin glargine as an option for people with type 1
diabetes only. For people with type 2 diabetes who require insulin, NICE has
recommended that insulin glargine should be an option only if the person:

» needs help with insulin injections from a carer or healthcare professional, or

* has repeated hypoglycaemic episodes that significantly affect their way of life, or

= would otherwise need two insulin injections daily to maintain background levels in
addition to oral hypoglycemic agents.

The Romanian protocol for the use of insulin glargine specifies only that it may be
used in patients with diabetes requiring insulin.

Recommendation: That the subsidy of insulin glargine and other long acting insulin
analogues (eg insulin detemir) be generally limited to patients with Type 1 diabetes,
with use in Type 2 diabetes limited to circumstances similar to those described above.
Estimated savings could not be calculated from the available data.

3. Somatropin

Somatropin is more expensive in Romania than in the UK in both absolute and relative
terms. Although NICE guidance supports its use in limited circumstances in adults, in
Australia use in adults has been considered and rejected on several occasions, as it is
not considered to be cost effective.'* In Romania it is included in Sub-list B, thus the
only constraint on its use is the 50% coinsurance amount, and in 2010 expenditure was
in excess of €9.6m.

9 http://www.health.gov.au/internet/main/publishing.nsf/Content/pbac-psd-darbepoetin-nov07

10 Schrijvers D, Roila F on behalf of the ESMO Guidelines Working Group. Erythropoiesis-stimulating agents in
cancer patients: ESMO recommendations for use. Ann Oncol 2009,;20(suppl 4):iv159-iv161. At
http://annonc.oxfordjournals.org/content/20/suppl 4/iv159.full#sec-10

i http://www.health. gov.au/internet/main/publishing.nsf/Content/pbac-psd-somatropin-july1 1
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Recommendation: That the subsidy of somatropin be subject to specific eligibility
criteria that may exclude use in adults. Potential cost savings cannot be quantified.

4. Bevacizumab

In addition to the treatment of metastatic breast cancer, in Romania bevacizumab
may be prescribed

* in combination with platinum-based chemotherapy, for first line treatment of
patients with non-small cell lung cancer (NSCLC), advanced unresectable,
metastatic or recurrent, excluding predominant squamous cell histology

= in metastatic colorectal cancer; and

* in combination with interferon alfa, for metastatic renal cell carcinoma.

In the UK bevacizumab is not currently recommended by NICE for use in the NHS for
the treatment of any solid tumors. In Australia, bevacizumab is subsidized in colorectal
cancer only, with the NSCLC indication specifically rejected on the grounds of lack of
cost effectiveness.'” Given that the price in Romania is higher than in the UK (both in
absolute and relative terms) its cost effectiveness must be questioned. Delisting would
potentially give rise to gross savings of up to €18.6m pa based on 2010 figures.

Recommendation: That bevacizumab be delisted pending a specific evaluation of cost
effectiveness in the Romanian context. Treatment need not be withdrawn from
existing patients but treatment of new patients should not be initiated.

5.  Fenspiride

Fenspiride is a non-steroidal anti-inflammatory with anti-tussive and anti- broncho-
constrictive properties used in the treatment of COPD. Although registered in Romania
and a number of former eastern bloc countries its efficacy (and therefore its cost
effectiveness) is unclear. The SPC document for this medicine contains no clinical data,
and most of the literature is not in English. Given the magnitude of annual expenditure
on this drug (€7.5m in 2010) a review of its effectiveness and cost effectiveness may
be appropriate.

Recommendation: That fenspiride be reviewed to confirm its cost effectiveness and
suitability for ongoing subsidy.

6. Sorafenib

Sorafenib is not recommended by NICE as a first or second line treatment for patients
with advanced and/or metastatic renal cell carcinoma.™® In Australia it is also not
considered to be cost effective in advanced and/or metastatic renal cell carcinoma.

2 http://www.health.gov.au/internet/main/publishing.nsf/Content/pbac-psd-bevacizumab-march11

http://www.nice.org.uk/nicemedia/live/11817/43918/43918.pdf
http://www.health.gov.au/internet/main/publishing.nsf/Content/pbac-psd-sorafenib-tosylate-mar08

13

14
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As the Romanian price is higher than the Australian price and close to the UK price, it is
therefore unlikely to represent a cost effective treatment in this setting.

Recommendation: That sorafenib be delisted for renal cell carcinoma. Estimated cost
savings ~€4.1m based on 2010 expenditure.

7. Cetuximab

Romanian treatment protocols provide for the use of cetuximab in patients with
metastatic colorectal cancer in combination with irinotecan, after failure of therapy
with irinotecan. HTA evaluation by the UK NICE found that cetuximab was not cost
effective in this setting and recommended against its use.'” As the Romanian price is
comparable with the UK price it is unlikely to be cost effective for this indication in the
Romanian context.

Recommendation: That cetuximab be delisted for second line treatment of metastatic
colorectal cancer.

Medicines considered cost effective in other jurisdictions but unlikely to be
cost effective at current Romanian prices

In Report 3 we noted that on comparing Romanian and UK drug prices, and assuming
that the UK prices reflect the upper limit of cost effectiveness, we identified more than
30 medicines among the “top 50” that may not be cost effective in the Romanian
context. By adjusting the UK price by the ratio of the Romanian PPP-adjusted per
capita GDP to UK PPP-adjusted per capita GDP we identified “target” prices and
calculated price reductions that would approximate a level of cost effectiveness similar
to that in the UK. We acknowledged that these were crude approximations that did
not take in to account differences in system costs and cost offsets, but nonetheless
facilitated a rapid de facto assessment of cost effectiveness in the absence of a robust
Romanian HTA evaluation. The target price reductions proposed are shown in Table 1;
the calculations and pricing comparisons are shown in Table 3. Aggressive price
reductions would be necessary to approximate the target prices identified. This raises
guestions of creating incentives for parallel export. This is discussed below.

Recommendation: That the Ministry of Health pursue price reductions consistent with
the target prices identified.

Medicines for which subsidy is not supported by clear evidence of positive
risk/ benefit, irrespective of registration status.

1. Gingko biloba
Based on 2010 expenditure, delisting would generate savings of ~€16.3m pa.

http://www.nice.org.uk/nicemedia/live/11612/33930/33930.pdf
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Table 3: Selected Price Comparisons for “Top 50”

All prices in Euros / Exchange rates as at 1 December 2011 / Indicative prices only, pro-rated where necessary to adjust for different quantities

Price
2010 2010 reduction us
expenditure| expenditure Price in Price in Pro rata for pro rata US Retail Government
Drug in RON (m) | in Euros (m)| Reference Qty | Romania UK* price** price Pricein NZ | Price*** Price (VA)*
Per capita GDP
uss$ PPP $14,050 $36,580 $28,050 $47,020
peginterferon a-2a 160.78 36.93 4x180 pg/0.5ml 886.14 582.10 223.58 75% 1,033.92 1,829.41 461.52
epoetinum B 151.80 34.86 10000iu x 6 480.79 492.30 189.09 61% 226.99 N/A N/A
trimetazidine 139.11 31.95 N/A N/A N/A N/A N/A
olanzapine 133.22 30.60 30 x 10mg 28.33 109.54 42.07 N/A 3.91 284.38 175.45
etanercept 106.83 24.54 4 x25mg 515.45 418.23 160.64 69% 545.66 707.99 269.71
insulin human 105.00 24.12 Humulin R 1001Ux5| 21.79 N/A N/A 24.50 251.93 12.98
imatinib 90.71 20.83 120 x 100mg 2,050.38 1,876.60 720.78 65% 2,757.12 4,474.67 2,035.20
insulin glargine 89.46 20.55 100 1U x 5 51.06 152.08 58.41 N/A 54.28 168.15 82.96
rituximab 84.96 19.51 100MG in 10ml 504.33 204.28 78.46 84% 308.88 527.60 300.44
bevacizumab 80,.91 18.58 100 mg in 4ml 302.54 283.87 109.03 64% N/A 483.44 305.82
indapamide 73.60 16.90 30x2.5mg 3.38 1.59 0.61 82% 0.56 10.47 0.62
salmeterol+fluticasone | 69.27 15.91 60 x 50 / 250 35.72 40.94 15.73 56% 28.54 164.64 103.81
infliximab 68.36 15.70 100mg x 2 1,165.13 981.75 377.08 68% N/A 1,131.61 637.55
quetiapine 66.65 15.31 60 x 50mg 52.67 79.15 30.40 42% 8.04 262.24 112.69
perindopril 61.19 14.05 30 x4mg 3.38-7.60 2.12 0.81 N/A 2.33 18.18 34.87
rosuvastatin 59.66 13.70 30 x 40mg 24.90 37.21 14.29 43% N/A 117.49 51.39
10.17 -
risperidone 58.36 13.41 60 x 2mg 23.00 44.24 16.99 N/A 6.32 217.01 15.12
adalimumab 55.44 12.73 2 x40 mg 1,086.19 836.41 321.26 70% 1,033.87 1,460.09 561.96
omeprazole 53.65 12.32 30 x 20mg 4.73 2.41 0.92 80% 0.72 12.01 1.97
atorvastatin 50.90 11.69 30 x 20mg 6.50 - 28.79 30.88 11.86 N/A 15.34 159.99 62.06
montelukast 49.89 11.46 30 x 5mg 35.34 32.20 12.37 65% N/A 124.98 55.58
memantine 49.30 11.32 60 x 10mg 101.71 86.49 33.22 67% N/A 180.24 82.26
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Price

2010 2010 reduction us

expenditure| expenditure Price in Price in Pro rata for pro rata US Retail Government
Drug in RON (m) | in Euros (m)| Reference Qty | Romania UK* price** price Pricein NZ | Price*** Price (VA)*
simvastatin 49.00 11.25 30 x 40mg 4.30-16.33 1.65 0.64 85% 0.61 20.95 1.35
amoxicillin+clavulanate | 47.95 11.01 20 x 500- 125 3.51-8.44 5.12 1.97 44% 2.99 34.42 4.69
peginterferon a-2b 45.21 10.38 120mcg x 1 220.33 186.60 71.67 67% N/A 472.99 104.34
capecitabine 43.12 9.90 60 x 150mg 54.50 46.82 17.98 67% 66.06 417.59 188.32
somatropin 41.88 9.62 1 x 10mg (30IU) 351.69 248.82 95.57 73% 206.78 592.75 275.35
docetaxel 41.33 9.49 20mg/0,5ml 19.04 - 28.44 | 190.39 73.13 N/A 28.00 N/A 92.18
levetiracetam 40.89 9.39 30 x 500mg 26.69 -38.93| 30.59 11.75 56% 8.25 22.44 10.16
fenofibrate 40.67 9.34 30 x 200mg 6.00 4.42 1.70 72% N/A 54.29 25.82
zoledronic acid 40.62 9.33 4mg inj 249.41 214.43 82.36 67% 275.71 680.86 480.76
donepezil 40.38 9.27 30 x 10mg 31.45-87.26 | 105.15 40.39 N/A 2.69 140.70 39.96
trastuzumab 38.85 8.92 150mg inj 595.17 476.58 183.05 69% 775.44 913.36 518.39
clopidogrel 37.37 8.58 30 x 75mg 9.33-29.75 41.69 16.01 N/A 3.11 146.68 73.05
epoetin a 36.30 8.34 6 x 10000 iu 352.09 357.33 137.25 61% 226.99 609.28 344.01
betahistine 36.28 8.33 30 x 8mg 1.87-3.35 2.64 1.02 46% 1.90 N/A N/A
insulin aspart 34.62 7.95 1001U x 5 29.64 95.22 36.57 N/A 29.40 201.31 23.30
metoprolol 34.24 7.87 30 x 100mg 1.62-5.83 1.99 0.77 53% 6.26 5.98 0.64
rivastigmine 33.96 780 60 x 3mg 31.69 - 84.80| 83.36 32.02 N/A N/A 192.20 76.60
bortezomib 33.73 775 3.5mgin 10m| 1,041.29 891.84 342.55 67% 1,087.05 N/A 699.90
spironolactone+
furosemide 33.46 7.68 N/A N/A N/A N/A N/A N/A N/A N/A
fenspiride 32.87 7.55 N/A N/A N/A N/A N/A N/A N/A N/A
dorzolamide+ timolol 32.43 7.45 100-25mg, 5ml 15.83 11.76 4.52 71% 8.90 37.42 12.70
insulin lispro 30.78 7.07 1001U x 5 29.27 97.15 37.32 N/A 34.18 199.82 65.25
darbepoetin a 30.61 7.03 4x 100mcg 652.89 686.96 263.85 60% N/A 1,716.79 684.24
erdosteine 30.31 6.96 20x 300mg 7.18 6.73 2.58 64% N/A N/A N/A

*  Net price from BNF

** calculated by multiplying UK price by ratio of Romanian/UK per capita GDP
#  http://www.pbm.va.gov/DrugPharmaceuticalPrices.asp

*** from http://www.drugstore.com
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2. Erdosteine

Erdosteine is a mucolytic with limited evidence of benefit for its licensed indication,
and with no evidence for improved clinical outcomes or quality of life. While NICE
guidelines16 broadly support the use of mucolytics in stable chronic obstructive
pulmonary disease, their place in therapy for acute exacerbations of COPD is unclear.
The use of erdosteine is extensive, accounting for nearly €7m in expenditure (after 50%
coinsurance) in 2010.

Recommendation: That gingko biloba and erdosteine be considered for delisting with
estimated savings of approximately €23.2m pa based on 2010 expenditure.

E. Medicines that may not reflect a high priority for subsidy in a resource-limited
environment.

1. Medicines that could be considered for reclassification to over-the counter
status and delisted

] anti-histamines eg loratadine, desloratadine, cetirizine, chlorpheniramine
. simple analgesics eg ibuprofen

. diosmin/hesperidin

. orlistat

2.  Certain drugs for rare diseases — eg enzyme replacement therapies

We note that the Romanian formulary includes programmes that fully subsidise
treatments for several ultra-orphan indications, including a number of enzyme
replacement therapies. Although not advocating the delisting of these therapies, it is
nevertheless unclear whether the decisions to fund these programmes have been
informed by any explicit elicitation of social values and therefore whether they reflect
the priorities of the Romanian population to a degree sufficient to justify the costs
involved. We also noted that the prices of many of these medicines are higher than,
for example, the UK (see section on Pricing Anomalies below).

Recommendation:

= That consideration be given to reclassifying the drugs listed above to OTC status
and delisting from the formulary.

= That consideration be given to establishing a process for the elicitation of social
values to ensure that continued funding of drugs for ultra-orphan indications is
consistent with public priorities.

F. Medicines not yet listed but with a positive recommendation from the NTC

As noted in the previous report, there are a large number of medicines that have been
recommended by the National Transparency Committee, but not yet added to the

6 Management of chronic obstructive pulmonary disease in adults in primary and secondary care.
http://guidance.nice.org.uk/CG101
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national formulary. To our knowledge, these recommendations have not taken into
account unit cost, cost effectiveness or overall budget impact.

Recommendation:

That these medicines (and any subsequently proposed for listing) should not be
considered in the absence of either a full or (as a minimum) a de facto HTA evaluation
and budget impact assessment.

Pricing Anomalies

In reviewing the national formulary and pricelists we observed a number of apparent
anomalies that warrant further exploration. These were mentioned briefly in Report 3 and
are discussed in greater detail below.

Substantial variations in unit costs for many medicines

In the complete formulary file which shows unit prices for all listed medications we observed
extensive variations in unit costs. Some examples include:

= a3 fold variation in the unit prices of acyclovir cream

= amore than 3 fold variation in the prices of clarithromycin tablets

= a3 fold variation in the per mg price of amlodipine tablets

= a9-fold variation in the price per mg of paclitaxel

= a 30-fold variation in the price per mg of ciprofloxacin tablets

Where reference pricing is uniformly applied, this is may not represent a significant risk in
terms of CNAS expenditure; however it can have tremendous impact on consumer out-of-
pocket costs, not only because patient contributions are structured as co-insurances but also
because costs exceeding the subsidy must be borne by the consumer in addition to the co-
contribution. This is particularly the case in the absence of a mechanism to ensure that
pharmacies offer and are able to supply a benchmark priced product.

Use of reference pricing and lack of reference pricing by therapeutic group

A number of medicines on the formulary carry prices that are considerably higher than other
therapies of similar effectiveness with which they could be reasonably substituted in most
patients. Continued subsidy should be made subject to the application of a reference pricing
model linking the prices of drugs of similar effectiveness within a therapeutic grouping. This
reflects a more rational policy setting in which a higher price is paid only where a drug offers
evidence of a clinically meaningful increment in benefit. To pay a higher price in the absence
of evidence of such an incremental benefit is not consistent with a rational determination of
value for money or opportunity cost.

Currently “reference pricing” is applied only insofar as the level of subsidy is set or
referenced to the price of the cheapest brand of a molecule or entrant in a therapeutic class
(the benchmark product), which simply shifts the burden of the price variation on to the
consumers. Unless measures can be introduced to ensure that consumers always have
access to the benchmark product, this is manifestly unreasonable. Moreover, delays in
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payments to pharmacies mean that current policy settings create strong incentives for
pharmacies to avoid offering or supplying benchmark priced products as copays and out of
pocket costs are retained at pharmacy, thus improving cash flows. Example: Potential savings
of €11.4m euro by substituting epoetin beta with epoetin alfa at current prices and volumes.

Prices of Enzyme Replacement Therapies

Table 4 presents some price comparisons for the ultra-orphan enzyme replacement
therapies currently available on the formulary. Irrespective of the basis of the decision(s) to
fund these therapies'’ the prices in Romania appear somewhat higher in absolute terms
than in the UK, and when adjusted for capacity to pay, substantially so.

Even though overall expenditure on these products may not be high because of small volumes,
efforts should be directed to renegotiating prices and instituting risk sharing arrangements (eg
capped payments, or fixed per-patient-year costs as opposed to prices per dosage unit, as
proposed by Lopert (2011).*

Table 4 — Table of Price Comparisons for Enzyme Replacement Therapies

Price Price Price

differential Pro reduction differential

Reference Price in Price in Romania rata for pro US VA Romania >

Drug Quantity Romania UK* > UK price** | rata price Price * US Govt

imiglucerase 400u 1,568 1,253 25% 481 69% 901 74%
laronidase 100u/ml,5ml 636 520 22% 200 69% 398 60%
idursulfase 4x2mg/ml, 3ml 11,320 9,288 22% 3,568 68% 5,889 92%
agalsidase 35mg 3132 2,570 22% 987 68% 2,558 22%
alglucosidase | 50mg 514 417 23% 160 69% 260 98%

* Net price from the BNF ** calculated by multiplying UK price by ratio of Romanian/UK per capita GDP
*** http://www.drugstore.com # http://www.pbm.va.gov/DrugPharmaceuticalPrices.asp

All prices are rounded to the nearest Euro and utilise the exchange rates prevailing on 1 December 2011.

Anomalies in drug expenditure trends

In examining expenditure trends over the period 2009-2010 for the top 50 drugs in each of
the formulary sub-lists we identified several drugs where decreases, or only modest
increases in patient numbers were associated with increases in overall or per patient
expenditure of more than 20% - increases that are unlikely to be accounted for by changes in
dosage regimens alone.™ Table 5 refers. This clearly warrants further investigation and may
reflect an effect of significant price variation potentially controllable through more extensive
use of reference pricing.

Pricing and parallel export

Y The extremely high per patient costs for treatments for these rare conditions prompt questions of whether
the decision(s) to include these therapies in National Programmes had been informed by a formal elicitation of
Romanian social values.

18 Lopert R. Rapid Review of the Regulation and Policy Framework for Pharmaceutical Management in Romania.
World Bank Background Paper, May 2011 (unpublished). Executive Summary at Appendix B.

B A full list, showing variations of <20%, is available on request.

NICE International — Romania: Final Report 25



http://www.drugstore.com/

With respect to pricing, a number of issues of concern with current mechanisms have been
highlighted previously. Of particular significance is the extensive reliance on the use external
reference pricing for medicines manufactured outside Romania (with cost-plus pricing for
those manufactured domestically). External reference pricing is based on the lowest price
from within a basket of 12 EU countries?®’according to an algorithm published by the Ministry
of Public Health. Moreover, under EU regulation the prices of new medicines must be
determined within 90 days of marketing approval, but applicable exchange rates are
recalibrated only annually.

Anecdotally, there is evidence that current pricing arrangements in Romania create
incentives for parallel exports and that these may account for diversion of as much as 20% of
product volumes. Concerns about parallel export underpinned recent changes to generics
pricing, in particular the increase in the ceiling price of the first generic version of a molecule

from 65% to 70% of the originator price.“'22

There are a number of possible options for reducing incentives for parallel export. One
option which could also generate savings in pharmaceutical expenditure, would be to limit
the number of brands of a product, and products within a therapeutic class that are subject
to reimbursement, through tendering arrangements. Successful tenderers would be required
to provide supply guarantees, with heavy penalties for product diversion leading to failure to
meet supply commitments.

For medicines that are not subject to generic competition such as novel therapies or first-in-
class drugs, other mechanisms would be needed if Romanian prices are significantly lower
than elsewhere in Europe?. In these cases supply guarantees would be essential at the time
of listing the medicine on the formulary, once again with significant penalties for failure to

supply.

20 Austria, Bulgaria, Belgium, Czech Republic, Germany, Greece, Hungary, Italy, Lithuania, Poland, Slovakia, and
Spain

! http://www.ihs.com/products/global-insight/industry-economic-report.aspx?id=106594698

?2 http://tinyurl.com/7y3j7kb

> The price comparisons shown in Table 3 clearly indicate that this is not the case for many of Romania’s high
expenditure items however.
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Table 5 — Drugs with Increase in Per Patient Expenditure > 20% , 2009-2010 (presented in descending order of expenditure in 2010)

Per Patient Per Patient

2009 Expenditure 2010 Expenditure Change in

Expenditure (PPE) 2009 Expenditure (PPE) 2010 Patient Change in
INN 2009 Patients (RON) (RON) 2010 Patients (RON) (RON) Numbers Expenditure Change in PPE
Sublist A
indapamide 1,543,900 55,510,276 36 1,508,833 73,601,102 49 -2% 33% 36%
spironolactone+furosemide 317,430 19,482,828 61 334,056 33,458,693 100 5% 72% 63%
enalapril 735,845 22,354,064 30 644,634 29,584,563 46 -12% 32% 51%
ramipril 298,025 12,574,201 42 322,525 22,375,586 69 8% 78% 64%
amlodipine 379,490 5,826,482 15 398,049 15,897,576 40 5% 173% 160%
carvedilol 183,475 7,798,872 43 205,650 11,033,122 54 12% 41% 26%
ciprofloxacin 416,752 6,322,541 15 412,691 8,955,970 22 -1% 42% 43%
ursodeoxycholic acid 18,772 4,316,410 230 26,188 7,320,020 280 40% 70% 22%
diclofenac 448,628 5,421,780 12 404,327 5,988,263 15 -10% 10% 23%
acenocearol 144,523 3,300,958 23 161,962 5,068,797 31 12% 54% 37%
losartan 24,780 1,189,918 48 65,772 5,042,058 77 165% 324% 60%
Sublist B
salmeterol/fluticasone 116,885 46,237,146 396 138,091 69,274,770 502 18% 50% 27%
pramiracetam 33,567 8,982,549 268 43,532 15,093,752 347 30% 68% 30%
budesonide/ formoterol 34,173 8,156,665 239 51,140 14,868,948 291 50% 82% 22%
strontium ranelate 14,824 5,936,245 400 20,534 10,003,524 487 39% 69% 22%
telmisartan/HCTZ 27,567 5,642,949 205 39,244 9,614,538 245 42% 70% 20%
mometasone 144,300 6,195,797 43 126,576 7,742,412 61 -12% 25% 42%
triflusal 27,653 2,858,522 103 38,277 5,908,260 154 38% 107% 49%
Sublist C1
etanercept 2,297 70,193,209 30,559 2,635 106,833,293 40,544 15% 52% 33%
infliximab 1,575 53,229,497 33,797 1,672 68,360,925 40,886 6% 28% 21%
adalimumab 918 27,531,287 29,991 1,515 55,439,331 36,594 65% 101% 22%
memantine 15,784 33,913,678 2,149 19,168 49,297,900 2,572 21% 45% 20%
pramipexole 12,018 20,832,583 1,733 12,448 28,246,324 2,269 1% 36% 31%
entecavir 555 5,432,532 9,788 1,271 17,662,334 13,896 129% 225% 42%
imiglucerase 27 13,727,011 508,408 24 16,131,820 672,159 -11% 18% 32%
rasagiline 2,922 7,047,791 2,412 4,229 14,653,425 3,465 45% 108% 44%
anagrelide 484 5,163,107 10,668 738 9,514,999 12,893 52% 84% 21%
duloxetine 8,569 4,671,107 545 12,197 8,675,865 711 42% 86% 30%
bimatoprost 10,656 3,131,966 294 17,580 7,428,250 423 65% 137% 44%
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Per Patient Per Patient

2009 Expenditure 2010 Expenditure Change in

Expenditure (PPE) 2009 Expenditure (PPE) 2010 Patient Change in
INN 2009 Patients (RON) (RON) 2010 Patients (RON) (RON) Numbers Expenditure Change in PPE
palonosetron 3,468 3,546,254 1,023 5,165 7,386,176 1,430 49% 108% 40%
travoprost+ timolol 8,119 3,337,367 411 11,878 7,147,135 602 46% 114% 46%
octreotide 137 2,806,572 20,486 253 6,635,103 26,226 85% 136% 28%
Sublist C2
imatinib 943 82,072,647 87,034 862 90,713,218 105,236 -9% 11% 21%
bortezomib 224 22,827,928 101,910 267 33,733,457 126,343 19% 48% 24%
insulin lispro 15,767 19,113,316 1,212 19,329 30,783,865 1,593 23% 61% 31%
letrozole 4,735 16,382,277 3,460 5,199 21,966,631 4,225 10% 34% 22%
sitagliptin 8,650 11,767,160 1,360 11,308 18,496,255 1,636 31% 57% 20%
glibenclamide+metformin 55,478 13,628,164 246 54,198 16,058,826 296 -2% 18% 21%
dasatinib 80 8,294,481 103,681 93 12,208,558 131,275 16% 47% 27%
interferon alfa 2b 1,294 10,640,532 8,223 1,170 12,179,219 10,410 -10% 14% 27%
fulvestrant 566 3,790,283 6,697 823 10,054,065 12,216 45% 165% 82%
exenatide 2,285 5,401,581 2,364 2,799 8,630,957 3,084 22% 60% 30%
Sublist 3
loratadine 106,543 920,284 9 85,154 1,045,524 12 -20% 14% 42%
colistine 386 328,767 852 789 948,663 1,202 104% 189% 41%
tolperisone 13,367 139,821 10 12,290 170,028 14 -8% 22% 32%
metamizole 9,525 60,026 6 12,194 135,156 11 28% 125% 76%
menotropine 49 60,109 1,227 76 113,908 1,499 55% 90% 22%
pyridoxine 5,255 43,391 8 5,695 89,888 16 8% 107% 91%
levocarnitine 1,072 52,917 49 1,262 78,590 62 18% 49% 26%
thiamine 1,505 12,221 8 3,062 51,579 17 103% 322% 107%
kanamycin 6,622 16,561 3 6,367 42,987 7 -4% 160% 170%
chloramphenicol 3,451 23,212 7 3,032 40,306 13 -12% 74% 98%
erythromycin 1,865 21,383 11 2,220 32,370 15 19% 51% 27%
cyanocobalamin 1,210 10,249 8 1,780 31,851 18 A47% 211% 111%
mefanemic acid 1,381 12,469 9 1,460 21,148 14 6% 70% 60%
ferrous gluconate 6 23 4 55 18,441 335 817% 80711% 8716%
diclofenac+ misoprostol 345 10,243 30 491 18,422 38 42% 80% 26%
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Non-drug services and products

Data Issues

The weaknesses in the present design and implementation of Romanian DRGs have already
been noted. Romanian DRGs do not appear to be realistic representations of the actual
costs of treatment, as they do not seem to be based on an analysis of high volume
representative cost data and are therefore not appropriately adjusted for case mix. In
addition, we were informed that data on the actual reimbursed costs of treatment at the
provider level are not the same as the corresponding DRGs. The ‘real costs’ are currently
unavailable.

One way of addressing the issue of inappropriate services being provided was to build on
the framework described in our last report and the criteria used by the developers of the
“Croydon list” a list of surgical procedures considered for their appropriateness in the
context of the English NHS. However, data were difficult to obtain, and, where available,
may not have been reliable. In addition, we had no information in the present analysis on
the severity of the initial condition for a number of “Croydon List” interventions (such as
‘wisdom teeth extraction’).

The focus of the analysis presented here was on identifying inappropriate activity

specifically targeting:

= extended lengths of stay that deviate from international and UK current practice for
surgical interventions whose evidence base is relatively weak; and

= hospital admissions and overnight stay for relatively ineffective treatments (such as
knee washout) or for treatments which could be offered on an outpatient basis and
where hospital admission would not be necessary (eg for diagnostic imaging)

No attempt has been made to quantify savings in monetary terms, although estimates have
been made of bed days that could be saved.

It is also important to note that we did not examine the individual reimbursed costs of
various tests, imaging activities (such as MRI) and other services. Our last report discusses
the broader issue of effective price identification and device procurement. In addition,
pricing was not the focus of this rapid review of the BPP, although it is a critical issue with
respect to current pharmaceutical reimbursement as described above, and to individual
hospital services in the context of the DRG tariff.

Overview of the Methods

The procedures selected included the following. We excluded procedures with
major/catastrophic complications:

= Tonsillectomy

= Vein ligation and stripping

= Stomach, oesophageal and duodenal procedures

= Appendectomy
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= Hepatobiliary diagnostic procedures

= Laparoscopic cholecystectomy

= Knee arthroscopies

= Transurethral prostatectomy

= Diagnostic curettage/hysteroscopy

= Caesarean section

For each selected procedure, we requested data on: the number of cases, average length of
stay (ALOS) and aggregate estimated DRG reimbursement costs. The requested data
collection period was for all relevant DRG cases between 1 October 2010 and 31 October
2011.

In exploring the appropriateness of the observed activity, we compared the Romanian
information obtained with comparable routine data from the English National Health
Service?*. The casemix measure for acute care in England is Healthcare Resource Groups
(HRGs). The population of England is approximately 52 million®.

To explore potentially unnecessary admissions for imaging and other procedures, we also
requested data on the numbers of CTs/MRIs/ PETs/ arthroscopies/ endoscopies for patients
who were:

= elective admissions referred by ambulatory or primary care physician

= had LOS<3 days

= Indication being "admitted for diagnosis"

However, these data were of limited usefulness without further explanatory information,
and consequently are not considered further in this report.

Findings

Average length of stay

Previous World Bank reports have highlighted that incentives appear to exist within the
current reimbursement system that lead to unnecessarily extended lengths of stay,
although how they operate is not entirely clear. In one of these reports, it was argued that
about 15 percent of inpatients in Romania could easily be treated in outpatient settings. In
addition the author made the point that there are many procedures and treatments which
are recognised internationally as being appropriate for same day or ambulatory level
provision (such as tonsillectomy) that are currently associated with inpatient stayszs. Itis
important to note that extended lengths of stay (and inappropriate admissions) are also
matters of quality in addition to costs. European nations and other countries are moving
towards shorter lengths of stay®’. In addition, it is also known that length of stay is an

2% NHS Reference costs, 2010-11. Available at: http://www.dh.gov.uk/en/Publicationsandstatistics/

Publications/PublicationsPolicyAndGuidance/DH 131140

> Annual mid-year population estimate, 2010. Office for National Statistics.

World Bank. Ambulatory Care and the Benefits Package, World Bank, May 2011.
See OECD. Health at a Glance — Europe 2010
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important risk factor for hospital-acquired infections®® which are associated with significant
avoidable costs®’.

We sought to complement the observations highlighted in previous World Bank and other
reports with a rapid assessment of a sample of DRGs, representing about 7% of all surgical
cases. Table 6 illustrates the divergence between ALOS in Romania compared with our
benchmark country (England) and the maximum potential bed days that could be saved.
There are some notable contrasts between Romanian and English estimates of ALOS for
similar interventions. For example, for ‘Laparoscopic Cholecystectomy W/O Closed CDE
(common duct exploration) W/O Catastrophic or Severe Complications’, ALOS was 5 days in
Romania, but only about 1.3 days in England. For open or laparoscopic cholecystectomy
with complications in England, ALOS increases to 2.28 days.

Assuming that all the procedures in Table 6 could be delivered according to the English
length of stay estimates presented, total potential bed day saved could be a maximum of
235,694. Assuming a bed occupancy rate of 77% (the European average*°) for a typical 600
bed hospital, that ‘saving’ equates to the potential closure of at least one hospital. Note that
the costs cited in the table represent aggregate reimbursements that could have been made
based on existing DRG tariffs. However, we have no data on actual reimbursement costs,
and importantly the extent of out-of-pocket payments for these procedures.

Clinical appropriateness

There are other features that stand out in the data, and it is not clear to what extent they
represent significant coding and classification differences, among other factors. For example
it is unclear why the number of cases of diagnostic curettage / diagnostic hysteroscopy is
approximately double that of England, a country with more than twice the population of
Romania. Similarly, the numbers of surgical varicose vein procedures seem significantly
higher in Romania, adjusting for the size of its population.

NICE guidance on infertility recommends that women should not be offered hysteroscopy
on its own as part of the initial investigation of infertility problems unless clinically indicated
since the effectiveness of surgical treatment of uterine abnormalities on improving
pregnancy rates has not been established 31 In the case of heavy menstrual bleeding, NICE
guidance recommends hysteroscopy be used as a diagnostic tool only when ultrasound
results are inconclusive, for example, to determine the exact location of a fibroid or the
exact nature of the abnormality.

% The Management and Control of Hospital Acquired Infection in Acute NHS Trusts in England. National Audit
Office, 2000

?® Further details at: http://www.nice.org.uk/guidance/phg/hcai/QualitylmprovementGuide.jsp

Jones R. Hospital bed occupancy demystified. Br J Healthcare Management 2011; 17(6):242-48

3! See: http://guidance.nice.org.uk/CG11
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Table 6. Selected procedures based on data provided by the National School of Public Health (DRG cases between 1 October 2010 to 31 October 2011)

Romanian data

England NHS data

R-DRG | R-DRG Label No of % of Average Estimate of | England equivalent | Number of England Difference | Potential Comment on
Code cases surgical length of stay | aggregate activity* cases Average | in ALOS maximum England data
cases (ALOS) - days | costs (RON) LOS - reduction in
days** bed days
D1090 | Tonsillectomy 17,225 1.6% 3 10,386,520 | Tonsillectomy <18 Elective: 1 2 34,450
and/or yrs with or w/o CC; 32,170
Adenoidectomy >19 years with or Non-elective:
w/o CC 2268
F1200 Vein ligation and 5,615 0.5% 5 5,225,053 Primary Elective: 1 4 22,460 ALOSuptol.4
stripping uni/bilateral var. 4,192 days
vein procedures Non-elective:
with or w/o CC 76
H1062 Laparoscopic 13,179 1.2% 5 15,622,174 Laparoscopic Elective: 13 3.7 48,762 ALOS for Open or
cholecystectomy cholecystectomy 20,535 laparoscopic
w/o closed CDE with LOS > 1day w/o | Non-elective: cholecystectomy
w/o cat or sev CC CcC 3,041 with CC =2.28 days
L1062 Transurethral 4,057 0.4% 5 2,978,845 Bladder endoscopic | Elective: 1 4 16,228
procedures excl. procedures; 35,711
prostatectomy laparascopic bladder | Non-elective:
w/o CC neck procedures 485
M1022 | Transurethral 2,870 0.3% 8 3,506,720 Prostate Elective: 2.4 5.6 16,072 ALOS up to 2.9
prostatectomy Transurethral 10,611 days (intermediate
w/o catastrophic Resection Non-elective: CC) and 4.68 days
or severe CC Procedure w/o CC 194 (major CC)
N1100 Diagnostic 9,354 0.9% 2 3,806,042 Diagnostic Elective: 1.1 0.9 8,699
curettage or hysteroscopy 4507
diagnostic Non-elective:
hysteroscopy 11
01012 | Caesarean 27,224 2.5% 6 60,421,326 | Planned lower Elective: 2.7 3.3 89,022 ALOS based on
delivery w/o uterine caesarean 4,507 non-elective
catastrophic or section Non-elective: admissions
severe CC 53,322
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In addition, the guidance recommends that dilatation and curettage alone should not be
used as a diagnostic tool, and moreover should not be used as a therapeutic treatment>~.

The management of varicose veins is controversial and there is considerable variation in

clinical practice. There is a lack of consensus about optimum indications for referral and

treatment. For example, it has been argued that funding for varicose vein surgery should
not be provided for:

= Uncomplicated varicose veins where there are no significant physical symptoms
= Reticular veins or telangiectasiass.

In the UK, conservative management (eg lifestyle advice, compression therapy) are often
used as first line treatments in primary care. NICE is currently developing a guideline on the
appropriate diagnosis and management of varicose veins.>*

The above discussion perhaps highlights the importance of developing evidence-based and
implementable guidelines that appropriately contextualise the use of particular health
technologies within a broader pathway of care. It is our view that such guidelines need to
consider cost-effectiveness in addition to clinical effectiveness.

We also observed extended lengths of stay for interventions of questionable effectiveness
in the first place (Table 7). For example, according to the National School of Public Health,
693 cases were admitted for knee lavage with an ALOS of 5 days (estimated total bed days =
3465). Dilatation and curettage for women under 40 was associated with an estimated
18,420 bed days (ALOS is 3 days). Tonsillectomy could be regarded as a relatively ineffective
procedure, and at least in England, is reserved for individuals who have had repeated bouts
of tonsillitis (> 5 episodes in a year), or tonsillitis severe enough to interfere with daily life.

Importantly, we are not suggesting that the items in Table 7 should be placed on a negative
list. However, these findings suggest that closer scrutiny is required for some interventions
associated with potentially unjustified hospital admission, inappropriately long duration of
in-hospital stays, and possibly too low a clinical threshold for intervening in the first place.

Table 7 - Relatively ineffective interventions based on the “Croydon list” of procedures.
(Source: National School Public Health). Data period: 1 October 2010 to 31 October 2011.

Intervention Number of ALOS (days) Bed days Estimated costs
cases (RON)

Dilatation and Curettage — 6140 3 18,420 7,908,277

under 40

Grommets 130 3 390 80,309

Knee lavage 693 5 3,465 855,352

Spinal cord stimulation 5 8 40 19098

Trigger finger 287 5 1,435 412,577

32 See: http://guidance.nice.org.uk/CG44

** See: http://www.lho.org.uk/viewResource.aspx?id=11206

** See: http://guidance.nice.org.uk/CG/Wave24/11

NICE International — Romania: Final Report

33



http://guidance.nice.org.uk/CG44
http://www.lho.org.uk/viewResource.aspx?id=11206
http://guidance.nice.org.uk/CG/Wave24/11

More than one ‘tool’ in the toolbox— case study of Drug Eluting Stents

There is clearly no single policy lever for improving efficiency and quality in the delivery of
health care. This applies also when trying to manage the diffusion and uptake of any
medical technology, whether it is a pharmaceutical or non-drug service or product.
Exploring the approaches taken by three countries with respect to the use of drug eluting
stents may help illustrate this point more clearly.

Percutaneous transluminal coronary angioplasty is often utilised as an alternative to
coronary artery bypass grafting (CABG), and frequently involves the use of stents. Stent
technology (type and platform, including the design, alloy used and strut thickness) has
developed rapidly, and recent advances are intended to reduce the likelihood of restenosis.
Since restenosis is correlated with the degree of inflammation present at the time of
angioplasty, this has led to the development of so-called drug-eluting stents (DESs). Unlike
bare metal stents (BMS), DESs are coated with a drug, usually an immuno-suppressant to
reduce inflammation or an antimitotic agent to inhibit cell proliferation.

DESs are more expensive than their bare metal equivalents. In 2008, the price difference
between DESs and BMSs across a number of Health Authorities in England was found to
range from £203 to £615. Based on anecdotal information, it appears that the price
difference in Romania may be somewhat greater, and DES use is often associated with
significant out-of-pocket payments for patients. Given the difference in costs, questions
need to be asked about the relative effectiveness of DES over BMS for particular patient
subgroups, and whether any superiority is sufficient to justify the additional cost involved.

Based on data provided to the NICE International team®, approximately 23% of coronary
stents implanted in Romania in 2011 were DESs, although this ranged from 0 to 53% among
the 16 provider facilities surveyed. It is difficult to determine whether this reflects an
appropriate level of utilisation, and we noted considerable variation among providers. The
optimal use of DESs in Romania will be influenced by a number of factors and may be well
be considerably higher or lower than this average.

Using case studies from England, Germany and Thailand, we will illustrate different methods
of ensuring value for money with respect to the use of DESs. These methods involve directly
influencing the reimbursed price for DESs and/or controlling access to the technology.

Case Study - England

Through its technology appraisal process, in 2008 the National Institute for Health and
Clinical Excellence (NICE) recommended the use of drug eluting stents>® in percutaneous
coronary interventions for the treatment of coronary artery disease, but only under very

specific circumstances:

*> Source: Romanian Ministry of Health. Data covers the period 1st. January to 1st. November 2011

* NICE Technology Appraisal 152 — Available here: http://guidance.nice.org.uk/TA152
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= the target artery to be treated has <3-mm calibre or the lesion is > 15 mm in length, and
= the price difference between DESs and BMSs is no more than £300.

The NICE Committee noted that DESs conferred no statistically significant benefits in
mortality or acute Ml rates over BMSs and that the key benefit of DESs was the reduction in
rates of revascularisation in target lesions and target vessels compared with BMSs. The
Committee had access to a detailed economic model, which allowed it to explore the impact
of varying key parameters, including the price differential between BMSs and DESs. The
Committee concluded that DESs would be a cost-effective option for patients with small
vessels and long lesions only at a price differential of no more than £300.

Notably, in the UK, based on the latest audit data available, use of DESs seems to have
flattened off at a level that is largely consistent with what would be expected with
implementation of the NICE recommendations (around 60% DES), although there remain
very large differences in practice in across the uKk®.

Case Study - Germany

In Germany, the price of a DES, as set by companies and subject to market forces, is around
three to five times that of a BMS>2. In 2010, the University of Munich estimated that more
than Euro 100 million are spent each year on DES, and each year around 200,000 are used.
The acquisition cost of the market leader is around Euro 650 — 700*°. Nevertheless, based
on official German statistics on in-hospital procedures (2009), about 98% of all implanted
stents were BMSs. In other words, there is only a 2% penetration rate for DES in the German
public healthcare system (at least for in-patient percutaneous coronary intervention
procedures)*. Hospitals are subject to tight budgetary constraints and are opting for
cheaper stent alternatives. This appears to be due at least in part to the characteristics of
the German DRG (G-DRG) system.

The G-DRG system does not distinguish between different stents by means of unique DRGs.
Thus special supplementary and extra-budgetary payments must be sought to cover the
additional costs associated with newer stent technologies, with access to such funds
involving applications for reimbursement and potentially negotiation with sickness funds.
Importantly, the G-DRG payment for a PCl is meant to include the cost of implanting a bare
metal stent in those cases where an implant is deemed necessary. There is no explicit

> National Audit of Angioplasty procedures (2010). At: http://www.ic.nhs.uk/services/national-clinical-audit-

support-programme-ncasp/audit-reports/heart-disease

¥ sauerland S. (IQWiG), personal communication

See: http://www.klinikum.uni-muenchen.de/de/startseitenmeldungen/archiv/100708 stents.html

% Sauerland S. (IQWIiG), personal communication; Statistisches Bundesamt, Operationen und Prozeduren der
vollstationaren Patientinnen und Patienten in Krankenhausern, Ausfiihrliche Darstellung, 2009. At:
http://www.gbe-bund.de/gbel10/owards.prc_show pdf?p id=13576&p sprache=d
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mention of stenting in the DRG, implying that BMSs are so inexpensive, their additional
costs can be safely ignored.**

Case Study - Thailand

In Thailand, the affordability of all stents (BMS and DES) is controlled by means of competitive
tendering and bulk purchasing.

There are three coverage schemes in Thailand and the tax financed Universal Coverage (UC)
scheme fills the gap left by the Social Health Insurance scheme and the Civil Service Medical
Benefit scheme. The initial copayment of baht 30 was abolished in 2006, and access is now
free of charge.

The National Health Security Office (NHSO) is an autonomous public organization,
overseeing the UC scheme. The scheme includes within its benefits plan, coverage for stents
in the treatment of atherosclerotic vessels. NHSO is responsible for the purchase of stents
via a centrally administered competitive bidding process. This process means that NHSO
secures very low prices for the stents (both BMS and DES) it purchases, which it then
distributes to the hospitals with which NHSO contracts.

The NHSO is also operates within a logistical model of product transfer from manufacturers/
distributors to users (or health providers) according to inventory information system known
as ‘Vendor Managed Inventory (VMI). When the amount of a particular drug or device at a
hospital falls below a preset threshold, the Government Pharmaceutical Organisation (GPO)
will provide the drug or device automatically at an agreed amount to that hospital —there is
no need to make an order, to accumulate stock in hospitals, or to engage in inventory
management. An invoice will then be sent from the GPO to the NHSO for clearing. This has
also contributed to cost savings in the acquisition of coronary stents, although this has had a
smaller impact on costs than competitive tendering, bidding and bulk purchasing.42

According to the secretary general of the NHSO, the reimbursement costs of medical
devices for heart disease in 2008 was baht 1,235 million, and coverage for coronary stents
represented the highest proportion of these costs*.

In collaboration with the GPO, and according to ASEAN Social Security Association** of
which the NHSO is a member, 16,779 stents were purchased in 2010, at an estimated saving
of approximately 396 million baht (almost 10 million euro)®. Nevertheless, reports in the
press have raised concerns about the quality of the stents purchased®®.

" Henschke C, Baeumler M, Gaskins M, Busse R. Coronary Stents and the Uptake of New Medical Devices

in the German System of Inpatient Reimbursement. Journal of Interventional Cardiology 2010;23 (6): 546-553
2 Sripen Tantivess (HITAP) — personal communication

As cited in: http://tinyurl.com/86mayot

http://www.asean-ssa.org

http://tinyurl.com/83xk7m8

“NHSO defends purchase of stents”. The Nation, August 2010. At: http://tinyurl.com/6qvvcék
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Figure 2 - Ischemic heart disease (IHD) mortality and coronary revascularisation
procedures, 2006 in OECD countries

IHD, age-standardised death rates, per 100 000 population
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Source OECD, Health at a Glance, 2009”7

Diffusion of New Technologies - Conclusions

As noted above, there is no single policy tool that can be applied alone to the diffusion of
new technologies, including medical devices; multiple options exist which need not be
mutually exclusive. For example, evidence-based approaches can identify the appropriate
clinical situations in which a technology may be used, and centralised procurement
strategies can be adopted so that the best reimbursement prices are obtained. In other
words, total cost is a function of both price and volume. Volume will be influenced by the
use guidelines and the impact of disease prevalence/incidence; ‘price’ can be influenced
through different approaches to purchasing.

Importantly, in the specific context of stenting, evidence suggests that there is no apparent
relationship between the number of revascularisation procedures and mortality from
ischaemic heart disease.

Germany for example, appears to be an outlier in terms of the number of procedures
undertaken per 100,000 population, and yet IHD death rates are similar to other OECD
countries which undertake far fewer revascularisation procedures. Of course, these data
need to be treated cautiously, not least partly because of variation in classification systems
and recording practices between countries.

While not as extreme as Germany, the USA also appears to be an outlier according to the
OECD figures. It has been argued that the high levels of DES use in the United States has
helped keep angioplasty rates stable in that country because of the reduced likelihood of

* At: www.oecd.org/dataoecd/55/2/44117530.pdf
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patients requiring a revascularisation procedure following DES implantation®®. However, it’s
possible that DES penetration in the US, which is now at over 80 to 90%, has simply reached
saturation levels as a result of uncontrolled uptake®.

Structural challenges and future reform

This section of report highlights the importance of addressing broader structural factors
affecting the overall efficiency of the system, particularly where these appear likely to
undermine efficiencies anticipated through the implementation of any ‘negative list’.

Empowering primary care

Developments in health policy have highlighted the importance of primary care and
preventive services, although among many countries of different income levels, specialists
still significantly outnumber ‘generalist’ practitioners*®. Orienting health care services so
that they are preferentially delivered in primary care settings can yield significant benefits in
terms of overall cost-effectiveness. In addition, a strong and well performing primary care
sector represents a marker of healthcare quaIitySO. Proxy measures such as the number of
(avoidable) admissions for uncontrolled diabetes can give an indication of the strength of
primary care systems and the level of care coordination and continuity.

Monitoring and improving quality and health outcomes

Consideration should be given to providing financial incentives to encourage efficient
prescribing and the provision of high quality care. It may also help in improving information
technology infrastructure, and drive critical data collection in high priority disease areas.

It was noted above that there is a relative underfunding of primary care compared with the
specialist and secondary care sector. Moreover family doctors are constrained in their
capacity to practice efficiently and effectively, at least in comparison to standard practice in
many other countries. These factors may partly explain the relatively high exodus of
physicians out of the country, and provide incentives for individuals to secure additional
remuneration through informal payments (see below). Any rebalancing of funding (and care
responsibilities) in the Romanian healthcare system could be accompanied by provider
reimbursement mechanisms that are partially linked to the achievement of performance
outcomes. A possible model for such a framework is the UK Quality and Outcomes
Framework (QOF)>'.

8 OECD, Health at a Glance, 2011- At:

http://www.oecd.org/document/11/0,3746,en 2649 37407 16502667 1 1 1 37407,00.html

¥ See for example: Groeneveld et al. Impact of New Cardiovascular Device Technology on Health Care Costs.
Arch Intern Med. 2011;171(14):1289-1291

*° Government Accountability Office (2008). Primary Care Professionals: Recent Supply Trends, Projections,
and Valuation of Services. Testimony before the Committee on Health, Education, Labor, and Pensions, U.S.
Senate. At: http://www.gao.gov/new.items/d08472t.pdf

> See: http://www.nice.org.uk/aboutnice/qof/qof.jsp
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Introduced in 2004 as part of the General Medical Services Contract, the QOF is a voluntary
incentive scheme for GP practices in the UK, rewarding them for how well they care for
patients. The QOF contains groups of indicators, against which practices score points
according to their level of achievement. NICE has been asked to focus on the clinical and
health improvement indicators in the QOF, which includes a number of domains such as
coronary heart disease and hypertension. The QOF gives an indication of the overall
achievement of a practice through a points system. Practices aim to deliver high quality care
across a range of areas, for which they score points. Put simply, the higher the score, the
higher the financial reward for the practice. The final payment is adjusted to take account of
the practice list size and prevalence. The results are published annually.

An example of a QOF indicator is shown in Figure 3. The diagram also illustrates the broad
process for its development.

Figure 3 — Example of a QOF Indicator

Indicator area: Secondary prevention of coronary heart disease (myocardial infarction)
Indicator ID: NMO7 (http://www.nice.org.uk/aboutnice/qof/indicators detail.jsp?summary=13071)

The percentage of patients with a history of myocardial infarction from 1 April 2011
currently treated with an ACE inhibitor (or ARB if ACE intolerant), aspirin or an alternative
anti-platelet therapy, beta-blocker and statin (unless a contraindication or side effects are
recorded).

Process of development

~
« Ambulatory setting; evidence of clinical and cost effectiveness; UK burden

of disease; national policy priority
« Currently not incentivised

Prioritisation

~

« NICE Clinical Guideline CG48 (2007); patients following acute MI should be
offered combination treatment with aspirin, ACE-inhibitor, b-blocker and
statin

Evidence base

« [ncremental cost: £514; incremental benefit: 0.049 QALYs; CPQ:£10,816
« Baseline achievement: 11.3%; prevalence: 0.75%
« Cost-effective indicator even for double cost of delivery (sensitivity analysis)

» Weighted annual cost of all four combinations: £195.6 per year per patient
« Current cost: £9.2m; estimated cost: £9.5-11.3m; net cost impact: £0.3-2.1m

Budget impa pa;

» Potential savings: acute MI: £3,500 (uncomplicated); cardiac ICU: £1,045
per day

* The % of patients with a history of MI (from April 2011) currently treated
with an ACE inhibitor (or ARB, if intolerant), aspirin, b-blocker and statin
(unless recorded contraindication or side-effects).
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The use of any financial incentives needs to be carefully considered, and will certainly not be
the only or even the principal tool to drive efficiency and high quality care. Other quality
initiatives such as clinical audit, improvements in information technology, and creation of
entities to develop quality standards and monitor performance, are likely to have a
significant effect in improving quality of care. When developing indicators that can be used
to incentivize providers, it is necessary to consider the underlying evidence base, and so the
HTA function described above will have an important role in informing the choice of
indicator. When considering the impact of an indicator for which there is potentially a
linked financial reward, it is also important to consider the cost-effectiveness and overall
financial impact of the incentive, to ensure that the additional payments offered and the
expected outcomes are calibrated optimally.

Secondary/Tertiary care — funding and the role of DRGs

While it is arguably the case that system financing has been skewed towards secondary and
tertiary care, it appears that hospitals are nevertheless inadequately financed and
inefficiently reimbursed for the activities they undertake.

A ‘hybrid’ system of financing appears to be in place with respect to hospital care. There are
case mix adjusted (DRG) payments from the CNAS and in addition, direct budget allocations
from the central and local governments. Moreover, hospitals are able to generate
additional income via copayments (which they are allowed to keep) and through the
provision of services to the private sector.

DRG payments, as we have noted already, do not capture any realistic assessment of the
costs of services actually provided. The actual reimbursed costs at the provider level are not
the same as the corresponding DRGs since additional subsidisation can be obtained from
monies sourced from the National Programmes in certain instances, and / or financed from
the patients themselves, with obvious implications for equity.

While there are variations among individual nations, DRG-type hospital payments are used
throughout Europe, a reflection of their attractiveness as a policy tool to improve
transparency over provider performance, and as a mechanism to allocate financial
resources to hospitals>. Needless to say, the implementation of such a framework within
an individual country has to be carefully undertaken. Weaknesses in how DRGs have been
implemented in Romania have been highlighted by others>®. Romania underwent a
transition from one DRG system to another within a few years, and because of inadequate
data on actual hospital costs, it was necessary to use imported cost weights from the

> scheller-Kriensen D, Geissler A, Busse R. The ABC of DRGs, In: Diagnostic Related Groups in hospital
management and reimbursement. Euro Observer, Volume 11, Number 4, 2009. At:
http://www.euro.who.int/en/who-we-are/partners/observatory/publications/euro-observer

>* Radu C-P, Chiriac DN, Vladescu C. Changing Patient Classification System for Hospital Reimbursement in
Romania. Croat Med J 2010 ;51(3):250-8.
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Australian DRG system. Mis-coding (intentional or otherwise) combined with inadequate
oversight from payers and other monitoring problems have meant that the benefits of
introducing such case-mix based payments have been minimal and possibly even
counterproductive. The high prevalence of informal payments compounds the problem, and
further exacerbates any corrupt practice® .

While DRG implementation in Romania began with pilot projects in 1996, more effective
planning would have allowed for the development of robust local cost weights and a better
designed budget neutral introduction phase, to protect the financial stability of providers. In
Germany, for example, hospitals could voluntarily classify their patients into DRGs in 2003
(it became mandatory in 2004), but were incentivised to do so by the possibility to
negotiate higher budgets. Initially, DRG payment was based on hospital specific base rates,
but between 2005 and 2010, provider base rates were gradually adjusted towards state-
wide base rates. By 2015, state-wide base rates are expected to converge towards a
nationally set level®. A similar approach was taken in Hungary>°.

There is clearly an urgent need to significantly redevelop the DRG system in Romania,
bringing in international expertise as necessary (See section on ‘Next Steps’). Particular
emphasis must be placed on obtaining reliable data, on hospital costs, in the first instance,
but also on measures of quality (see below). This must be combined with additional policies
directed at modifying provider behaviour, through the application of effective penalties for
deviations from recommended practice. Moreover, adjustments to payments are needed so
as to encourage reduced length of stay where clinically appropriate, as discussed in our
rapid analysis of selected surgical produces.

We have been made aware during this assistance project of proposed reforms to the
Romanian health system that draw on the Dutch social insurance model and its 2005/6
structural reforms as their principal paradigm and which aim to make service provision more
‘demand-led’. In the Netherlands, competing insurers reimburse hospitals on a case-mix
basis known as the Diagnosis Treatment Combination (DBC) system>>. All DBCs are assigned
to two lists: on List A prices are fixed at a national level and reflect production volume rather
than quality, while prices on List B are variable and based on negotiations between hospitals
and insurers, the intent being to encourage financing that is more aligned with aspects
related to the quality of the services provided.”” The Dutch government is seeking to create
a system of financing that is largely based on DBCs in List B. However, Dutch health insurers
are not currently competing on the basis of quality. Indeed, “the only aspects that impact on

> Transparency International. Global Corruption Report 2006 — Special Focus: Corruption and Health. At:
http://www.transparency.org/publications/gcr/gcr 2006#download

> Quentin W et al. DRG-type hospital payment in Germany: The G-DRG system Euro observer, Volume 12,
Number 3, 2010. At: http://www.euro.who.int/en/who-we-are/partners/observatory/ publications/euro-
observer

*® Gaal P, Szigeti S, Csere M, Gaskins M, Panteli D. Hungary: Health system review. Health Systems in
Transition, 2011; 13(5):1-266.

7 tis important to note here that insurers are not obliged to contract all hospitals, or vice versa.
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how insurers can stand out from one other are (i) improving accessibility to hospitals, (ii) the
service they themselves provide and, in particular, (iii) the costs related to a lower premium

and/or co-payments”>8.

Irrespective, of the final nature of the Romanian reforms, case- based payments are likely to
be the core mechanism for the reimbursement of hospitals. As can be seen from the Dutch
example, maintaining and enhancing the quality of care will also be important, and
incentives will need to be developed to deal with the unintended consequences of
DRGs/DBCs, eg by explicitly linking DRG payments to certain quality measures (based on
process and health outcomes). Adjustments to individual hospital payments can be made at
a local level based on the achievement of a package of quality improvement goals and
indicators agreed between the insurer and the provider. An example of this is the English
‘Commissioning for Quality and Innovation’ (CQUIN) payment framework>’. The CQUIN
framework also highlights the importance of developing evidence based guidelines, since
this framework will be used to implement NICE-developed Quality Standards. While difficult
to measure, data on the quality of care are essential, and hospitals could be compelled to
provide such information. In England, providers of NHS services are required to publish an
annual Quality Account to the public concerning the quality of services they provide. In
Germany, there is also a mandatory publication of quality reports.

England has also introduced so-called ‘best practice tariffs’ which are intended to encourage
and reward medical practice considered to be ‘high quality’, thus moving away from pricing
based on average costs. Best practice tariffs were introduced in 2010/11 for cataracts, gall
bladder removal (cholecystectomy), acute stroke care, and fragility hip fracture. In the case
of cholecystectomy for example, the tariff is intended to encourage the use of laparoscopic
techniques in a day-case setting where clinically appropriateeo.

Commitment to public health initiatives

It has been noted by other authors that the current health system places inadequate weight
on the prevention of ill-health and the timely detection of disease, highlighting for example,
the worrying levels of cervical cancer in Romania®'. Non-communicable disease (NCD)
prevention also appears to be inadequately addressed. The World Bank has previously
recommended streamlining the national health programs to emphasize the prevention of
NCDs and cervical cancer and the control of infectious diseases.

*% Tan SS et al. Structural reforms and hospital payment in the Netherlands. Euro Observer, Volume 12,
Number 10. August 2010.

> Using the Commissioning for Quality and Innovation (CQUIN) payment framework — A summary guide. At:
http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH 091443
% Update to Best Practice Tariffs. At: http://www.dh.gov.uk/health/2011/12/bpt-update/

®" World Bank. Functional review of the Health Sector - Romania (May 2011)
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Public health interventions can be both cost-effective® and achieve benefits that are
observable even over a relatively short term. A good example of this is tobacco control. A
recent Cochrane review of the effectiveness of smoking bans noted that there was
consistent evidence that such interventions lead to a reduction in hospital admissions for
cardiac events®® — and that an impact which has both significant health and financial
consequences can be achieved within a year following a ban®*.

While Romanian authorities have introduced smoking bans in a number of facilities,
including healthcare, education and government buildings, these are not always enforced,
nor are restrictions evident in other important public spaces such as bars and private sector
offices. Moreover, compliance with the legislation has often been poor65. WHO age-
standardized estimated prevalence of smoking among those aged 15 years or more (2009)
was 35% for current smoking and 29% for daily smoking. Among men only, however, these
figures rise to 46% and 39% respectively®®. A key public health challenge is to ensure local
implementation in the face of other very pressing demands on available resources.

As with other types of guidance that NICE produces, the Institute’s public health output is
supported by costing tools and other mechanisms to assist in implementation planning and
also in building a ‘business case’ for investment in preventive activities®’. These support
tools can be downloaded from the NICE website and could be adapted to the Romanian
setting subject to the availability of local data (see below).

Political commitment to evidence-based approaches

Worldwide there has been an increasing interest in and political commitment to the use of
HTA in healthcare decision making. For example, health ministers of 53 countries at the
WHO European Ministerial Conference on Health Systems (June 2008) adopted the Tallinn
Charter: Health Systems for Health and Wealth® which noted that:

“Fostering health policy and systems research and making ethical and effective
use of innovations in medical technology and pharmaceuticals are relevant for all
countries; health technology assessment should be used to support more
informed decision making.”

2 Owen L, Morgan A, Fischer A, Ellis S, Hoy A, Kelly MP. The Cost effectiveness of Public Health Interventions. J
Public Health 2011, Sept 20

® callinan JE, Clarke A, Doherty K, Kelleher C. Legislative smoking bans for reducing secondhand smoke
exposure, smoking prevalence and tobacco consumption. Cochrane Database of Systematic Reviews 2010,
Issue 4. Art. No: CD005992.

* http://www.bbc.co.uk/news/10266997

® Indoor smoking bans in Bulgaria, Croatia, Northern Cyprus, Romania and Turkey. Muilenburg JL, Legge Jr JS,
Burdell A. Tobacco Control (2010).

% WHO report on the global tobacco epidemic, 2011. At:http://www.who.int/tobacco/global report/2011/en
& Implementation tools available at:
http://www.nice.org.uk/usingguidance/implementationtools/implementation_tools.jsp

* WHO 2008. At: www.euro.who.int/document/e91438.pdf
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It is recognised that HTA is only one albeit important factor in decision making; there are
clearly also other important inputs into the process. Nevertheless HTA and other evidence-
based approaches can foster more transparent and ‘rational’ decision making processes as
long there is domestic political will to make use of its findings in a credible way. If HTA is
poorly supported politically and technically, there is a risk that ‘evidence-based’ decision
making could be undermined and discredited®.

The Romanian government has indicated a commitment to making use of “scientific
evidence” during decision making, in its recent proposals to reform the health system. It is
essential that this commitment remains and is enshrined in any future reform law.

Next steps

Pharmaceuticals

Improving Listing Processes

In Report 2, we reviewed the existing drug formulary listing processes and identified a
number of issues. Of greatest concern were our observations that the criteria for positive
(or negative) recommendations are not clearly articulated, and that decisions appear to rest
largely on reviews conducted by clinical specialists (topic experts) nominated by the
relevant Specialty Commissions, and whose conflicts of interest, if any, are not declared at
the time of the review. Without input from other clinical (especially non-specialists) and
non-clinical experts this structure will naturally tend to favour listing of new medicines;
indeed we were informed that at most perhaps 2% of applications are rejected. We also
noted that, while an economic analysis of some description is required to be submitted with
each application, it is not subject to review within the listing process, and in this sense it
appears to be little more than a formality. In addition budget impact analysis is not
required, nor is it undertaken within the Ministry of Health. As a result there is no implicit or
explicit consideration of price, cost effectiveness, overall budgetary impact or opportunity
cost to the health care system factored into, or indeed influencing the recommendation. As
a result, the role of the National Transparency Committee in the decision-making process,
other than to endorse the recommendation(s) of the clinical specialists, is unclear.”®

To that end, the importance of an unambiguous commitment to the establishment of
independent, evidence-based, value-for-money, decision-making processes to support
resource allocation in health care is paramount. All recommendations that follow are
predicated on this overarching commitment. We previously noted that a commitment to
evidence-based approaches has been foreshadowed in the draft revised Framework Law.

& Chapter 2 — Policy Processes and health technology assessment in:”Health Technology Assessment and
Health Policy-Making in Europe Current status, challenges and potential”. WHO, 2008. At:
http://www.euro.who.int/ data/assets/pdf file/0003/90426/E91922.pdf

O tis important to note that our review of the listing mechanism was focused on the process for listing of
medicines in the national formulary rather than inclusion in the Basic Benefit Package
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Independent, transparent, scientific process: As a matter of urgency, the role, composition
and remit of the Transparency Committee (NTC)’* should be revised to create a more open,
consultative, independent and scientifically rigorous decision-making process; to introduce
comparative effectiveness and cost-effectiveness as core components in the decision-
making process; to improve the clarity and transparency of decisions and introduce explicit
decision-making criteria, and to provide a voice for stakeholders and facilitate a better
understanding of the rationale for decisions and relative merits of different therapies
among prescribers.

Composition: The composition of the NTC should be expanded to encompass a broad range
of clinical experts, including at least one primary care practitioner, an epidemiologist/
biostatistician, a representative of pharmacy practice and consumer representation. At least
one health economist with skills and experience in health economic evaluation should also
be involved in the decision-making process as a member of the NTC. Until processes can be
developed to undertake rigorous HTA, at least one member of the Committee must have
the necessary skills to review any cost-effectiveness and budget impact assessments
submitted by sponsor companies.

Governance: The governance arrangements should ensure the independence of the
Committee from government, MoH, CNAS and industry influence. Statements of interests
should be required both annually and at each meeting from each member of the
Committee. Should any potential or actual conflicts of interest come to light, they should be
adjudicated carefully to avoid any possibility of bias, either real or perceived.

Decision-making criteria: The role and remit of the Committee should be clarified, and
specific decision-making criteria promulgated. The Committee’s remit should state
specifically that it should consider comparative effectiveness, comparative cost effectiveness
/ value for money, and budget impact in its deliberations. Guidelines for the preparation of
submission and the evaluation of the clinical, epidemiological, economic and financial data
should be developed to guide both applicants and reviewers, and to promote scientific
rigour. Methods and guidelines should be developed with stakeholder participation.

Inclusiveness: The process should emphasize inclusiveness, by providing opportunities for
all relevant parties to have appropriate input to the process — “my say, but not my way”. In
addition, consumer representation should be added to the Committee to provide a voice
for stakeholders from within the community.

Transparency: To ensure transparency, the deliberations of the Committee should be
documented, and the rationale, reasons and scientific basis of each decision made public at
the time of the decision. This will facilitate scrutiny of the process and improve public and
professional acceptance of the decisions and of the relative merits of different therapies.

" This could be included as part of the revised Framework law.
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Timeliness: Timeliness of the processes may be enhanced by introducing pre-specified
timeframes for decision-making that ensure that high value technologies are not
unnecessarily delayed in getting to patients, while still allowing adequate opportunity for
consideration of the evidence.

Until such time as a fully-developed and skilled HTA entity or framework can be developed,
a simple interim de facto HTA process should be introduced. Where the de facto HTA
process is applied, subsidized indications and conditions of listing should reflect those
applying in the country where the HTA was undertaken.

While the processes of the NTC could be easily modified to incorporate this de facto HTA
step, in our view the current requirement for decision-making within 90 days is
unreasonable and will need to be lengthened in the future to allow adequate time to for
HTA to be undertaken. The relevant EU Directive allows a period of 90 days for price
determination and up to a further 90 days for reimbursement decisions’? — thus up to 180
days could be made available to the process, although in time it may be possible to shorten
this.

Implementing de facto HTA assessment

Seiter (2007)”® proposed the use of a “scorecard” as a means of fast-tracking assessment of
new medicines in the absence of the capacity to undertake a full HTA. Seiter suggested that
important criteria for a Romanian decision might be whether a drug had been accepted for
reimbursement in other European countries, and the extent to which it had been
reimbursed. Specifically Seiter’s proposed method was to:

“..select five countries that are using some sort of pharmaco-economic

assessment as a means to decide on reimbursement, and give two points

for each of them that provides highest national reimbursement level, one

point of each that provides some form of limited reimbursement, and zero

points for those that do not reimburse a drug. This assessment may have to

be made for each indication separately if a drug has multiple indications.

The scorecard can then be completed with some parameters that can be

assessed by consensus specifically for Romania, such as:

= The disease has a high importance for public health in Romania

= The new treatment is not more expensive than current standard treatments in
Romania

= The new treatment has clear clinical advantages over older treatments in a way
that patient’s wellbeing, functioning or life expectancy are improved in a
significant and relevant way

” The EU Transparency Directive states that pharmaceutical pricing procedures must be completed within 90
days, with the possibility of a further 90 days for reimbursement decision making.

*Seiter A. Romania: Pharmaceutical Sector Analysis, 2007 At: http://apps.who.int/medicinedocs/documents/
s16762e/ s16762e.pdf
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= |t s possible to deliver the new treatment according to good practice in the
Romanian health system (diagnostic tools available, control instruments
available etc.)

= Qut-of-label use can be contained easily

For each of these parameters, a clear positive answer yields two points, a
negative answer no points, and an intermediary answer one point.”

Seiter’s prototype scorecard is shown here.

Figure 4: Seiter’s Scorecard for Rapid HTA”?

A typical scorecard could look like this:

Assessment of bifanulepil for the treatment of acute ischemic stroke within the first 60
minutes
s (Description of the drug, mechanism of action, claims by manufacturer, comparable
treatments if any, price per treatment in comparison with current treatment if
available)
¢ (Documents used for the neutral assessment)
« Decisions by other European authorities:
o Netherlands: no reimbursement Score 0
o UK: restricted reimbursement, pre-approval 1
o Sweden: restricted reimbursement, pre-approval 1
o Portugal: restricted reimbursement, only 5 hospitals 1
o France: unrestricted reimbursement 2
« Additional parameters:
o Public health priority: medium

—

o Cost compared to current treatment: much higher 0
o Clear clinical advantage for patient: yes in 10-20% of cases 1
o Delivery of treatment possible in Romania: yes 2
o Containment of out-of-label use: medium difficult* 1
Total score: 10 out of 20

(* 60 minute limit for application would be hard to control)

A limitation of this approach is that it does not fully capture the influence of cost (and thus
cost effectiveness) or budget impact of other jurisdictions’ listing decisions (or, for that
matter, the availability of alternative therapies) and pricing information is limited in some
jurisdictions. The scorecard approach may nevertheless be a useful tool for prioritizing
consideration, however, even though it may be limited as a basis for decision-making.

Currently the listing process requires that a product be reimbursed for at least 12 months in
(at least) 3 other European countries. As an interim measure, an alternative approach could
be to model a de facto HTA process on a single jurisdiction for which details of pricing and
HTA evaluation are available. Listing should be proposed only under those circumstances
and in accordance with the conditions under which the product is reimbursed in the
reference country, and cost effectiveness should not be assumed at a price higher than the
ratio of the Romanian PPP-adjusted per capita GDP to reference country PPP-adjusted per
capita GDP.
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Target pricing would then be determined by calculating this ratio in the following manner:
Figure 5: Calculation of Price following de facto HTA evaluation

Price in Romania = Country A Price X Romanian PPP-adjusted per capita GDP
Country A PPP-adjusted per capita GDP

In addition all medicines proposed for listing should have a detailed a Budget Impact
Assessment prepared utilising Romanian epidemiological estimates. These could be
incorporated into the current NTC process and would require only modest additional
resources and accommodation within the timelines, as illustrated in Figure 6.

Figure 6: Modified NTC Process

PROPOSED
MEDICINE

|

[ EU Marketing approval — Apply in Romania ]

|

DOSSIER
Pﬂ_fe . ! Verification of content
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|
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2 referees analyse the dossier + opimion of the
Commussion’s president
Criteria - Ord 318

|

De facto HTA | NATIONAL TRANSPARENCY | Stakeholder
and BIA COMMITTEE input
CONCLUSION /
RECOMMENDATION

GOVERNMENT |

o~

Technical assistance in a) revising the NTC processes, b) undertaking and implementing the
de facto HTA process and c) undertaking budget impact analysis can be provided by NICE, if
required.
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Reviewing the existing formulary

A more extensive review of the drug formulary is strongly recommended. In the first
instance we propose reviewing the top 300 products by volume and value, together with
more comprehensive review of pricing and copayment issues. This would involve de facto
HTA assessment, pricing review and could also include drugs currently awaiting listing. A
review of the assignment of drugs to formulary sub-lists could also be undertaken, as the
rationale for inclusion of drugs in different sub-lists does not appear to be consistent.

Addressing Pricing Anomalies

Assistance could be provided in undertaking a more comprehensive review of pricing to
determine the reasons for some of the pricing anomalies we have identified and modelling
the effects of some of the suggested remedies in order to support informed decision-
making.

Reconfiguring Patient Contributions

In conjunction with formulary and pricing review, we believe a review of the structure of
patient co-contributions is badly needed. The current arrangements are highly inequitable,
and lead to significant unnecessary out of pocket costs for patients. With improved data
collection, it would be possible to model utilisation and cost and devise a co-payment
structure that is more equitable and affordable for patients while remaining cost neutral.

Other Healthcare Products and Services

Applying a framework to identify inefficient practices

An interim process could be established in advance of a formal HTA function. This interim
process would focus on collecting information on potentially ineffective or inefficient
practices and explicitly excluding or restricting certain non-drug services from the benefits
package.

"7 Table 8 lists a proposed framework for rapidly

Based on the so-called ‘Croydon List
identifying inefficient practice. It can also be used to inform the decision-making criteria for

pharmaceuticals.

It is important that users of this framework document appropriate exceptions transparently.
For example, it may be appropriate to subsidize cosmetic surgery following a road accident
or other major trauma.

Critically, adequate data collection is necessary to support decision-making within this
framework, although HTAs and guidelines published in other countries can be consulted. For
example, a source of information on ‘do not do’ recommendations sorted by clinical topic is

" Malhotra N, Feleke R. Save to invest: Developing criteria-based commissioning for planned health care in

London: methods and assumptions. At: http://www.lho.org.uk/viewResource.aspx?id=11591
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available on the NICE website’”. These are clinical practices that should be discontinued
completely or should not be used routinely. This may be due to evidence that on balance
the practice is not beneficial or a lack of evidence to support its continued use. The ‘do not
do’ database contextualizes the original recommendation with links to the relevant
guideline or other form of NICE guidance.

Table 8: A framework for rapidly identifying an inefficient practice

Evidence
e Exclude (relatively) ineffective/unsafe interventions, eg knee lavage
e Unproven eg brachytherapy for prostate cancer

e Subsidy of a medicine should not extend beyond the indications for which
it has marketing approval.

Appropriateness

e ‘Inappropriate’ interventions - for example may include largely ‘cosmetic’
procedures

Restriction based on severity / setting

e Restrict to severe ie effective interventions with narrow benefit/risk
balance in mild cases, for example hip, knee and joint replacement/revision

e Effective interventions where cost effective alternatives should be tried
first, unless contraindicated (eg methotrexate or DMARDS before biologics in
rheumatoid arthritis)

Other

e Potentially excludable from subsidy (eg over-the-counter paracetamol)

e Covered by other schemes (eg national programmes)

For example, the database notes that:
“Arthroscopic knee washout alone should not be used as a treatment for
osteoarthritis because it cannot demonstrate clinically useful benefit in the short

or long term.”’®

Another example:
“Computerised tomography (CT) of the pelvis is not recommended for men with

low- or intermediate-risk localised prostate cancer.”’’

Such information can be accessed and utilized by policymakers in Romania immediately to
assist in any reform of the benefits package.

7> See: http://www.nice.org.uk/usingguidance/donotdorecommendations/index.jsp

’® See: http://www.nice.org.uk/usingguidance/donotdorecommendations/detail.jsp?action
=details&dndid=625

77 See: http://www.nice.org.uk/usingguidance/donotdorecommendations/detail.jsp?action =details&
dndid=157
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Revising the DRGs

As noted earlier, as a matter of some urgency, it is imperative that a process for revising the
existing DRGs be initiated. This could be facilitated with appropriate external expert
support.

The revisions must incorporate actual Romanian costs and average length of stay for groups
of services and include all relevant aspects of care. The objective should be to capture and
incorporate gradually, all fixed and variable costs, including salaries, capital costs,
emergency department costs, as well as the cost of pharmaceuticals and other medical
technologies such as stents and prostheses. Notwithstanding the methodological
challenges, only by including all likely costs will it be possible to ensure adequate funding
and thereby reduce informal payments and cost-shifting to patients. Adequate data
collection is an essential prerequisite for this process.

A programme of regular revision and recalibration must also be devised — this will assist in
identifying cost drivers and opportunities for greater efficiencies.

Managing medical device pricing

A comprehensive price list of medical devices, IVDs and consumables needs to be compiled;
this would help identify anomalies in pricing and facilitate comparisons with prices in other
EU member states.’® As a first step, major hospitals and suppliers could be surveyed to
establish the prices (and price variations) in major (high unit cost and/or high expenditure)
items. Once a schedule is compiled for a selection of key items, ceiling prices could be set
using these data, and hospitals could then negotiate further discounts directly with
providers.

At the same time consideration should be given to the introduction of an interim clawback
tax on medical devices, at least until such time as there is greater clarity in pricing and the
introduction of appropriate HTA processes for devices. The claw-back tax should be applied
as a percentage of overall sales. Appropriate overall revenue ceilings (as opposed to what is
officially reimbursed) could be established using an estimate of unit price and expected
utilization, with a proportion of sales in excess of this estimate “clawed back”. In addition to
providing greater budgetary control, this would help reduce the extent of reported price-
gouging and thus reduce cost-shifting to patients and their families.

Developing HTA in Romania

It is our view that full health technology assessment (HTA) should be introduced for new
medicines and subsequently for other health care technologies and services as a specific
medium to long term term objective (2-5 years). With a population similar to that of

78 Anecdotally, we were informed that prices of key medical devices, such as drug eluting stents, are often
higher in Romania than elsewhere in Europe.
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Australia, Romania has the capacity to develop the necessary indigenous expertise over
time.

Clearly, a key issue is the need to develop capacity for independent evidence synthesis and
review. HTA capacity building is a key element in this process and external assistance can be
utilized to develop skills among practitioners and trainers (see below). It is not necessary to
establish a single HTA entity or agency, but rather to focus on function - through
appropriate skill development and on the explicit and transparent incorporation of HTA into
resource-allocation decision-making.

In time, the HTA function should be expanded to consider a broad range of technologies
such as diagnostics and surgical interventions in addition to pharmaceuticals.

In addition, evidence-based guidelines and protocols which focus on pathways of care may
well be a useful approach to informing the utilisation of both drugs and non-drug services.
However such guidelines must consider cost-effectiveness and be updated to incorporate
the outputs of any HTA processes.

Clinical guidelines and treatment pathways, combined with targeted evaluation of medical
technologies can help inform pricing and listing decisions, and, in the longer run, assist in
improving the quality and efficiency of the service. However they require an appropriate
legal foundation and adequate regulation. In order for the outcomes of an HTA or guideline
development process to be effectively implemented, key actors in the system, such as CNAS
and MoH, must be involved in determining both priorities and mechanisms for monitoring
uptake and impact, and must also commit to acting in accordance with the results of such
evidence-based evaluations.

Improving procurement and supply

Successful implementation of any of the reforms recommended in this document which aim
to better link reimbursement levels with evidence-based ‘value’ assessments, depend in
part on having well functioning procurement and supply chains for both pharmaceutical and
non-pharmaceutical products. As detailed earlier in this document, the introduction of
centralised competitive bidding processes can help secure better prices, with successful
tenders being required to provide supply guarantees. Moreover, distortions in the
wholesale (drug) distribution chain, partly driven by significant delays in receiving payment,
discourage the promotion of generics and create incentives for parallel exports79’8°. While
beyond the remit of this technical assistance project, identifying mechanisms to address
these important issues would have a substantive impact on ensuring affordable access to
drugs and other health technologies.

7 Lopert R. Rapid Review of the Regulation and Policy Framework for Pharmaceutical Management in
Romania. (Washington, World Bank, May 2011). [Executive Summary in Appendix]

8 Costa Font J, Kanavos P. Medicines parallel trade in the European Union: a gravity specification. Working
Paper No: 6/2007. (LSE Health, March 2007).
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Tackling corruption and informal payments

A significant concern among policy makers in Romania is the extent of corruption in the
healthcare sector and the extensive use of “informal payments” at all levels of health care —
some modest, others allegedly involving wholesale bribery of healthcare employeesgl. To
some extent, this is driven by the comparatively low salaries of health professionals in
Romania, which also drives the high annual loss of doctors and other health care
professionals out of the country®?. It would also appear to reflect a lack of trust in the
system to prioritise and apportion care fairly and maintain adequate standards. In work
cited by Transparency International (2006), informal payments in Romania may account for
as much as 41 per cent of total out-of-pocket expenditure.82

It is absolutely essential that a strategy is developed to deal with informal payments, and a
clear commitment made to its implementation. One approach might be to formalise them
and develop appropriate exemption schemes. Certainly, based on what was proposed in the
draft framework law (as of December 2011), this appears to be a preferred option, although
the approach described appears to consist largely of encouraging the uptake of
supplementary insurance to augment a relatively limited basic benefits package. It is not at
all clear that this approach will in fact reduce the level of informal payments, given that they
persisted even after the introduction of the current social insurance model. Indeed, in the
short term at least, individuals may prefer the directness of an informal payment in order to
secure additional services, and may not willingly pay for supplementary private cover.
Moreover it is likely that informal payments will continue to be offered and/or elicited even
in the presence of supplementary insurance coverage, thus further undermining the equity
objective.

There is a clear role for public information campaigns in reducing out-of-pocket expenditure
more broadly. For example, these can be used to raise awareness of the availability of
generic alternatives to branded products and that are with lower copayment. They may also
be used to encourage consumers to seek information on the risks, benefits and costs of
proposed treatments and of any alternatives. However, public information campaigns will
be of limited impact unless accompanied by effective mechanisms of provider audit, the
results of which could lead to the publication of benchmarking and performance data.
Moreover, in our view, efforts to change consumer behaviour must be coupled with clear
messages to and sanctions for those eliciting additional payments. There is currently no
downside to demanding or accepting an informal payment; providers of care therefore
need to be appropriately monitored and regulated if they persist in the practice.

® Financial Times, April 8, 2011. “) & J plaintiffs shrug off report”. April 8, 2011.
8 Euro Observer, Volume 13, Number 2, Summer 2011
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Other Technical Support

Building HTA capacity in Romania

Currently Romania has only very limited capacity to undertake formal health technology
assessment. Building critical mass takes time, but by utilising a “train the trainer” model to
develop a kernel of intensively trained individuals, and ensuring that they are able to
network effectively with relevant individuals and organisations both within and outside
Romania, indigenous capacity can be developed within a few years.

In our view — and reflecting the model used in several countries with which we have direct
experience — it is important that the necessary skills do not reside within a single
organisation or entity but are distributed across several academic and quasi-academic
settings as well as within Government. This will facilitate expansion of the skill base.

To that end we would strongly recommend one or more intensive hands-on training
workshops in Romania, of 10-14 days duration, during 2012. With a maximum of 20
participants, the workshop(s) would cover all aspects of health technology assessment and
would be focused on developing a basic set of practical skills for future HTA practitioners.

We are also able to offer assistance developing a curriculum for graduate studies in HTA, if
desired.

Data and information needs

Routine and robust data collection is essential in monitoring and improving the quality of
healthcare, irrespective of the type of healthcare system. Moreover, data gathering
mechanisms need to be driven by the needs of decision-makers at all levels of the
healthcare system.

Information systems need to be established to support HTA and DRG development. Such
systems will also be critical in the development of quality indicators. A national database
needs to be created that collects average unit cost data and utilization for products, services
and procedures both individually and by DRG, which in turn can be used to set levels of
payment. This database would need to be updated annually.

It is also important that data are collected (and appropriately coded) to enable policy
makers and researchers to link activity and expenditure to individual diagnoses and
therapeutic indications. This data linkage, for example, will be essential in estimating costs
and savings from changes in access to particular services. It will also enable comparisons
across hospitals to assess variation in practice and expenditure.

Taking hospital care as an example, a data warehouse could be developed containing details

of all admissions to hospitals in Romania. Such data could include:

e clinical information about diagnoses (coded according to the International Classification
of Diseases for example) and operations

¢ information about the patient, such as age group, gender and ethnic category
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e claims data to support outcome analysis, quality measurement and demographic
expenditure analysis

¢ administrative information, such as time waited and date of admission

e geographical information on where the patient was treated and the area in which they
lived.

Access to the detailed records would need to be strictly controlled to avoid the
identification of individual patients. There should be also restrictions on the nature of the
aggregated summaries available to researchers and policy makers.

In addition to robust and credible national cost data, basic epidemiological information
(ideally including, data on the natural history of disease) is a pre-requisite for decision-
making and health technology assessment. Moreover, there is growing trend for the routine
use of Patient Reported Outcome Measures (PROMs)®. PROMs focus on measuring quality
from the patient’s perspective and can include standard tools for assessing health-related
quality of life, essential for Romanian relevant cost-effectiveness.

To assist in the development of comprehensive data collection we would recommend
conducting a workshop with key stakeholders to explore, identify and gain consensus in
prioritizing information needs, structures and data collection mechanisms.

8 See: http://www.ic.nhs.uk/proms
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Appendix A - Terms of Reference

Project title: Technical assistance for establishing proposals for the basic health
care service package from which persons insured with the social health insurance
system will benefit

Agreement type: lump sum payment agreement
Selection method: selection from a single source
Agreement duration: September 20 — December 10, 2011

|. General considerations

1. Between January and March 2011, the World Bank has conducted a functional review of
the Romanian health care sector. From the findings and conclusions of this report, it results
that the system is characterized by a high level of fragmentation, inefficiency and
inadequate regulation. The report states that primary health care providers handle a much
lower percentage of cases than expected, that there is an excessive number of beds in
hospitals, and that there is a lack of efficient ambulatory diagnose and treatment facilities
for patients. Another conclusion is that there is a lack of clinical guides, protocols and care
methods necessary to define standards in the health care area. Moreover, the current
benefit package has not been designed based on a robust assessment of the health care
needs, or on an assessment of the medical services based on evidence. In the structure of
this basic package, one can find a tendency to reflect a mixture of historical and traditional
models that are supplemented on an ad hoc basis, without a reasonable economic and
financial assessment, with new and mostly expensive additional services.

2. The strategic directions for the health care of Romania have been articulated in a series of
strategic documents, such as the Report of the Presidential Commission for 2008. As far as
the rationalization of the benefit package and the rebalancing of the services in favour of
non-hospital ones are concerned, the direction of public policies has been summarized in
the National Hospital Rationalization Strategy for 2011-2012, approved by Government
Decree no. 303/2011. This describes briefly the strategy’s key components: providing for
sustainable financing and remodeling the health care service demand. A clearer defining of
a rational health care service package and adequate and effective settings for rendering
such services are critical for reaching these objectives.

3. Individuals who pay health insurance and other categories insured under the law
(children, pensioners and specific social groups) have the right to benefit from health care
services, as these are defined and established by the legislation in force. The primary piece
of legislation is Law no. 95/2006, which establishes the general regulatory framework and
the providing of public health services. However, a more important definition of the basic
package can be found in the Framework Agreement, which establishes periodically the
requirements for providing health care within the social health insurance system, drafted by
the National Health Security Fund (NHSF), with the formal consent and acceptance by the
Ministry of Health. Prior to finalizing these norms, the NHSF conducts extended
consultations with a wide range of interested stakeholders.
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4. The measures referring to the system financing and operation have to aim at ensuring a
balance between revenues and expenses, in order to eliminate the sources generating
arrears in the health care system. It is a fact that Romania has not been able in the past, is
not able now, and will not be able in the near future either to support the current
comprehensive benefit package inherited from the Communist era. Both the population and
the Executive are aware of the fact that it has existed and exists only at a declarative level,
the reality demonstrating that the failure to allot the necessary resources requires ad hoc
rationalizations of such package, which are felt permanently in the occurrence, intermittent
or not, of deficits in providing drugs and sanitary materials in sanitary units and pharmacies,
in an impossibility to provide specific paraclinical investigations at the level of demand in
hospitals or on an ambulatory basis, in unattractive wages for medical personnel and in an
increasing deficit of medium or highly qualified labor force in the system. This is precisely
why an explicit demarcation of services that can be provided by the public system in the
current economic and financial context, and the introduction of a technical and allocation
efficiency in using the basic package will have the role to reestablish a balance between the
formal provisions and reality and, more than that, will emphasize clearly the segments in
which health care services can be covered by complementary health insurance, thus
allowing for the development of private health insurance. In the future, the efficiency of the
new basic package will not be conferred by an exclusion of services but by defining the
rational manner and requirements under which services would be provided.

5. The Ministry of Health has developed and continues to publish orientation clinical guides
with the help of specialized commissions and professional bodies, in various pathology
areas. While these are required to be implemented in the form of local medical practice
protocols, an audit system is not implemented in order to make sure that these are drafted
and tailored according to competences for each institution, and that they are used. The
NHSF does not request proof for the use of medical practice protocols when it executes
agreements with health care service providers.

6. Previous consulting activities carried out by World Bank experts have suggested that a
useful and efficient way to initiate the process of defining the basic package would be to
initiate a collaboration with international experts for the feasibility study, and to establish
the time and costs necessary to support the comprehensive development and revision of
such package based on clinical guides and medical practice protocols.

7. The World Bank’s proposal to define this basic package starting from the development
and implementation of clinical guides and medical practice protocols is correct from a
conceptual perspective, but their drafting, which has started already, for a sufficient
number of disease types cannot be a process with immediate results. Precisely for this
reason, in parallel with initiating this laborious process, which can define a health care
service package tailored to the Romanian realities only in a medium to long time interval,
the Ministry of Health plans to develop, by the end of 2011, a version of this health care
service package, revised based on the similar experience of other neighbouring countries,
and tailored to the actual situations of our country, through a technical assistance project
financed from the World Bank’s programs.

8. The purpose of these terms of reference below is to set out what can realistically be
achieved between September and December 2011, with regard to improving the processes
and methods of inclusion, and content of the basic health insurance package in Romania. It
sets out the proposed activities at a high level; the timelines; a set of data requirements
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critical to the completion of these activities within the proposed timelines; explicit
exceptions to important work that cannot be delivered by consultant under the present
agreement.

Il. Specific tasks and responsibilities

Under the guidance of the project’s Steering Committee, established by an order of the
Minister of Health, and in collaboration with the Ministry of Health and NHSF, the
Consultant shall fulfil the following tasks:

Carry out a rapid review of current process(es) for establishing the basic health
insurance package, including the pharmaceutical products and medical services lists;

Develop actionable recommendations for strengthening these processes and propose
timelines and responsible parties for taking action, in light of current efforts to review
the processes through clinical guides and pathways. Recommendations may include:

- methodological aspects of the process such as enhancing the criteria for
inclusion/exclusion from the health insurance package; requirements for budgetary
impact assessment of proposed products and services, and international
benchmarking of other agency decisions

- procedural and governance aspects of the processes such as management of
conflicts of interest, stakeholder identification and consultation arrangements,
review processes, and transparency of decision-making.

Review current list of services and technologies both nominally provided (“on paper”)
and actually utilised (in everyday practice).

Make recommendations, based on an explicit rationale and set of criteria, on
establishing a negative list of services and technologies, for consideration by the
authorities in the short-term. This will be a fast-track process, starting with what is
currently offered (nominally and in actuality) and applying a targeted approach to
potential delisting or continued inclusion subject to price modification or amended
conditions of inclusion of the selected services and technologies. To that end the
consultant will provide:

- criteria for selecting candidates for such a targeted review (e.g. overall budget
and/or utilisation and/or unit costs; international practice benchmarking;
geographical or time-related variation and growth rates);

— aprocess for fast-track review (e.g. based on the existence of robust Health
Technology Assessment (HTA) mechanisms and subsequent reimbursement
elsewhere in the world; criteria for delisting);

- negative list categories, which may include high level service groups being excluded
or specific interventions for specific indications and population subgroups. Equally,
when dealing with technologies, the negative list may include classes of
technologies or general pharmaceutical best-practice policies (e.g. generics vs.
branded) or specific drugs;

- An estimation, subject to local data being made available (see below) the total

budget impact and potential savings from implementing the negative list, in the
form of % of total budget as well as opportunity cost of other services (currently
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provided only to parts of the population or not at all) being made more broadly
available, within the same budgetary envelope;

- Targeted short in duration capacity building activities, both technical and
administrative, for a small group of experts and officials within the Health Insurance
Fund and the Ministry, in order to improve on and sustain a Romanian specific HTA
process in the longer-run. These capacity building activities will include hands-on
training during this project and a short, dedicated introductory course of evidence-
based policy making;

- A short proposal on next steps — including suggestions on the development of
guideline-based positive lists (to the extent this is possible/desirable). This will draw
on other sources of information such as utilisation and cost data, accompanied with
possible timelines and data/capacity requirements. The proposal can also highlight
other possible levers that ought to be considered in the process such as payment
and financing structures.

Ill. Mode of delivery:

Desk-based review of official Romanian government documents and international
reports and literature

Quantitative analyses, including to establish baselines and budgetary implications of
proposed changes, based on data provided by the Romanian team

Hands-on training and analyses in-country including trips to the regions (if necessary) to
meet stakeholders and retrieve data (total of 3 trips to Romania)

Interviews and focus groups with key stakeholders

High level workshop to present results (methods and content of negative list) and
receive feedback

IV. Deliverables and timeframe:

Brief review of current methods, processes and content of basic package till October
10, 2011.

Methods and processes for compiling a negative list till October 20, 2011.
Proposed negative list till December 10, 2011.
Next steps and recommendations till December 10, 2011.

V. Activities not covered by this agreement:

macro level financing arrangements or payment structures for technologies and
services. The consultant will not include actuarial analyses other than to establish
potential savings given the baseline, and always subject to relevant and adequate data
being made available by the Romanian colleagues. The consultant will work within
current funding streams for the insurance package.

specific consideration of any issues concerning product regulation.

VI. Project’s scope of application

NICE International — Romania: Final Report Appendix A - 4




The project will be conducted between September 20, 2011 and December 10, 2011, and
will require 100 man days work, including the time necessary for preparation, trips in the
field and monitoring activities. The project will imply missions in Romania, including trips
outside Bucharest. These shall be agreed upon in advance by the Steering Committee and
the consultant.

The project’s detailed program will be established following the assessment mission.

VII. Professional qualifications

The consulting company shall provide at least two experts having the following
qualifications:

(a) Education: advanced studies in the relevant areas, such as medicine, sanitary
management or public health;

(b) Relevant work experience: extensive experience in defining, developing and
consolidating health care benefit packages and in making connections with financing
mechanisms;

(c) Key qualifications shall include: excellent verbal and written communication and English
presentation abilities;

(d) Experience in supporting the process of defining basic packages in other countries having
a situation similar to Romania would be desirable at least for one of the experts.

VIIl. Payment manner

The Consultant shall be paid according to the payment schedule set in the contract, based
on the reports provided by the consultant and approved by the Steering Committee.

IX. Information to be provided by the client

e content and overall cost of current package and type and volume/cost of exceptions;

e annual insurance fund budget;

e baseline epidemiological data and demographic data by class of beneficiary;

e  FNUASS revenue and expenditure data;

e individual unit costs for services and technologies (drug and non-drug interventions);

e referral thresholds from primary to secondary and tertiary settings; data on outpatient
versus inpatient service delivery, where possible; and more detailed information on
potentially unnecessary and costly referral

e utilisation volumes and indications for interventional procedures/surgery/ diagnostics
/pathology;

e utilisation volumes, total cost and indications for pharmaceutical interventions, broken
down by class of beneficiary;

e data on patient co-contributions for inpatient versus outpatient services, for all
interventions technologies and products.
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Appendix B

Rapid Review of the Regulation and Policy Framework for Pharmaceutical
Management in Romania - Executive Summary and Summary of Recommendations

Ruth Lopert, George Washington University
May 2011

Romania has a relatively large and rapidly growing proportion of health care
expenditure accounted for by medicines. The pharmaceutical market in Romania was
valued at €1.68 billion in 2008, a 7% increase over the preceding year, but this
succeeded 19% growth in 2006. Pharmaceutical expenditure is increasing faster than
GDP, and is outstripping expenditure growth other sectors of the health care system.

A very substantial proportion of the funds at the disposal of the Casei Nationale de
Asigurari Sanatate (National Health Insurance House - CNAS) go to medicines (20.7% in
2011), which is above the OECD average. That said, the overall magnitude of
expenditure on medicines is not high in comparison with other countries of similar
national wealth. Nevertheless the magnitude of expenditure growth, particularly on
newer more expensive medicines, coupled with the nature and cost of what is being
reimbursed, are matters of material concern.

The preparation of this report drew on information gathered during a two week
mission to Romania in late March /early April 2011, with additional information drawn
from a variety of secondary sources. Meetings and interviews were held to canvass the
views of stakeholders involved in Romanian pharmaceutical production, distribution,
consumption, regulation and reimbursement regarding current pharmaceutical policy
issues. Discussions were structured around open-ended questions and stakeholders
were invited to identify key areas of concern, as well as priorities and possible
mechanisms for policy change. While it was not possible to arrange meetings with all
relevant stakeholders in the time available, those that did take place included:

* Ministry of Public Health;
= Secretary of State for Public Health;

= Agentia Nationala a Medicamentului si a Dispozitivelor Medicale (National
Medicines and Medical Devices Agency, ANMDM);

= Casei Nationale de Asigurari de Sanatate (CNAS)
» Colegiul Farmacistilor din Romania (Romanian College of Pharmacy);

= Coalitia Organizatiilor Pacientilor cu Afectiuni Cronice (Romanian Patient
Chronic Disease Coalition, COPAC), and several other patient groups;

= Asociatia Producatorilor de Medicamente Generice din Romania (Generic
Medicine Producers Association, APMGR)

= Asociatiei Romane a Producatorilor Internationali de Medicamente (Romanian
Association of International Producers of Medicines, ARPIM);

* American Chamber of Commerce in Romania (AMCHAM);

= National School of Public Health, Management & Training in Health; and
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= Hospital administrators, and individual physicians - general practitioners and
both ambulatory and hospital-based specialists.

From interviews and readings a picture rapidly emerges of a medicines policy
framework in which there is a complex interplay of various poorly integrated elements.
Some of the existing policy levers are at worst counterproductive, and at best extremely
complex, creating uncertainty and lack of confidence among stakeholders. As a result,
while overall per-capita drug spending in Romania is not high, rapid growth is taking
place without obvious improvements in health outcomes, and at the expense of
population equity.

A wide range of possible policy options may be considered to address the concerns of
the various stakeholders in the system, improve decision-making, enhance value for
money, support greater efficiency and timeliness in distribution and payment, and
reduce the extent of both informal payments (which undermine affordability for
consumers) and incentives for parallel export (which create shortages of essential
medicines). Initiatives to address both supply and demand side levers are necessary to
contain pharmaceutical expenditure and improve value for money, while at the same
time promoting equity and supporting enhanced and affordable access to cost-effective
essential medicines.

However, it goes without saying that implementing many of these policy levers will
require both time and resources, and above all, resolute political will. There are also a
number of constraints that emerge from policy settings in other parts of the heath care
system. Without addressing the latter, the extent to which changes in pharmaceutical
regulation and policy can achieve the key objectives will be circumscribed. Moreover,
while Romania remains without an overarching national medicines policy, the various
components of pharmaceutical regulation and policy will remain poorly integrated,
restraining the options to increase equity, efficiency, affordability and appropriate
access.

The following is a summary of the key elements and issues that are discussed in more
detail in the body of this report.

Regulatory framework: The accession of Romania to the European Union and
participation in the nCADREAC Agreement has facilitated the establishment of EU
standards of drug regulation. However, the industry reports substantial delays in re-
approvals and variations for medicines previously approved under the Romanian law as
a result of under-resourcing of the ANMDM and a recent exodus of experienced staff.
The agency also has limited capacity for compliance and enforcement activities.

Pricing and reimbursement: A complex system of pricing and reimbursement is
currently in operation. It has been subject to extensive and repeated modifications over
recent years in attempts to improve cost control. These have been interspersed with
(and generally undermined by) politically motivated additions to the Reimbursement
List, which have apparently taken place without any consideration of the system'’s
capacity to fund the drugs in question. The reimbursement formulary consists of three
sub-lists with different levels of co-insurance. The processes by which drugs are added
to the list appear to be non-transparent, inconsistent, and only weakly evidence-based.
Only indirect consideration is made of cost effectiveness and there is no budget impact
assessment. Drugs that are added to the Reimbursement List are for the most part not
limited to particular indications, patient populations or treatment settings, and
quantities are not usually capped. In addition a number of drugs appear to be
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reimbursed for conditions that lie outside their registered indications. The use of
external reference pricing creates incentives for parallel export (estimated to be as high
as 20% for some medicines) and contributes to shortages in domestic supply.

Affordability and Availability: The structure of patient contributions - set at different
levels of co-insurance, rather than as fixed copayments - is regressive and creates
uncertainty for patients, and moreover there are no safety nets or “stop-loss” provisions
to protect individuals from catastrophic out of pocket costs. Apparently arbitrary limits
are set on the number of reimbursed items a patient may receive in the course of a
month, thus penalizing the chronically co-morbidly ill, who are least likely to be able to
afford unsubsidized medicines. Monthly budgeting is undertaken at the level of the
district health insurance house and once allocated funds are expended for a given
month, pharmacies may continue to dispense but will not be reimbursed. There is
widespread mistrust in the quality and safety of generics, a perspective not discouraged
by the originator sector. Despite mandatory prescribing by INN and legal substitution at
pharmacy, generic penetration is low by both volume and value and has declined in
recent years. New medicines are heavily promoted to prescribers and mandatory
prescribing by INN is easily circumvented. A significant proportion of prescriptions are
dispensed for products that are not at the reference or benchmark price, thus increasing
out of pocket costs to patients. This may be due to limited availability of the reference-
priced products, pharmacist influence, preference for particular brands by patients
and/or prescribers, or ignorance on the part of patients of the availability of cheaper
options. The net effect is that patients pay substantially more OOP than is necessary,
generic uptake is low, and originator medicines continue to maintain a majority market
share. [The Romanian Competition Council is currently monitoring the pharmaceutical
market, citing concerns over unwarranted promotion of new medicines and reports of
secret contracts between originator and generics companies to delay the launch of
cheaper generic products - so-called “pay for delay” deals.]

Rational drug use: Currently little is done to monitor and/or evaluate prescribing, or
to promote rational drug use. The phased introduction of more sophisticated electronic
prescription monitoring by CNAS should enable better monitoring and feedback to
individual prescribers about prescribing practices and assist in reducing prescription
fraud. The 2011 Framework Contract specifies the introduction of indicative
prescribing budgets for individual GPs and specialists.

Distribution system: The total number of wholesalers in Romania is approximately 40
(although there are a number of pharmacies also registered as wholesalers), but there is
a substantial degree of market concentration, with 12 wholesalers supplying 80% of the
market. In addition there is significant vertical integration with 8 of the major
wholesalers owning 25% of the pharmacies nationwide. Differential and unfavorable
terms for non-integrated pharmacies are reported to have led to the demise of several.
Wholesale and retail margin/markups are regulated reducing the potential benefits of
competition; moreover these create incentives for the use of higher cost medicines with
higher margins, and discourage the promotion of generics to patients. Promoting
products with higher OOP costs also improves cash flow for pharmacies. Extensive
discounting and bundling to both wholesalers and pharmacies create incentives for the
supply of particular products and windfall gains as products are reimbursed by CNAS at
full Reimbursement List price.
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Taxation: VAT on medicines in Romania is high (9%), and given the extent of OOP
payments for medicines creates an excessive burden for the lowest SES groups. The rate
compares unfavorably with many EU countries; for example, in the UK, Sweden and
Cyprus, the VAT on prescription medicines is 0%; 2% in France; Hungary, Latvia and
Lithuania apply 5%. In addition the Government has imposed “clawback” tax of 5-11%
of pharmaceutical sales - effectively a tax on industry turnover.

Financing: Budgetary constraints have led to significant delays in reimbursements to
pharmacies, now said to commonly exceed 300 days. This in turn delays payment to
wholesalers and manufacturers who report payment times exceeding one year. Total
pharmaceutical debt is reported to be around €1 billion. Anecdotally, nine wholesalers
reported to be awaiting payments of more than €25million have recently become
insolvent; many pharmacies as well. Delays in payment are particularly severe for drugs
delivered under national programs (for which no co-payments are required). These
delays create powerful incentives for the promotion of drugs with high OOP costs (ie
private prescriptions, OTCs or drugs priced above the benchmark) as this improves
cash flow.

Efficiency and Sustainability: Overall the Romanian pharmaceutical system currently
has only very limited capacity to drive value for money, and while there are a number of
ways to pursue improvements in both efficiency and affordability these alone may be
insufficient to ensure the long term sustainability of the system.

Summary of Recommendations
1. Recommendation addressing the pharmaceutical policy framework

1.1 Develop and implement an integrated national medicines policy

Before any major modifications are made to regulatory and reimbursement frameworks
are made, a comprehensive and integrated medicines policy should be developed, with
clear objectives to address issues of sustainability, financing and cost containment, good
governance and transparency in decision-making, equity of access and protection of
vulnerable segments of the population, and improvements in both technical and
allocative efficiency.

2. Options to improve listing and pricing mechanisms

2.1 Review the operation of the National Transparency Committee

The remit, governance, composition and transparency of the NTC should be reviewed as
a matter of priority. Detailed information about the considerations of the committee
and the evidence that informed its recommendations should be published; prescribers
should encouraged to understand the relative merits of medicines, particularly as
detailing by pharmaceutical companies will tend to exaggerate benefits and downplay
risks (including expenditure risks). Core principles underlying the future operation of
the NTC should include independence, transparency, inclusiveness, scientific rigour,
contestability, and timeliness.

2.2 Introduce formal health technology assessment (HTA) as a prerequisite for the
inclusion of medicines in the Reimbursement List
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The introduction of HTA as a prerequisite of listing is an essential but necessarily long
term objective. A detailed discussion in the body of this report outlines key principles
that should guide this process.

2.3 Establish a simplified de facto HTA process until HTA capacity is developed

Until an HTA infrastructure can be satisfactorily established a de facto HTA process
could be introduced using a simple scoring mechanism that draws on the extent to
which a medicine has been subject to HTA and the conditions under which it is
reimbursed elsewhere in the EU.

2.4  Modify use of external reference pricing pending implementation of full HTA

Consideration should be given to the adoption of an interim modified external reference
pricing algorithm which sets the price of a new medicine according to the price of that
medicine in an EU country (Country A) where it has been reimbursed following
rigorous HTA review, adjusted by a factor equivalent to the ratio of Romanian GDP to
Country A GDP. Inclusion of the medicine on the Romanian Reimbursement List based
on this adjusted external reference price should be limited to those indications and
treatment settings for which it is reimbursed in Country A.

2.5 Introduce mandatory Budget Impact Assessment and Risk-Sharing Arrangements
(RSAs) for new medicines with anticipated high costs and/or utilization

Mandatory Budget Impact Assessment should be undertaken using epidemiological
estimates and taking into account current and anticipated prescribing patterns. RSAs
should include absolute expenditure caps (with rebates for use in excess of agreed
estimates) and price-volume agreements (with reduced unit prices for use in less cost
effective settings) where use cannot easily be limited to (or is likely to be promoted
outside) cost-effective settings. This will improve the clarity of budget impact and
discourage inappropriate promotion to prescribers and others within the distribution
chain. Uptake should be monitored with regular review of observed vs expected
utilization.

2.6 Introduce competitive tendering within high volume clusters, limiting the
number of suppliers and requiring supply guarantees

For high volume and high cost clusters within which there is reasonable therapeutic
interchangeability (eg proton pump inhibitors, ACE-inhibitors, angiotensin receptor
blockers, statins) consideration should be given to limiting subsidy to no more than two
or three entrants in each cluster, on the basis of competitive tendering. Successful
tenderers would be required to provide supply guarantees, with penalties.

2.7  Negotiate contracts for fixed treatment costs for products with potential wastage
and/or weight-based treatment regimens

Weight-based treatment regimens for therapies like enzyme replacement,
erythropoietins, trastuzumab etc can lead to significant uncertainties regarding costs as
well as the potential for wastage. Consideration should be given to attempting to
negotiate fixed costs per patient treated for very high cost items to facilitate
expenditure estimates.

2.8  Review the current Reimbursement List and delist items with poor evidence of
effectiveness and cost effectiveness
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The Reimbursement List should undergo detailed review, with the objective of delisting
items for which there is little evidence of effectiveness and cost effectiveness. Until an
effective HTA entity can be established, this review could be facilitated by requiring
evidence of reimbursement on the basis of a full HTA in at least one other EU member
state (and delisting in the absence of such evidence).

2.9  Apply restrictions on subsidized use, and establish RSAs for high cost/high
volume medicines

In addition all high unit cost and high volume products on the Reimbursement List
should be reviewed to determine whether reimbursement should be restricted in terms
of indications, patient populations, prior treatment modalities, treatment duration
and/or maximum quantities, to support cost-effective use. Consideration should be
given to the introduction of a requirement for prior authorization for all drugs for which
diagnostic certainty or evidence of prior treatment failure is necessary to ensure use is
adequately cost-effective. This could be expedited by adopting the listing conditions (if
any) applying in the country from which the price has been referenced (see also
Recommendation 2.2) and requiring the negotiation of RSAs for all products for which
expenditure exceeded a pre-determined threshold in the preceding financial year.

2.10 Review the C1 and C2 reimbursement sub-lists to ensure that medicines
included in disease specific subgroups are effective and cost effective, and
registered for the relevant indications

Within the C1 and C2 sub-lists of the Reimbursement List there are a number of
treatment regimens that are fully subsidized. These appear to contain some medicines
for use in conditions that appear to be outside their approved indications for marketing
(eg erythropoetins). These should be reviewed to ensure consistency with evidence-
based treatment protocols and scope of marketing approval.

2.11 Apply reference pricing within C1 and C2 sub-lists

To maximize value for money, products included in the C1 and C2 lists (NHPs) should
also be subject to reference pricing. Products in these groups are among those growing
most rapidly in terms of utilization and cost; the application of reference pricing here
has the potential to significantly impact overall expenditure. Reference pricing should
be applied at the level of the molecule and the cluster.

3. Options to improve access, equity, and affordability

3.1 Introduce consumer awareness campaigns regarding a) the safety and quality of
generic medicines; b) the actual costs of medicines; and c¢) opportunities for
consumers to save money at the pharmacy by choosing generics

An awareness campaign is needed to encourage greater acceptance of generic
medicines among patients as well as prescribers. In addition, consumers should be
educated to understand that the costs of medicines are in many cases significantly
greater than their co-payments (this could be assisted by requiring the actual list price
to be printed on the dispensing label). Consumers should also be made aware that for
many medicines there will be an option available that involves minimum out of pocket
cost at the pharmacy.
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3.2  Introduce flat copayments to improve affordability, certainty and equity

The current co-payment structure is based on different levels of co-insurance. While
cost is clearly a potential barrier to access, there is nevertheless substantial evidence
that both magnitude and uncertainty in cost sharing adversely affect medication
adherence. Consideration should be given to the introduction of fixed copayments (at
perhaps two or possibly three levels), which could be modeled to ensure cost neutrality.
Lower copayments could be levied on those beneficiaries currently exempt from health
insurance contributions - eg pensioners on incomes <700 RON/month, children and
adolescents, pregnant women etc. In addition, medicines prescribed and supplied
within NHPs should not be exempted from copayments.

4. Options to manage demand and enhance rational use

4.1. Introduce indicative individual prescribing budgets, with monitoring of
prescribing behavior and feedback to prescribers

The 2011 Framework contract includes a provision for the introduction of indicative
prescribing budgets at individual practitioner level, for both GPs and specialists. CNAS
has developed an algorithm for determining individual practitioner budgets based on
prior prescribing practices and patient characteristics (to be provided). Without
sophisticated risk adjustment processes such budgets should remain indicative only;
they should be supported by constructive feedback to prescribers about their
prescribing practices and should focus on the extent to which they are prescribing cost
effectively rather than extent to which they can reduce their overall prescribing costs.
Where a prescriber is prescribing only benchmark priced products in standard
quantities further reductions in overall prescribing may reflect under-treatment.

4.2. Introduce evidence-based clinical protocols to guide treatment and “good
prescribing” education for prescribers

In order to be effective in modifying prescriber behavior and supporting rational use,
prescribing budgets must be supported with evidence-based treatment protocols that
facilitate prescribers’ understanding of the comparative effectiveness and cost
effectiveness of treatments. In the future the establishment of an HTA entity should
include a role in clinical guidelines development and information dissemination, as well
as academic detailing to promote rational use.

5. Options addressing distributional issues

5.1  Create incentives for pharmacies to dispense benchmark-priced generics.

Consideration should be given to introducing both “push” and “pull” mechanisms to
ensure that patients are offered - and receive - benchmark-priced items. This could
involve providing a small dispensing fee to pharmacies for each item dispensed at the
benchmark price, and/or requiring any costs over the standard co-payment for a
benchmark priced item to be absorbed by the pharmacy if a benchmark-priced product
cannot be supplied. For this to be successful however it will be essential that patients
are aware of how much they may expect to pay at the pharmacy for any given medicine
(which is difficult with a co-insurance regime rather than flat co-payments). This would
also require regulation to ensure that pharmacies can readily obtain benchmark-priced
products, or can pass on additional costs to wholesalers. (See also Recommendation
3.2)
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5.2 Introduce flat wholesale and retail margins

Consideration should be given to replacing the current structure of margins in the
distribution chain with a fixed amount per item (with premiums for products requiring
special handling such as products requiring cold chain, cytotoxics), or fixed amounts
within value bands. This would reduce incentives to promote the most expensive
products within the distribution chain.

5.3  Introduce clawback arrangements to take advantage of discounting in the
distribution chain

Consideration could be given to the introduction of clawback arrangements based on
mandatory disclosure of actual prices and (cash and non-cash) discounts. This could be
quite resource intensive, but may be more acceptable to industry than the introduction
of tendering, as described above, although it may also be less cost-effective.

54  Improve pharmacy access

Rural access to pharmacies is poor in comparison with urban areas. A small number of
chains operate a large number of pharmacies. Consideration should be given to
establishing minimum distances between pharmacies in urban settings, and a
requirement that where a specified number of pharmacies is owned in an urban setting,
at least one pharmacy in a rural area is also established and maintained.

6. Options addressing financing, taxation and sustainability

6.1 Introduce fixed timeframes for reimbursement

Without discipline in payment timeframes, incentives for circumventing existing and
future policy settings will undermine both the credibility and the potential effectiveness
of efforts to improve affordability and access. Moreover, the payment of outstanding
reimbursements would enhance the Government’s leverage in introducing those
elements of policy reform likely to be less palatable to industry and professional groups.

6.2 Introduce a distribution tax with rebates for products distributed to pharmacies,
to discourage parallel export

Romanian prescription medicines are likely to remain low by European standards, thus
encouraging parallel export of medicines. The introduction of a distribution tax that
would serve to notionally inflate the Romanian list price (for subsidized medicines
only) could reduce the attractiveness of Romania as a source of parallel exports. This
could then be rebated according to volumes distributed to pharmacy.

6.3 Reduce or remove VAT on medicines

VAT on medicines in Romania is high (9%); this inflates the costs of medicines, which
flows through to co-insurance, thus creating an additional burden for the lowest SES
groups. Consideration should be given to reducing or removing VAT on medicines.

6.4  Manage pharmaceutical expenditure growth rate using an “efficiency dividend”

As a longer-term measure to introduce control in expenditure growth, allow
expenditure to grow at a rate not exceeding growth in GDP. Percentage growth in excess
of GDP could be moderated through a similar percentage price reduction (“efficiency
dividend”) applied across the entire Reimbursement List; conversely if growth is less
than GDP growth a similar flat percentage price increase could be granted. This should
only be considered once other modifications to pricing policies have been introduced
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and rigorous HTA processes for formulary listing have been implemented, with drugs
only added to the formulary on the basis that they have been demonstrated to be
comparatively effective, cost effective - and affordable.
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