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Appendices

(FJC) requires the manufacturer
to submit on the new medicine
The Federal Joint Committee
can commission the Institute
for Quality and Efficiency in
Health Care or third parties
with assessing the benefits
provided in the manufacturer
submission  (Federal Joint
Committee, 2011a).

January 2011. An application for early assessment should
include:
1. Approved use
2. Medical benefits (MTC and ITC are appropriate
in the absence of head to head evidence to
demonstrate benefit).
3. Additional medical
comparator treatment
4. Number of patients and patient groups for which
significant additiona! therapeutic benefit
S. Cost for the statutory health insurance
The extent of the therapeutic benefit should be assessed
on a scale of 1-6:
1 - Major improvement in benefit: A significant additional
benefit, primarily a cure for the disease, a significant
survival time, a long-term freedom/avoidance of serious
side effects.
2 - Significant improvement in benefit: A significant
additional benefit, moderate life extension, substantial
slow down in symptoms, avoidance of serious side effects.
3 - A small additional benefit is when one of the functional
benefits shows a moderate reduction in non-fatal
symptoms or side effects.
4 - An additional benefit exists but is not quantifiable
because there no scientific evidence base is possible
5 - There is no demonstration of value added benefit.
6 - The benefits of the drug to be evaluated is less than the
benefit of the appropriate comparison treatment. (Federal
Joint Committee, 2011b)
The efficiency frontier is the approach adopted for
economic analysis when this is required by the Federal
Joint Committee (IQWIG, 2009).

benefit for appropriate

opportunity to have consultation prior
to submitting to the FJC and this may
be with regard to appropriate studies
{prior to conducting the phase IlI trial)
or selection of the appropriate
comparator.

The findings of the benefit assessment
will be published in Internet and
pharmaceutical companies,
associations and experts are given the
opportunity to make written and
verbal hearings on the findings. Experts
of medical science and practice,
governing  bodies of medical
associations, patient representatives as
well as umbrella organizations of
manufacturers of medical products and
devices in this way given the
opportunity to respond (Federal Joint
Committee, 2011a).

published simultaneously with
the benefit assessment on the
website of the Federal Joint
Committee  (Federal Joint
Committee, 2011d).

Ireland

The NCPE provides a rapid
review of the medicine and will
provide an appraisal of the
manufacturers

pharmacoeconomic analysis if
this is required (referred by the
products committee). The NCPE
provides a critical appraisal of

The rapid review template states that the following
information should be provided for assessment (NCPE,
2009):

1. Reimbursement scheme

2. Targetindication and licensed group

3. Clinical evidence (relevant

characteristics)
4. Adverse events

trials and

At the initial stages of the decision-
making process the manufacturer is
invited to attend a meeting about the
process and development of the scope
for the assessment of the medicine
(NCPE, 2011b).

The manufacturer submission is
not provided on the website
but a summary of the
deliberations can be found on
the NCPE website (NCPE,
2011d).
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the health economic evaluation 5. Price
using the Drummond 10 point 6. Budget impact and Cost per patient
checklist (NCPE, 2011b). 7. Completed assessments and decision by other

~jurisdictions

The pharmacoeconomics assessment must include cost-
effectiveness analysis (cost per life year or cost-utility) and
this may be required for high budget impact medicines The
guidelines state that probabilistic sensitivity analysis is
mandatory to assess the uncertainty surrounding the
evidence. Indirect comparisons may be required if no head
to head comparisons are available. An assessment of the
budget impact is required in the evaluation (HIQA, 2010).

Israel The manufacturer provides a | The manufacturer submission should include the following | There is no stated process for | The decisions of the PNAC are
submission using the guidelines | information (Ministry of Health, 2010): consultation following the MTA | published on the Ministry of
provided by the Ministry of 1. Indication and potential use of the technology assessment of the evidence. The final | Health website but details of
Health. The manufacturer’s 2. Proof of its safety, efficacy and effectiveness. recommendation on new medicines is | the manufacturer submission
submission is assessed by the 3. Advantage over a technology already in the | made by the PNAC which has | are not provided (Greenberg et
Medical Technologies NHLS representation from the Ministry of | al., 2009).

Administration (MTA) to report 4. Budget impact analysis Health, Health Maintenance
on the clinical, epidemiology S. Asof 2007 a health economic evaluation. Organisations and members of the
and economic considerations. public (Greenberg et al., 2009).
This is then passed to the
Medical Technologies Forum
that grades the technologies on
a scale of 1-10 using the stated
criteria  set out in the
deliberations section of this
framework. The MTF consists
of experts in HTA {Greenberg et
al., 2009).
Italy The AIFA has a sub-committee | The manufacturer is required to submit details of the | The manufacturer can participate in | The list of medicines

that is responsible for the
assessment of therapeutic
innovation. The Technical
Scientific Committee (TSC)
assesses the national and
European marketing
authorisation applications,
delivers a consultative opinion
on these and provides

clinical studies and pharmacoeconomic studies for those
medicines that are believed to be a therapeutic
innovation. The manufacturer should provide details of
(Folino-Gallo et al., 2008):

1.

2.
3.
4

Therapeutic value/Therapeutic Innovation
Pharmacovigilance data

Price in other EU countries

Price of similar products within the same
pharmacotherapeutic group

the hearing performed for the price
negotiations based on the findings of
the CTS committee (AIFA, 2011a).

reimbursed is provided on the
website. The manufacturer
submission is not published by
the AIFA (AIFA, 2011b).
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classification for S. Internal market forecast
reimbursement (AIFA, 2011b). 6. Number of potential patients
Guidelines are available in Italy for the conduct of
pharmacoeconomic studies (Capri et al., 2001). The AFIA
CTS committee will assess the medicine for the
therapeutic importance taking into account the following:
1. Severity of disease:
A Treatment for serious diseases
B: Treatment to eliminate the risk of serious diseases
C: Treatment for non-serious diseases
2. Availability of existing medicines:
A: Medicine is for the treatment where there is currently
no adequate treatment
B: Medicine is designed for the treatment of diseases in
subgroup of patients
C: Medicine is for the treatment of diseases where no
recognised treatment exists
3. Main outcome criteria:
A: Major benefits on clinical endpoints
B: Partial benefit for the disease
C: Minor or temporary benefit for the disease.
Pharmacoeconomic studies are not a mandatory
requirement. {AIFA, 2007)

Hungary The NHIFA includes the | The manufacturer can submit under either a normal | There does not appear to be any | The manufacturer’s
Technology Appraisal | procedure or a simplified procedure. The normal | formal consultation stages in the | submissions could not be
Committee that makes the final | procedure is for new active substances and this requires a | process. Apart from the opportunity to | identified on the website.
decision on the reimbursement { Health Technology Assessment. The simplified procedure | appeal at the end of the decision-
of the medicine. This  is | is for the reimbursement of bioequivalent generics. The | making process.
informed by the critical | manufacturer submission should include details of (Pékli-
appraisal provided by the OHTA | Novak et al., 2007):

(Office of Health Technology 1. Clinical efficacy

Assessment, 2011). 2. (Clinical effectiveness

3. Cost-effectiveness of the new medicine
There is a guideline for the conduct of pharmacoeconomic
studies. There is a preference for cost-effectiveness
analysis, cost-utility analysis and cost-minimisation
analysis. Cost benefit analysis should not be submitted
(Szende et al., 2002).
Korea The manufacturer makes a

submission to HIRA and HIRA

The application by the manufacturer should include the
following (Kyung Lee, 2011, Bae and Lee, 2009):

The manufacturer is given the
opportunity to respond to questions

Neither the manufacturer
submission nor the HTA
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staff assesses this (Kyung Lee,
2011).

A copy of the marketing authorisation
Therapeutic Benefit
Clinical data
Evidence of comparative effectiveness. Head to
head RCT data is strongly preferred and this
should be obtained by a systematic search of the
available evidence.

5. Pharmacoeconomic analysis (KREP) guideline

introduced in 2005.

6. Reimbursement status in other countries.
The recommendations for pharmacoeconomic analysis
include that it should be performed from a societal
perspective. Productivity costs should be assessed in a
sensitivity analysis. Probabilistic analysis is encouraged
(HIRA, 2006).

hwNpE

regarding the submission and with
respect to the final HTA report
produced by HIRA staff. The DREC
committee may hold public hearings
where the manufacturer can attend
and be involved in the discussions. This
has more commonly occurred when a
number of medicines are being re-
appraised (Yang, 2009, Bae and Lee,
2009)

informing the process is
published on the website.
However, the detailed HTA
information is shared with the
manufacturer throughout the
process (Yang, 2009).

Mexico

The manufacturer submits to
the General Health Council
(GHS). The sub-committees of

the Interinstitutional
commission meet once a
month and reviews the

applications for inclusion. The
Technical Secretary of the
Commission chairs the sub-
committee {Moise and Docteur,
2007).

The following information should be submitted: a. Generic
name; b. current health record; ¢. same trade name if any;
d. Dosage form; e. Presentation; f. Quantitative formula or
the active ingredients and additives; g. cite recent
scientific validity of each of the components of formula
relating to pharmacokinetics, pharmacodynamics, clinical
and therapeutic sustained controlled studies are useful for
evidence-based medical practice; h. Schedule to the
proposed generic description of the input requested
update; i. Shelf life and storage conditions; j.
Pharmacoeconomic studies that range from cost-
minimization analysis cost-effectiveness, cost-utility, cost-
benefit to unit prices (Hernidndez, 2011).

The manufacturer submission must contain a
pharmacoeconomic assessment. A guide to Economic
evaluation was published in 2008 and is available on the
GHC - website. The guidelines specific that cost-
effectiveness or cost-utility analysis may be presented
depending on the clinical problem. The results from a
societal perspective can be presented separately if they
are substantially different (such as lost productivity cost s
and transportation costs for patients). Budget impact
analysis is required. Probabilistic sensitivity analysis is
recommended. A standard structure is provided in the

If the medicine is accepted for inclusion
on the GHS informs the manufacturer.
The decision is then placed on the GHS
website where other stakeholders can
then challenge the decision (General
Health Council, 2011b).

The manufacturer’s submission
is not provided on the website.
The GHS only provides details
of the listing (General Health
Council, 2011b).
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guideline for the reporting of the pharmacoeconomic
analysis (General Health Council, 2008).

Netherlands

The manufacturer submits to
the CVD and a committee
called the Pharmaceutical
Assistance Commission (CFH)
oversees the  assessment
report. There are two
processes, one for outpatient
medicines and one for inpatient
medicines (van Halteren, 2011).

anpwNE

e N

1.

g

oOwnsWw

Outpatient Medicines:

if exempt from provision of a economic analysis the
following should be provided (CVZ and Ministry of Health
Welfare and Sport, 2010):

Indications

Number of patients medicines treats

The price of the medicine

The budget impact of the medicine

The availability of other treatments

A motivation for not conducting an economic
analysis

Orphan status

Cost-minimisation for medicines with similar
therapeutic value.

The assessment for outpatient medicines is summarised
below for those requiring an economic analysis. The
manufacturer submission should include the following.

Literature search (systematic) regarding the
search strategy, terms, criteria and the date of
search. This should identify all relevant studies,
including reviews, meta-analysis and relevant
guidelines.

An assessment of therapeutic value by
comparator and outcome measure

SPC for licensed indication

EPAR

Cost-consequence analysis

Pharmacoeconomic analysis (a guideline is
provided on the website which was introduced
in 1999). This should be structured in accordance
with the guideline and the model should be
attached.

There are certain types of medicines that can be exempt
from a pharmacoeconomic analysis: ’

1.) Medicines for an Orphan indication

2.) Medicines with a cost of less than £500,000 per
year

3.) Therapeutically equivalent and with no

After the first meeting of the CFH to
consider the draft reports, the
stakeholders are given the opportunity
to comment. Stakeholders may include
clinicians, patients and insurers. A
response time of 5 days to the
consultation is provided.

If the CFH decides additional data is
required then this will be requested in
writing to the manufacturer (the
process time is suspended at this
point). If the manufacturer does not
submit the required data in 3 months
the report will be automatically
submitted to the Health Board (CVZ)
unchanged (CVZ and Ministry of Health
Welfare and Sport, 2010).

CVZ advice and CFH report
including annexes are
published on the website of the
CVD among publications of CFH
reports (CVZ, 2011b).
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additional costs.

Inpatient Medicines:

The assessment for inpatient medicines includes
therapeutic value and budget impact. There is a plan for
the collection of real life data {coverage with evidence
development) to conduct a real life cost-effectiveness at
four years (van Halteren, 2011).

New Zealand

The Pharmacology and
Therapeutics Advisory
Committee (PTAC) provides
advice in relation to the
community  and hospital
pharmaceuticals. PTAC

comprises medical experts that
have broad experiences of the
medicines and indications.
PTAC is the primary clinical
advisory body and there may
be other specialist sub-
committees for certain clinical
fields (oncology).

PTAC - critically reviews and
appraises using the same
criteria specified by PHARMAC.
The group recommends priority
ratings in the advisory notes to
the PHARMAC (usually high,
medium and low). The
committee will also describe
the criteria and the weight
attached to each. A high
priority cost-effective medicine
is likely to be progressed faster
than a low priority and not
cost-effective medicine
{PHARMAGC, 2010).

The manufacturer should provide the following in a
submission to PHARMAC (PHARMAC, 2010):
1. Pharmacological information
strength, indication and dose etc)
2. Added therapeutic value (e.g. main therapeutic
claims and advantages / disadvantages in
comparison to other medicines) A systematic
search should be performed and there is an
evidence hierarchy grades 1 -4
3. Price information (e.g. proposed price and
international prices)
Epidemiological information
Market information (expected sales)
6. Detailed information on costs and benefits of the
medicine
7. Information regarding packaging and pack size

(e.g. forms,

v

PHARMAC will review and undertake either a cost-utility
analysis (CUA) or a Budget Impact Analysis (BIA -
conducted over a five year period). The manufacturer
should provide a CUA when submitting and should follow
the guideline presented in the Prescription for
Pharmacoeconomic Analysis (PFPA), published in 2007
(PHARMAC, 2007). A PHARMAC analyst reviews the
pharmacoeconomic analysis and will amend if required.
Manufacturers are advised to provide a CD with a copy of
the model. If the model is amended the PTAC will be
supplied with note clearly explaining the differences
between the two models. There is an iterative process
with regards to the complexity of the economic evaluation
for each unique decision. The timeframes, impact on
pharmaceutical budget, reliability of results, reporting,

Prior to the PTAC committee, medical
groups and other interested parties
may be invited to comment on the
pharmaceutical as part of the
assessment. This allows parties to
outline specific issues relating to the
medicine (PHARMAGC, 2010).

The details of the funding
applications are provided on
the PHARMAC website., The
agency does not publish most
of the Technology Assessment
Reports because of commercial
sensitivity. It does provide
some TARs that were used to
inform the decisions on funding
of medicines (PHARMAC,
2011e). Details of the online
schedule for the medicines
funded are also available on
the website. The Pharmacology

and Therapeutics Advisory
Committee  publishes  the
minutes which include

discussion of some of the
details of the assessment.
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1.
2.

3.

impact of the CUA on the decision and availability of
health economic resources determine this. Probabilistic
Sensitivity analysis should be undertaken when more
detailed analyses are required (PHARMAC, 2010).

The PHARMAC states that a good assessment by the
manufacturer will include:

Critical appraisal of the key clinical evidence
Information relating to all 9 of the PHARMAC
decision criteria

Market and epidemiological information
Cost-effectiveness in the preferred form of a
cost-utility analysis and budget impact analysis.
Disclosure of information on ongoing trials and
patents.

Norway

The manufacturer submits to
NoMA and this can be
approved by the NoMA
depending on the budget and
nature of the medicine. If this
needs to be referred the Blue
medicines Board a report will
be prepared. The NoMA will
create a background report
that assesses the manufacturer
submission. This will include
data about the disease,
possible alternative treatments,
the new drug's possible place in
the treatment image, drug
efficacy. The NoMA will also
analyze and provide comments
on the application and the
health economic analysis (PPRI,
2008b).

1.

o mawN

il

10.

11.

The manufacturer should submit the following information
to NoMA {(NoMA, 2011a): "

The indication and any restrictions proposed
from the marketing authorisation

EU approval and SPC

Description of the illness and epidemiology
Treatment regime

Overview of existing treatment programme and
total number of patients for proposed indication
Position of medicine in the treatment
programme

Current and predicted sales

Description of clinical benefit
Pharmacoeconomic analyses which should
follow the NoMA guideline published in 2002. A
probabilistic sensitivity analysis is not a
requirement but is stated as an advantage.
Budget consequences — the added expense
should be included for the National Insurance
Administration for a five year period.

A reference list of published and unpublished
studies supporting the application.

Pharmacoeconomics is a requirement for the submission
to the NoMA (NoMA, 2005). A cost-utility analysis should

The NoMA gives interested parties the
opportunity to comment before a final
decision is made. The NoMA will
outline the criteria for the decision.
The manufacturer will be given four
weeks to respond if the medicine does
not meet the criteria because of the
price. The manufacturer can provide
feedback and any proposed changes. A
final notice will be given if the medicine
does not meet the criteria within which
interested parties have four weeks to
comment (Ministry of Health and Care
Services, 2004).

The manufacturer’s submission
is not provided on the website.
The decisions of the NoMA and
minutes of the Blue
prescription committee are
provided on the website
(NoMA, 2011c).
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be supplemented with a cost-value analysis. A cost-value
analysis uses a set of alternative value for health
conditions of various types {adjustment between health
and disabled individuals, (Nord et al., 1999)).

Poland

The manufacturer submits to
the Ministry of Health. The
Analytical Team of the AHTAPol
assesses the manufacturer
submission and may revise this
before this is provided to the
Consultative Committee
(AHTAPOI, 2011a).

The assessment is performed by a review of the
manufacturer submission and this includes the following
elements:

1.
2.

The decision problem ,

Clinical analysis — The efficacy and safety in a
specific population in comparison to the
appropriate cbmparators. A systematic review
should be performed including details of the
search strategy, information selection, quality
assessment (hierarchy of evidence provided in
the guideline). Meta-analysis and indirect
comparison can be performed in the case of lack
of direct head to head comparisons.

Economic analysis — This may either use a model
structure that is relevant to the Polish context,
an evaluation identified in a systematic review or
a novo economic evaluation performed for the
Polish context.

Analysis of impact on the health system - This
includes an assessment of the budget impact,
assessment of the organisational consequences
for the health care system and an assessment of
the possible ethical and social implications of the
new technology.

A Guideline for Health Technology Assessment (2009) is
provided on the AHTAPol website {AHTAPol, 2009).

The manufacturer is given the
opportunity to provide comment when
the Analytical Team have prepared
their report. The Consultative council
takes the opinions of Medical Schools
and the National Health Fund into
account. There does not appear to be a
formal process for taking other
stakeholders views into account such
as patients (Lipska, 2010).

The manufacturer submissions
are not provided on the agency
website but  manufacturer
commentaries are provided on
the website. The website
contains a document
summarising the considerations
of the Consultative Council
(CC). This includes details of the
assessment and
recommendations  (AHTAPoI,
2011c).

Portugal

The manufacturer submits to

INFARMED  and external | details (INFARMED, 2011c): opportunity for clarification of the | not published on the website.
pharmacologists assess the 1. The marketing authorisation pharmaco-therapeutic analysis and | The listing recommendations of
added therapeutic value of the 2. The maximum price approval document | pharmaco-economic analysis (PPRI, | the INFARMED and the official
medicine. Economists assess providled by the Directorate-General of | 2008a). Gazette annually (Maria, 2010).
the = economic  evaluation Economic Activities. The proposed

provided in accordance with reimbursement price maybe equal or below the

the Portuguese guidelines for price that was agreed by the DGAE.

the conduct of economic 3. SPC

The manufacturer application should contain the following

The manufacturer is given the

The manufacturer submission is
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evaluation. The manufacturer
has the opportunity to provide
additional information and
clarify elements of the
assessment (PPRI, 2008a).

4. The price and reimbursement status in member
states of the EU

S. Declaration of the manufacturer for inclusion in
the reimbursement list

6. Evidence of the added therapeutic advantage of
the medicine

7. The Pharmacoeconomic evaluation that
demonstrates an economic advantage by the
criteria set  within the law. The
Pharmacoeconomic evaluation should follow the
Portuguese guideline 1998 (INFARMED, 1998).
The guideline specifies that any recognised
scientific economic technique can be used
including cost-benefit analysis. A cost-utility
analysis is the preferable type of analysis.
Probabilistic sensitivity analysis maybe used. A
template is provided for the reporting of the
economic analysis.

8. Packaging size

9.  Status of registration in EU countries

The application includes two analysis (PPRI, 2008a):
1. A pharmaco-therapeutic analysis
2. A pharmaco-economic analysis

Spain

The stakeholders involved are
the Ministry of Health,
Directorate General for
Pharmacy and Health Products
and the Spanish Agency for
Medicines and Health Products
(Vogler et al., 2009).

The manufacturer is required to submit details of the
technical and economic characteristics of the medicine,
(Ferre, 2011):
1. Therapeutic utility report (place in therapy,
alternatives, alternatives, applicability)
2. Pharmacoeconomics assessment (Price of the
medicine, cost comparison, budget impact)
Pharmacoeconomic studies are not mandatory but are
sometimes submitted by the manufacturer for the pricing
process. There is a Guideline for Economic Evaluation
originally published in 1995, (L6pez-Bastida et al., 2010)

No formal consultation process with
other stakeholders could be identified
in the reimbursement process.

The manufacturer submission is
not published on the Ministry
of Health website.

Sweden

The manufacturer submits to
the TLV. The TLV allocates an
executive officer, health
economist and a legal expert.
The application is screened for
completeness and then sent to

An application should include the following information
(LFN, 2008):
1. Information on patient groups
2. Information on which other relevant products
are already included in the pharmaceutical
benefits for the indication

The stakeholders have a formal role in
the decision process. The TLV in
Sweden consults with the
manufacturer at various stages. The
TLV will clarify the submission with the
manufacturer and obtain any further

The manufacturer’s submission
is not provided on the website.
The details of the assessment
and deliberations may be
provided with the listing

recommendations (TLV, 2011a).
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the Pharmaceutical Benefits 3. Estimated number of patients treated by the | information. The TLV may arrange a
Group for County Councils medicine meeting with the manufacturer to do
(representing 18 county 4. Average cost of treatment per day this if necessary. The documents that
councils). The county councils 5. Description of all relevant clinical studies include the assessment and proposed
have four weeks to prepare a 6. Clinical effects and effects relevant to the health | decision are sent to the manufacturer
case. The TLV may meet up economics. The best available evidence will be | for the opportunity to correct any
with the manufacturer to gain that which directly compares studies with the | factual errors and to comment on the
clarification with regards to the most relevant comparator. Indirect comparison | justifications provided for the proposed
application (LFN, 2003). from a systematic review may be used if this is | decision. The Pharmaceutical Benefits

not possible. Group for the County Councils are
7. Health Economics in accordance to the guideline | given the opportunity to provide
for Economic Evaluation 2003 should be | comments and put forward any issues
conducted. The perspective should be societal, | with the documentation and proposed
cost-effectiveness analysis using QALYs as a | decision. Patient groups are
measure of effect, EQ5D is recommended and | represented in the process by two
cost-benefit analysis using willingness to pay can { members of the Executive Board that
be used when QALYs are not feasible (LFN, | provide the decision having
2003). involvement with patient organisations
in the past {LFN, 2008).

Switzerland The medicines regulatory | The application for a new active substance should include | There is no formal consultation with | The manufacturer submission is
agency, Swiss Agency for | the following (FSIO, 2008): other stakeholders on the evidence | not provided on the website
Therapeutic Products (SATP) 1. A summary of the justification of the application | presented. One member of the insured | nor could the appraisal
informs the clinical efficacy broken down by effectiveness, appropriateness | are on the Federal Drug Commission | documentation provided by
assessment and the Federal and efficiency. committee but there does not appear | Federal Drugs Commission be
Drug Commission assesses the 2. Comparative effectiveness — does the medicine | to be any other means by which | identified.
submission presented by the fulfil the criteria for an innovation reward in | patients can comment on the
manufacturer ~ (Paris  and comparison with the available alternatives. documents. There is no formal process
Docteur, 2007). 3. Number of patients treated by the medicine for stakeholders to comment on the

4. The expiration date of the patent assessment and appraisal provided by

S. A foreign price comparison for the approved | the Federal Drug Commission and
indications BAG/FOPH (Paris and Docteur, 2007).

6. The three most important clinical studies usually

- published in the “Lancet” or “The New England

Journal of Medicine”.

7. Pharmacoeconomic studies if = these are
available.

8. Epidemiology data.

United manufacturer, independent | The manufacturer is required to provide evidence of | There are several stages at which | The NICE website contains an

Kingdom

- | assessment centre (ERG or

clinical-effectiveness and cost-effectiveness and can be

consultees and commentators can

audit of the process with time
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England

assessment  group), wide
variety of stakeholders and
patient representatives. NICE
define the process in three
stages which include scoping,
assessment and appraisal (NICE,
2008).

found in the Guide to methods of technology appraisal
(2008) (NICE, 2008). The assessment process is a
systematic evaluation of the relevant evidence available
on a technology. In general medicines can be considered
clinically effective if, in normal clinical practice, they confer
an overall health benefit taking account of any harmful
effects when compared with relevant alternative
treatments. Technologies can be considered to be cost-
effective if their health benefits are greater than the
opportunity costs measured in terms of the health
benefits are greater than the opportunity costs measured
in terms of the health benefits associated with
programmes that may be displaced to fund the new
technology.
The main submission should include at a minimum the
following
1. The aims of treatment and current approved
indications for the technology
2. An overview of the current treatment pathway,
including how the technology is expected to fit
into the treatment pathway
3. An assessment of the clinical-effectiveness,
containing a critical appraisal, interpretation and
synthesis of the clinical effectiveness evidence
4, Atabulation of the values and sources of the key
parameters to be used in the assessment of cost
effectiveness
5. An assessment of the cost-effectiveness
containing a reference-case analysis of the cost-
effectiveness based on the synthesis of clinical-
effectiveness evidence. A justification for any
cost-effectiveness analysis not fulfilling the
reference case requirement is essential.
6. An assessment of the resource impact containing
estimates of the impact of the technology on the
NHS, including uptake/treatment rates,
population health gain, resource implication and
financial costs.
Details with the requirements for clinical-effectiveness and
cost-effectiveness:

comment on the assessment of the
medicine. A consultee includes national
groups representing patients and
carers, bodies representing health
professionals, manufacturer (s} or
sponsor (s) of the technology in
development, the Department of
Health, the Welsh Assembly
Government, Specialised
commissioning groups. Primary care
trusts and local health boards.

Commentator organisations include
manufacturers of comparator
technologies, NHS Quality

Improvement Scotland, the relevant
National Collaborating Centre, research
groups working in the area and other
groups {NHS confederation, BNF etc).
The consultees and commentators may
provide comments on the draft scope.
The consultees and commentators may
provide a submission in a structured
report. The committee can hear
evidence from nominated clinical
experts, patients and carers. The
consultees and commentators have
four weeks to comment on the
Appraisal  Consultation Document
(ACD). Consultees can also appeal
against the final recommendations in
the FAD (NICE, 2009b, NICE, 2009a).

stamped documents. The
manufacturer submission s
included, ERG report or
Assessment Report,
Clarification documents that
are provided by the

manufacturer of the
independent assessment group
and any stakeholder

submissions or documents. The
details of all the medicines
assessment and appraisals are
published on the website (NICE,
2011e).
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1. Evidence of relative treatment effects — There is
no hierarchy of evidence. NICE has a strong
preference for evidence from ‘head-to-head’
RCTs that direct compare the technology with
the appropriate comparator in the relevant
groups. Non-RCT evidence that is both
experimental and observational maybe used
when RCTs are not available or to substitute this
information. A systematic consideration of the
evidence should be included.

2. Evidence for cost-effectiveness — A systematic
review of economic evaluations should be
performed and a new analysis of the cost-
effectiveness of the medicine. Evidence from
other study designs other than RCTs may be
necessary.

3. Acceptability, appropriateness and preference

4. Feasibility and impact

S. Equity and equality

United
Kingdom -
Scotland

The manufacturer, SMC board,
New Drugs Committee and
Patient groups all input into the
decision-making process. There
is no third party review of the
evidence or generation of an
independent model (SMC,
2011e).

The SMC considers all newly licensed medicines, new
formulations of existing medicines and new indications for
established products (SMC excludes assessment of
vaccines, branded generics, non-prescription-only
medicines (POMs), blood products, plasma substitutes and
diagnostic medicines) once marketing authorisation has
been granted. The manufacturer is required to submit
evidence on clinical efficacy, comparative effectiveness,
clinical effectiveness, cost-effectiveness and budget
impact (SMC, 2011c):

1. Clinical effectiveness: The SMC requires the
manufacturer to provide evidence assembled
systematically for the indication(s) of the
medicine including details of RCTs (active
controlled most relevant), meta-analyses, and
most relevant effects of a medicine. The
manufacturer provides evidence of clinical
efficacy and is required to consider the medicine
in terms of the applicability to clinical practice in
Scotland, guidelines and relevant protocols for

Patient Interest Groups are able to
collect comments from a number of
patients and carers and provide these
in the form of a submission of evidence
to the SMC. There is a submission
guide and submission template
provided on the SMC website (SMC,
2011f). The health boards and a
number of experts are formally
involved in the process of decision-
making.

The manufacturer submits a
New Product Assessment Form
(NPAF) but no fee is required
for the processing of the
submission. The NPAF is not
published on the SMC website.
An advice document s
published on the SMC website
(SMC, 2011h).
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the most relevant active comparator medicines.
in the absence of head to head evidence a
network meta-analysis is required by the SMC.
The network meta-analyses should be described
with reference to a systematic review for studies
included and the search strategy for trials
included and clinical/statistical heterogeneity
between data sources.

Cost-effectiveness:  The  responsibility for
demonstrating the cost-effectiveness and any
further analysis relevant to Scottish practice
rests with the manufacturer and failure to
submit cost-effectiveness automatically resuits
in a not recommended decision. A reference
case is not provided but the SMC specifies that
cost-utility analysis is the preferred form of
economic evaluation and health effects should
be expressed in Quality-Adjusted Life Years
(QALYs). Modelling is the main framework used
to synthesise data of clinical and cost-
effectiveness, in the absence of real-ife
effectiveness data. Manufacturers are required
to provide sensitivity analysis in the form of
single and multi-way analysis to allow the
committee to explore the uncertainty in the
estimates.
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Communication of summary of

Country Institutions involved Type of stakeholders involved in | Stated factors for the appraisal of medicines
appraisal appraisal and decision
Australia The PBAC provides an | The PBAC committee members are | There is no stated cost-effectiveness threshold in Australia. There | The PBS outcomes are presented in
' advisory recommendation | appointed by the Minister for | are many factors taken into account and the guidance for | a summary document (around 4
which the Minister of | Health, include medical | submission categorises these as qualitative and quantitative | pages) on the Department of
Health with take into { practitioners (specialists, general | factors. The factors are not weighed equally and different factors | Health and Ageing website. This
account alongside the price | practitioners and clinical | may be more or less important depending on the situation (PBAC, | details the main deliberations and
negotiations with the PBPA | pharmacologists), pharmacists, | 2008). a summary of the evidence
{PBAC, 2008). consumers and health economists | Quantitative factors: considered by the manufacturer
(PBAC, 2008). 1. Comparative cost-effectiveness (PBAC, 2011).
2. Comparative health gain
3. Patient affordability in the absence of PBS
4. Budget impact for PBS and government
Qualitative factors:
1. Uncertainty surrounding the evidence
2.  Equity considerations
3. Presence of effective alternatives
4, Severity of the medical condition treated
5. Ability to target patients most likely to benefit
6. Likely development of resistance
Austria The HEK provides the | The Medicines Evaluation | The HEK consider the following factors when considering an | The details of those medicines

reimbursement

recommendation though a
majority vote of the
members providing that
half of the members are
present. The HBV
(Federation) provides the
reimbursement  decision
and the Pricing Committee
(PK) advises the Ministry of
Health, Family and Youth
(BMFGJ) on the pricing of
the medicine. The
Federation only has to
provide the reasons for
rejecting the medicine and

Committee (HEK) is an advisory
body to the Federation of Social
Security Institutions (HBV)} for
inclusion of the medicines in the
code of reimbursement (EKO). The
members of the HEK and
manufacturers hoiding the
marketing authorisation must not
discuss any aspects of the review.
The committee consists of 20
members and the agendas of the
meetings are published on the HBV
website. The HEK consists of 20
members including ten members
from the Social Insurance System
including specialists from the

application (Austrian Federation of Social Insurance Institutions,
2004):
1. Pharmacological evaluation
2. Medico-therapeutic assessment — the added therapeutic
value of the medicine. The therapeutic benefit is
classified under the following categories:
1. Substantial therapeutic benefit in the majority of
patients
2. Substantial therapeutic benefit for a subgroup
3. Added therapeutic benefit for the majority of
patients
4. Added therapeutic benefit for a subgroup of
patients
5. Similar therapeutic benefit for patients
6. No added therapeutic benefit.
3. The Health Economic evaluation. There is no explicitly

included in the reimbursement
code can be found on the following
website (Austrian Social Security,
2011b).
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must provide reasons in
reference to points for
which the manufacturer
has had the opportunity to
comment (PPRI, 2007a).

Federation, three  independent
Scientific representatives
(pharmacologists and physicians
from university institutions), two
representatives from the Federal
Labour Board, two representatives
from the Austrian Medical
Association, one representative of
the Austrian  Chamber  of
Pharmacists. Each member of the
committee has one deputy. The
Federation appoints the members
and their deputies for a period of 5
years (Austrian Federation of Social
Insurance Institutions, 2004).

reported cost-effectiveness threshold.

Belgium

The NIHDI CRM provides
advice to the Minister of
Health., The Ministry of
Economy provides
information on the
maximum price (Adriaens
and Soete, 2010).

The CRM voting members consist

of: seven members with an
academic term in  Belgian
universities; eight members

appointed by the insurers; four

members appointed by the
professional associations
representing the medical
profession; three members
appointed by professional
associations  representing  the

pharmacists ~ These all have voting
rights. The members that are
consultative with no voting rights
are two members appointed by
professional associations
representing the pharmaceutical
industry; one member nominated
by the Minister responsible for
Social Affairs in its attributions; one
member nominated by the
Minister responsible for Public
Health in its attributions; one
member nominated by the
Minister in Economic Affairs in its

Class 1 medicines are those with added therapeutic value, Class 2
are those with comparable therapeutic value and Class 3 are
generic medicines The decision to reimburse those medicines in
class 1 depends on the following criteria:
1. The therapeutic value, taking into account efficacy,
effectiveness and the user-friendliness of the product
2. The market price of the drug
3. The clinical effectiveness and likely impact taking into
account of the therapeutic and social needs
4. The budget impact for national health insurance
5. The cost-effectiveness of the product from a perspective
of national health insurance.
Class 2 and 3 drugs do not have to be assessed with regards to
cost-effectiveness and further class 3 do not have to have an
assessment of therapeutic value (Adriaens and Soete, 2010).

The Ministers decisions are
published on the NIHDI website
alongside the evaluation reports
(NIHDI, 2011).
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attributions; one member
representing the Department of
the medical examination of the
NIHDI{Adriaens and Soete, 2010).

Canada The PBAC makes | The Canadian Expert Drug Advisory | The CEDAC will consider in its deliberations the following factors | The final recommendation and
recommendations to each | Committee  (CEDAC) is an | (CADTH, 2010): reasons for the recommendation
of the provinces that make | appointed, national, independent | 1. Clinical studies, which assess safety and/or efficacy of the Drug | are released publicly on the CADTH
the final decision on the | body of physicians, pharmacists | in appropriate populations website (CADTH, 2011c).
-reimbursement and pricing | and other health (Note: When available, effectiveness data will be compared with
given their local priorities | care professionals and public | current accepted therapy)

(CADTH, 2011a). members (CADTH, 2011b). 2. Therapeutic advantages and disadvantages relative to current
accepted therapy
3. Cost-effectiveness relative to current accepted therapy
4. Patient perspectives obtained through Patient Group input.
Denmark The Danish Medicines | The Reimbursement Committee | The decision to provide the medicine under general | The recommendations are

Agency (DMA) makes the
final decision on general
reimbursement and the
individual reimbursement
status of medicines. The
Reimbursement committee
provides advisory
recommendations to the
DMA. The DMA’s final
decisions may be appealed
to the Ministry of Interior
and Health (Danish
Medicines Agency, 2008).

consists of a maximum of 7 people,
of whom 2 must be general
practitioners. Members are
appointed by the Minister of the
Interior and  Health after
recommendation by the Danish
Medicines Agency. One member is
appointed by the Minister of the
Interior and  Health after
recommendation by the Regions’
Board for Salaries and Rates
(Regionernes Lgnnings- og
Takstnzvn). The = committee's
members are appointed for 4 years
at a time and collectively possess a
broad professional expertise (DMA,
2011c).

The DMA takes the advice from the
professional medical
recommendation from the
reimbursement committee (MTN},
other scientific societies,

reimbursement considers the following criteria (Danish Medicines
Agency, 2008):

1. Medicines therapeutic effect (Hierarchy of evidence
considered)
Value added proportionate to the price.
Pharmacological documentation
Side effects
Price survey
Optional health economic evaluation to determine that
a premium price is reasonable in relation to the
therapeutic effect.

puawN

provided on the website. The
details of any reappraisal are also
provided on the website. The
minutes of each of the
reimbursement committees
meetings are provided on the
website (DMA, 2011b).
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Pharmaceutical  industry and
patient organisations.

Finland

The PPB  works in
conjunction with the Social
Health Insurance

institution and the Ministry
of Social Affairs and Health.
PPB will request an opinion
from Kela and from its own
clinical expert group. Kela
plays a role in evaluating
the pharmacoeconomic
reports on new medicines.
Having received the expert
opinions, PPB makes an
independent decision
{Ministry of Social Affairs
and Health, 2011a).

The Pharmaceuticals Pricing Board
consists of seven members and
their deputies nominated by the
Ministry of Social Affairs and Health
for three years at a time. The board
members have to be university
graduates with at least a Masters
Degree. At least one of the
members has to represent medical,
one pharmaceutical, one legal and
one economic expertise. Two
members of the Pharmaceuticals
Pricing Board are from the Ministry
of Social Affairs and Health, one
from the Ministry of Finance, two
from the Social Insurance
Institution (Kela), one from the
National Agency for Medicines and
one from the National Research
and Development Centre for
Welfare and Health (STAKES
{Ministry of Social Affairs and
Health, 2011b)).

There are different criteria dependent on the type of
reimbursement, basic or special. On the basis of severity certain
diseases are reimbursed in a list produced in 2005.

Basic reimbursement focuses:
Added therapeutic value of the medicine

Special reimbursement focuses (PPB, 2011):
1. Need - the necessity og a medical product and nature of

disease

2. Added therapeutic value

3. Cost-effectiveness

4, Economic considerations {cost of treatment and budget
impact).

The reimbursement decisions and
reasonable wholesale prices are
provided on the Ministry of Social
Affairs and Health website
(Ministry of Social Affairs and
Health, 2011c).

France

The HAS committee is
called the Transparency
committee and considers
the dossier from the
manufacturer and a review
of the literature. A
recommendation is
produced along with a
judgement of the ASMR
and SMR are provided for
the second stage where
price is negotiated by the
CEPS. The final
reimbursement

Transparency committee includes
physicians, pharmacist, specialist in
methodology and epidemiology.
There is no third party synthesis of
evidence (HAS, 2011b).

The committee judges the SMR and ASMR for the medicines.
This is performed by a majority vote for the two criteria.

SMR: The score takes into account the severity of the
condition and other data specific to the drug such as the
effectiveness and adverse reactions, place in the therapeutic
strategy, existence of other therapeutic alternatives and
importance for public health. The SMR determines the level
of cost-sharing paid by members of the health insurance
system and whether the medicine justifies reimbursement.
The SMR takes four categories; Major, Moderate, Low and
insufficient (does not justify reimbursement).

ASMR: The Improvement in Medical Benefit is first provided

The decisions are provided on the HAS
website {HAS, 2011a).
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recommendation and price
is made by CEPS in the
Ministry of Health (Rochaix

in the manufacturer submission as a claimed score for the
medicine. The ASMR is a score of the relative-effectiveness
of the medicine compared to the medicine used in practice.
There are five different levels of ASMR from Major
Improvement (1), Important (Il), Moderate {lll}, Minor (IV}
and no improvement (V). The ASMR determines the pricing
that is negotiated between the manufacturer and CEPS. A
separate ASMR may be rewarded to a medicine that has
different benefits in different indications or patient
subgroups. The ASMR determines the price negotiated by
the CEPS. CEPS negotiates price for outpatient medicines
and those medicines that are used in hospital but not
included in the DRG (those included in the DRG are
negotiated with individual hospitals). Those rated on the
ASMR of I, Il or Il are allowed to set a price higher than the
comparator, IV depends on the context and V must be cost-
saving in relation to the relevant comparator (s). The CEPS
also sets price volume agreements with the manufacturer
where in the event that sales exceed the forecasts for the
four years the company is required to provide a claw back
for the additional costs {Grandfils, 2008).

Germany

and Xerri, 2009).
The Federal Joint
Committee decides

whether a medicine should
undergo an early benefit
assessment. The IQWIG
may be delegated to
review the manufacturer’s
submission and the G-BA
will make an early
assessment of the benefit
of the medicine. IQWIG
may be asked to provide a
cost-effectiveness analysis
by the  manufacturer
following arbitration for
the price of the medicine
(Federal Joint Committee,
2011d).

The G-BA makes the final decision.
The committee includes three
impartial members (including a
chairman), five representatives of
payers {statutory health insurance)
and five representatives of
providers (doctors, dentists and
hospitals). A patient representative
has the right to observe
deliberations but does not have the
right to vote (Federal Joint
Committee, 2010).

At early assessment the added therapeutic value is assessed
(benefit). This will follow a 6 point assessment (Federal Joint
Committee, 2011b):

1 - Major improvement in benefit: A significant additional
benefit, primarily a cure for the disease, a significant survival
time, a long-term freedom/avoidance of serious side effects.
2 - Significant improvement in benefit: A significant
additional benefit, moderate life extension, substantial slow
down in symptoms, avoidance of serious side effects.

3 - A small additional benefit is when one of the functional
benefits shows a moderate reduction in non-fatal symptoms
or side effects.

4 - An additional benefit exists but is not quantifiable
because there no scientific evidence base is possible

S - There is no demonstration of value added benefit.

6 - The benefits of the drug to be evaluated is less than the
benefit of the appropriate comparison treatment.

All decisions made by the G-BA are
documented on the website (Federal
Joint Committee, 2011c).
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This directly determines the price negotiations that are
undertaken by the national confederation of statutory
health insurance (orphan drugs are excluded from this
process). An assessment of the cost-effectiveness can be
requested by the manufacturer and this is performed by
1QWIG using the efficiency frontier is used 15+ months post
the initial marketing authorisation for the product (Federal
Ministry of Health, 2011, Leverkus, 2011).

lreland

The NCPE provides the
critical  appraisal, rapid
reviews and
pharmacoeconomic

analysis, The Corporate
Pharmaceutical Unit
products committee selects
medicines to be assessed
by the NCPE and uses this
information to appraise
and provide the final
reimbursement  decision
(Tilson et al., 2010).

The NCPE review group critically
appraises  the manufacturer
submission, The group consists of a
clinician, pharmacist, scientist,
health economist and statistician.
Local expert opinion is sought with
regards the place of the new
medicine (NCPE, 2011a).

Manufacturers must first submit for a rapid review and the
criteria at this stage are as follows (NCPE, 2009):

1. Number of eligible patients in the population

2. Medicine replaces or adds to the available
medicines
Potential budget impact
Price compared with available comparators
Clinical-effectiveness
Cost-effectiveness (if available) from other
jurisdictions
A recommendation maybe made for reimbursement or this
maybe referred for a full pharmacoeconomic analysis if they
are high cost medicines or are high budget impact. The
economic evaluation is critically appraised using the
Drummond 10 point checklist. The decision criteria
considered for the recommendation are (NCPE, 2010):

1. Cost-effectiveness — There is no fixed cost-
effectiveness threshold in practice and if the cost-
effectiveness estimate is significantly higher other
factors will be considered. However previous
recommendations have shown that a medicine
with an ICER of less than €45,000/QALY is more
likely to be reimbursed.

2. The level of uncertainty associated with the clinical
and cost-effectiveness evidence

3. Budgetimpact

4. Innovative nature of the medicine

5. lLack of available alternatives.

o AW

The summary of the recommendation
provided by the NCPE is available on the
website (NCPE, 2011c).

Israel

The manufacturer submits
and the Medical
Technologies

Administration (MTA) of

The manufacturer submits and
PNAC makes the final decision for
inclusion on the NLHS. The PNAC is
appointed by the Ministry of Health

The committee takes into account the following factors:
1. Life Saving technology

2. Potential for the technology to prevent mortality and
morbidity

The PNAC decisions and deliberations
are available on the Ministry of Health
website but the details with regards to
the impact on the budget are not
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the Ministry of Health | and is composed of twenty | 3. Number of patients who might benefit from the | disclosed (Greenberg et al., 2009).
screens the submission and | representatives, including the | technology
provides a rapid | Ministry of Health, Ministry of | 4. Financial burden of illness
assessment. A list of | Finance, Health Maintenance | 5. The available treatment alternatives
technologies is provided to | Organisation, experts in health | 6. Degree of extension of life and quality of life
. the Medical Technologies | economics and representatives of | 7. Degree of financial savings
Forum and they put | the public at large (Greenberg et | 8. Budget impact
together an evaluation and | al., 2009). 9. Economic evaluation {from 2007}
consider evidence from A score is provided and if there is an estimate of cost/benefit
other professional bodies - of the new medicine in the form of cost-effectiveness {Cost
and other jurisdictions per QALY) then this is also taken into account alongside
agencies. The MTA these other criterion. Cost-effectiveness is not however a
provides a prioritised list of specific criterion in the decision-making and is rarely
medicines in three groups provided by the manufacturer. The score is provided on a
(A,B,C) for which the Public scale from 1 to 10 and the medicines are classified into three
National Advisory groups. Group 1 consists of high priority technologies
Committee (PNAC) makes (grades 8-10), group 2 consists of intermediate priority
the final decision- on technologies (4-7) and group 3 consist of low priority
inclusion (Greenberg et al., technologies (grades 1 -3). Relative criteria of the decisions
2009). on the grades are not disclosed to the general public
(Ministry of Health, 2010).
italy The manufacturer, the two | The Scientific Technical | The CTS takes into account the level of therapeutic | The final decisions of the Executive
sub committees of the | Commission consists of 17 | innovation using an algorithm of defined characteristics, | Board are published in the Official

AIFA; Scientific technical
committee (CTS) and the
Pricing and Reimbursement

Committee {CPR) make
recommendations for
provision on the PFN

formulary. The Executive
Board comprised of 5
members makes the final
decision on inclusion on
the list (AIFA, 2011b).

members that include medical
practitioners and pharmacologists.
The Pricing and reimbursement
committee (CPR) consists of 12
expert members of 5 are
nominated by the Ministry of
Health, 5 are nominated by the
regions, 1 representative of the
Ministry of Economy and 1
representative of the Ministry of
Production  Activity. These
members have proven experience
in negotiation of prices and
particular expertise in health
economics {AIFA, 2011d).

including (AIFA, 2007):

1. Severity of disease,

2. Availability of treatments

3. Added therapeutic effect.
The scores for each of these components is combined to
assess whether the medicine represents an Important,
moderate or modest therapeutic innovation.  Those
representing a therapeutic innovation undergo price
negotiations with the CPR and those that are equivalent
must be priced below or at a similar level to the other
relevant available medicines.
The manufacturer’s negotiated price is based on the
following criteria (Folino-Gallo et al., 2008):
1. The cost-effectiveness of the treatment, regarded as
useful for treatment of the disease and whether the drug is
more appropriate than those drugs already available for the
same therapeutic indication. There is no cost-effectiveness

Journal of Italy. The medicines lists are
provided on the AIFA website (AIFA,

2011c).
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threshold in italy;

2. The risk-benefit is ,pre favourable than drugs available for
the same indication;

3. Economic impact assessment on the National Health
Service;

4. Cost of treatment per day compared to medicines of the
same effectiveness;

5. Market shares of drug acquired;

6. Comparison of prices and consumption in other European
countries.

Hungary The Office of Health| The TAC members include | The criteria for inclusion on the reimbursement list are as | The appraisals are not published on the
Technology  Assessment | members from the HIFA, Ministry | follows (PPRI, 2007b): website.
{OHTA) provides a critical | of Health, Ministry of Finance 1. Clinical efficacy
appraisal of the { Ministry of Economy and 2. Safety
manufacturer submission. | Transport, Hungarian Chamber of 3. lack of alternative therapy
The TAC committee of the | Pharmacists, Hungarian Medical 4. Cost-effectiveness
NHIFA uses information { Association, College presidents that S. Price
from their | have voting rights. It also consists 6. Budget Impact
recommendations to make | of members that do not have
a final decision for the | voting rights such as the secretary,
medicine (PPRI, 2007b). National Institute for Heath
Information and Library (ESKI) and
National Heaith insurance
. individual {Guldcsi et al., 2009).
Korea The Drug Reimbursement { The Drug Reimbursement | The Drug Reimbursement Committee considers the | The appraisal documents are not

Committee of HIRA is
responsible for reviewing
the HTA report for
recommendation in the
positive list {Bae and Lee,
2009).

Committee consists of 18 members
that are appointed by the MOHW
(Bae and Lee, 2009). The DREC
includes healthcare professionals,
academics, patient representatives,
HIRA staff and other government
department staff (Yang, 2009).

following factors {Bae and Lee, 2009):

1. Clinical usefulness/value

2. Pharmacoeconomics -~ there are Guidelines for
Economic Evaluation of Pharmaceuticals in Korea
(KPEG). There is no threshold reported for the
inclusion of medicines. Although Yang (2008)
reports discussion of a range of x0.8-1.2 of GDP.

3. International countries reimbursement status

4. International treatment guidelines

S. Budget impact.

The NHIC considers the following factors in the price
negotiations {Bae and Lee, 2009):
1. The total cost of alternative medicines

available publically.
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2. Budgetimpact
3. Reference price
4. The HIRA Drug Reimbursement Committee
Evaluation.
Mexico The General Health Council | The General Health Council of | There are three criteria that all medicines must meet for | The basic inputs table is published on the

makes the final decision
and is informed by the
Interinstitutional  working
group {Moise and Docteur,
2007).

Mexico is composed of
representatives of thirteen public
health institutions as well as other

government™~  offices, non-
governmentai organizations,
representatives  from = health
professional’s  academies and
heaith-related education

representatives. The final decision
is made on majority vote {General
Health Council, 2011a).

inclusion into the Basic Formulary of Inputs (Moise and
Docteur, 2007):
1. The medicine must have a marketing authorisation
2. The medicine must meet all safety and clinical
tests.
3. The medicines should be cost-effective.

website with details of those medicines
included. This does not include details of
the deliberations for each of the
medicines appraised (General Health
Council, 2010).

Netheriands

The CFH report is
considered by the CVD
board that prepare the
final advice. The Board
must also advise the
Minister of Health of any
social consequences as a
result of the package
recommendation.  These
meetings occur in public
and are called Advisory
Package (ACP) meetings.
Other stakeholders such as
clinician, patients and
insurers may be consulted
at other stages in the
process (CVZ and Ministry
of Health Welfare and
Sport, 2010).

The CFH committee consists of 22
external independent experts that
can serve for a maximum term of
eight years. The CFH membership
includes pharmacist’s physicians,
health economists, health
researchers/scientists, and
representatives of the Ministry of
Health.

The Executive Board (CVZ) has
three members that are appointed
by the Minister of Public Health,
Welfare and Sport.

The ACP committee (Appraisal
committee) includes the three
executive board members and also
has six expert members with
practical knowledge of social
security issues (CVZ and Ministry of
Health Welfare and Sport, 2010).

The CVZ has four criteria for assessing what should be
included in the basic insured package:

1. Necessity: does the illness or the required care —given the
context in society —~ justify a claim on solidarity. This may
include burden of disease or rarity of disease?

2. Effectiveness: does the form of care deliver what is
basically expected to do?

3. Cost-effectiveness: is the relationship between
costs/benefits broadly acceptable? This is appraised for
medicines of added therapeutic value.

4. Feasibility: is inclusion in the package feasible, now and in
the long term?

The Council are allowed to also take into account personal
responsibility, incidental effects on society and temporary
nature of the interventions.

The appraisal must consider the therapeutic value provided
by the medicine (CVZ and Ministry of Health Welfare and
Sport, 2010). The therapeutic value is categorised into three
groups depending on the properties of the medicine. The

CVZ advice and CFH report including
annexes are published on the website of
the CVD among publications of CFH
Reports (CVZ, 2011b).
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properties included when assessing therapeutic value are
the positive benefits provided (RCT evidence) and adverse
events, experience (the use of the medicine in practice by
patients), usability {(administration time) and applicability
(the medicine may benefit different groups of patients for
the same disease). The criteria are assessed in relation to
morbidity, chronic nature of the disease and availability of
alternatives. The medicines are classified into three
categories:
1. Medicines with a therapeutic loss in comparison
with other included treatment options;
2. Medicines which have equivalent therapeutic
value compared to those of others in the package
3. Medicines with a therapeutic value in comparison
to other medicines already in the insurance
package.

Budget impact is submitted but it is not a formal appraisal
criteria. The appraisal phase is conducted by the Advisory
Package Commission that considers the societal implications
of any recommendation.

The Minister makes the final decision and there is no
explicitly stated threshold. However in 2009 the CVZ
published guidance of a threshold range depending on
severity of illness. (A background study on the ‘cost-
effectiveness’ package principle for the benefit of the
appraisal phase in package management CVZ report 2010).
The threshold stated was EUR010,000 per QALY for less
severe iliness up to EUR0O80,000 per QALY for severe illness.
The Minister of Health has not confirmed this threshold.

The Inpatient Expensive medicines are appraised for
therapeutic value and a plan made for assessment of the
real-life cost-effectiveness at four years. The medicine is
temporarily listed during this period (van Halteren, 2011).

New Zealand

The PTAC committee
reviews and appraises the
evidence provided by the
manufacturer and

The Pharmacology and
Therapeutics Advisory Committee
(PTAC) is a clinical advisory
committee that has a role to

PHARMAC uses the following decision criteria {PHARMAC,
2010):

1. The health needs of all eligible people within New
Zealand.

The minutes of the PTAC meetings are
provided on the website (PHARMAC,
2011b).
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PHARMAC (when } provide objective clinical advice to | 2. The particular needs of Maori and Pacific peoples.

additional analysis | the PHARMAC Board. The | 3. The availability and suitability of existing medicines and

undertaken). The | committee consists of 12 Medical | related products

PHARMAC board appraises | Practitioners that are nominated by | 4. The clinical benefits and risks of pharmaceuticals.

the medicine following 9 | the professional medical bodies | 5. The cost-effectiveness of meeting health needs by funding

criteria (PHARMAC, 2010). (PTAC, 2010). pharmaceuticals, rather than by using other publicly funded
The PHARMAC board consists of | health and disability support services.
five members (including the | 6. The budgetary impact (in terms of the pharmaceutical
chairperson). The Board makes the | budget and the Government's overall health budget) of any
final decisions for inclusion on the | changes to the Pharmaceutical Schedule.
Pharmaceutical Schedule. = The | 7. The direct cost to health service users.
Minister of Health appoints each | 8. The Government's priorities for health funding, as set out
member of the Board for a period | in any objectives notified by the Crown to PHARMAGC, in
of 3 years (PHARMAC, 2011d). PHARMAC's Funding Agreement, or elsewhere.
The Therapeutic Group Managers | 9. Any other criteria that PHARMAC thinks are relevant.
are responsible for negotiating the | PHARMAC conduct a consuitation whenever taking into
listing and commercial agreements | account other criteria.
which may include  price
negotiations  special authority, ] PHARMAC has no threshold below which a medicine will be
expenditure caps, rebates on | considered cost-effective. This is because cost-effectiveness
pharmaceutical price and multi- | is only one of nine criteria. The threshold is also likely to vary
product agreements (bundling). | year on year with changes to the fixed budget.
The negotiations may lead to a re-
prioritisation of the medicine.

Norway The Drug Administration of | The Blue prescription board Is | The approval of a blue prescription relies on the following | The details of the available medicines are

NoMA can assess and
approve applications that
do not exceed certain

budget restrictions. The
application may be
referred to the blue

prescription board if the
drugs budget impact
exceeds NOK 5 million or is
a major therapeutic
innovation. The board help
to ensure the quality of
decision-making on
important reimbursement
issues. This will be

comprised of seven members that
include health economists,
pharmacists, physicians and GPs.
The experts are appointed for a
period of two years (NOMA,
2011b).

criteria being met. The Blue Board will consider these points
for those medicines referred (PPRI, 2008b):

1. The medicine is used to treat serious diseases or
risk factors with high probability will lead to or
aggravate a serious illness,

2. There is prolonged treatment or risk of prolonged
treatment,

3. The medicinal product has a scientifically well-
documented and clinically relevant effect in a
defined, appropriate patient population, and

4. The cost of medicine is in a reasonable relation to
the therapeutic value and the costs associated
with alternative therapies.

provided on the NOMA website: (NOMA,
2011d).
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particularly relevant in
cases of  therapeutic
innovations that can lead
to significant changes in
treatment and thus the use
of resources. The Board
should be consulted if the

drug is claimed to
represent a major
therapeutic innovation
(PPRI, 2008b).

Poland The Consultative council | The Consultative Council consists of | The Consultative Council takes into account the following | The appraisals are provided on the
makes recommendations | 12 members that are appointed by | factors: (Niewada et al., 2011); website (AHTAPol, 2011c).
after considering the HTA | the Minister of Health for a period 1. Clinical effectiveness/efficacy
analysis  prepared by | of 6 years. The members include 2. Safety
members of AHTAPol, The | Presidents of Medical Schools, the 3. Cost-effectiveness
Ministry of Health makes | Supreme Medical Chamber, the 4. Impact on health system (budget impact)
the final recommendation | Chief of the Pharmaceutical 5. Wider social and ethical aspects
(Lipska, 2010). Council, the Supreme Council of

: Nurses and Midwives and the
National Health Fund. The Council
votes on the recommendations for
new medicines.

The AHTAPol consults National
Organisations in ~the medical
specialism and the National Health
Fund for any financial concerns.
The two groups have 30 days to
issues  their opinions for
consideration by the Consultative
Council (AHTAPoI, 2011b).

Portugal The DGAE firstly makes the | The INFARMED has an executive | The appraisal of medicines for inclusion in the list of | The listing recommendations are

maximum pricing decision.

The INFARMED board
makes the final
reimbursement
recommendation (PPRY,
2008a).

board that contains five members
that are appointed by the Ministry
of Health. External pharmacologists
and economists are involved in the
assessment but no  other
stakeholders are involved in the
appraisal (INFARMED, 2011a).

medicines reimbursed by the NHS is based upon scientific
evidence demonstrating the efficacy and effectiveness of the
medicine within the indication. A medicine maybe listed if it
meets one of the following criteria (PPRI, 20083):

1. The medicine is a new substance or has an
innovative mechanism of pharmacological action
with greater efficacy or tolerance than the
alternative listed treatment

provided on the INFARMED website
alongside the evaluation reports
(INFARMED, 2011b).
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2. The new medicine is of similar composition to the
other reimbursed medicines with a price 5% lower
than the non-reimbursed generics

3. The new pharmaceutical form has a greater
therapeutic benefit or cost-benefit ratio than
those medicines that are already reimbursed

4. The new medicine is not a therapeutic innovation
but has an economic benefit with the same
therapeutic benefit as those medicines already
reimbursed

S. A combination of medicines that are already
reimbursed and demonstrate a therapeutic
advantage but price does not exceed the sum of
those already reimbursed.

6. Combination of active substances that are not
individually provided on the market but
demonstrate an advantage over medicines in the
same therapeutic group using RCT evidence.

Spain The Ministry of Health is | The Ministry of Health, Minister of | The following criteria are used when the Ministry of Health | The details of the appraisal cannot be
involved in the | Health and members of the Spanish | considers a medicine for reimbursement: found on the agency website. A list of
reimbursement  decision { Agency for Medicines and Health 1. The severity, duration and sequence of different | medicines approved can be found on the
and the Inter-ministerial | Products (Vogler et al., 2009). The pathologies for which the medicine is indicated Ministry of Health website (Ministry of
Commission for { composition skills could not be 2. The specific necessities of certain patient groups Health & Social Affairs, 2011).
Pharmaceutical Prices is | identified from the documentation 3. The therapeutic and social usefulness of the
involved in the pricing of | and website. pharmaceutical )
medicines (Vogler, 2009) 4. The budget impact of the medicine and price of

medicine

5. The existence of alternative medicines to treat the
disease

6. The degree of innovation of the medicine

A report is prepared by the Spanish Agency for Medicines
and Health product, which summarises the clinical efficacy
of the medicine (Vogler et al., 2009).

Pharmacoeconomic studies have been used by regional HTA
agencies but this is not a mandatory requirement for the
reimbursement and pricing of medicines in Spain.

Sweden The Pharmaceuticals | There are ten board members and | There are three criteria that must be fulfilled if a medicine | The minutes of the meetings are

Board is
making

Benefit
responsible for

chairman who is appointed by the
government to serve on the expert

should be reimbursed. The criteria are provided in the
Health and Medical Services Act 15 (LFN, 2008):

published on the TLV website. If the
assessment can be made public (no
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decisions on the
reimbursement of
medicines. The Board may
consult with expert advice
from the 18 county
councils and may require
expert advice from the
Swedish Council on
Technology Assessment in
Health Care (SBU).
However, SBU has no
official influence on pricing
and reimbursement.

The manufacturer is invited
to deliberations when they
are proposing more
restrictive or to not
recommend the medicine.
The manufacturer is sent
the assessment prior to the
meeting. The manufacturer
may decide to verbally
present the case to the
Board. The manufacturer
has 30 minutes to put
forward the case on the
assessment. There is no
requirement for
attendance at the
deliberations and details
maybe submitted by the

board for two years (each has their
own deputy appointed) (LFN, 2007)
In 2010 the number of members on
the board was reduced to six plus
the chairperson (with deputies).
The Director General is also able to
attend the meeting but cannot
vote. The Board includes one
pharmacologist. One health
economist one patient group
representative and three members
of the County councils. The
Chairman must also be able to
provide legal advice to the Board
(TLV, 2011b).

1. The Human Value Principle: Underlies the respect
for equality of all human beings and the integrity
of every individual. The TLV may not discriminate
against people because of sex, race, age etc. when
making a decision for reimbursement.

2. The need and solidarity principle: Those in greatest
need take precedence when considering
reimbursement of pharmaceuticals. Individuals
with more severe diseases are prioritised over
people with less severe conditions.

3. The cost-effectiveness principle that states that
the cost of using a medicine should be reasonable
from a medical, humanitarian and social-economic
perspective. There is no formal cost-effectiveness
range. Budget impact is not formally assessed or
appraised.

Cost-effectiveness is a crucial principle and is analysed from
a societal perspective. The Board must ensure that none of
the three criteria are contravened. The Board primarily
weights up the need and solidarity principle with the cost-
effectiveness principle. They must be weighed equally
against each other. The Cost-effectiveness criteria must be
therefore weighed against the severity of disease. The
severity of the disease is considered using five categories,
relevant, initial condition, prevent injury or death without
treatment with the medicine.

commercially sensitive data) this will aiso
be provided on the TLV website. The
details of the not recommended decision
may not be completely provided because
the manufacturer requests removal of
confidential information (TLV, 2011a).

manufacturer in writing
(LFN, 2008).
Switzerland The Federal Drugs | The Federal Drug Commission | The framework for reimbursement and pricing sets out the

Commission reviews the
manufacturer submission
and makes an advisory
recommendation. The
Federal Office for Public
Health (BAG) makes the

advices the FOPH on the
Pharmaceutical Speciality List (SL-
List). The FDC consists of 20
members, four members of the
faculty of medicine and pharmacy,
three medical professionals, three

following main elements to be considered:

1. The price of the new applicant medicines in other
countries ~ The ex-factory price of a listed medicine cannot
exceed the average ex-factory price of a set of main
countries (Germany, Denmark, United Kingdom and the
Netherlands).

There are no summary details of the
appraisals performed by the Federal
Drug Commission. A press release is
provided on the Federal Office of Public
Health (Federal Office of Public Health,
2011).

4
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final decision for inclusion
in the list of medicines
(Paris and Docteur, 2007).

pharmacist, one hospital
representative, three members
from the health insurers, two
people covered by the insurance,
two pharmaceutical
representatives, one person from
the Cantons and one person from
the medicine regulatory agency,
Swiss Agency for Therapeutic
Products (SATP) (Paris and Docteur,
2007). .

2, Relative effectiveness of the medicine — The
relative effectiveness of the medicine should be classified by
the Federal Drug Commission on the following levels of
innovation:

1. Therapeutic breakthrough

2. Therapeutic progress

3. Savings compared to other medicines

4 No therapeutic progress and no savings
5 Inappropriate for social insurance

3. R&D costs — The medicines the either demonstrate
(1) therapeutic breakthrough or (2) therapeutic progress are
eligible to gain an “innovation premium”. The price may be
10% to 20% of the existing price of the therapeutic
comparator (Paris and Docteur, 2007).

United Kingdom
- England

The manufacturer submits
and an ERG or assessment
group reviews the
submission depending on
the type of process
followed The appraisal
committee is responsible
for the decisions. The
Guidance Executive
(consisting of the NICE
Executive Directors) signs
off the guidance and
implementation for
publication. The Secretary
of State appointment
individuals to the Guidance
Executive and can provide
direction to the Guidance
Executive. The Guidance
Executive provides final
approval for the guidance
and its implementation.
The Guidance Executive
can provide clarification on
procedural issues prior to

There are four  appraisal
committees and each committee
will normally consist of 33 voting
members including the chair. The
decisions of the committee will
normally be arrived at by a
consensus of the members. The
members vote anonymously and a
simple majority vote determines
the decision. Committee members
are appointed for a 3-year term
and are drawn for the NHS, patient
and carer organisations, academia
(Health economists, statisticians,
biostatisticians) and the
pharmaceutical and medical device
industries (NICE, 2011a).

The committee is expected to consider the following under
the direction of the Secretary of State for Health (Secretary
of State, 2005):

1. Broad balance of clinical benefits and costs

2. Degree of clinical need to patients with conditions
or diseases under consideration

3. Any guidance issued by the Secretary of State (End
of life supplementary guidance 2009)

4. The potential for long-term benefits to the NHS
from the innovation.

Social value judgements are elicited from a separate citizen’s
council. The committee is not able to make
recommendations on price of technologies to the NHS.
There are normally two appraisal meetings for each
technology considered {NICE, 2008):

1. Appraisal of clinical effectiveness ~The committee
may take into account with discretion to the
weight of each factor: nature and quality of the
evidence, uncertainty regarding the evidence
differential benefits in different groups, the
patient perspective on risks and benefits.

2. Appraisal of cost-effectiveness ~ The strength of
the supporting clinical effectiveness evidence,
robustness of the economic model, plausibility of
the inputs, preferred modelling, range and

The full details and documents of the
appraisals are provided on the website.
This is date stamped and includes the
ACD document FAD document and the
final guidance issued. NICE has detailed
documentation provided of the entire
process (NICE, 2011e).
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approval of the technology
(NICE, 2008).

plausibility of ICER’s and the likelihood of decision

error and consequences.
The appropriate threshold to be considered by the appraisal
committee is the opportunity cost of the programmes
displaced by new more costly technologies. The committee
uses an explicit threshold range:
- Below a most plausible ICER of £20,000, the committee
decision to recommend will normally be based on the cost-
effectiveness and the estimate and the acceptability of the
medicine as an effective use of resources. When not
recommended the committee will make reference to the
robustness (inputs into the model) and certainty around the
estimated ICER. This maybe demonstrated by sensitivity
analysis.
- Above a most plausible ICER of £20,000, judgements will
take into account the following factors (These factors will be
more explicitly referenced as the ICER increases within this
range):
1. The degree of certainty around the ICER. In particular a
committee will be more cautious to recommend when ICERs
are uncertain.
2. The assessment of changes in HRQL has been
inadequately captured and may misrepresent the utility
gained.
3. The innovative nature of the technology, if it adds to the
demonstrable and distinctive benefits that may not have
been captured in the QALY measure.
- Above a most plausible ICER of £30,000 the committee will
need to identify an increasingly stronger case for supporting
the technology as an effective use of NHS resources.

United Kingdom
- Scotland

The NDC receive a
submission  from  the
manufacturer of the
relevant evidence and in
contrast to NICE in
England, do not
commission a third party to
provide a separate review
of the clinical evidence and
economic evidence (in the

The SMC process includes two
committees. The NDC includes
clinicians and pharmacists -
nominated by the ADTCs a health
economist, a statistician and two
industry representatives. The SMC
includes a wider representation
including a Chief Executive, Finance
Directors, patient and public
representation, Association of

Clinical effectiveness: The NDC reports a qualitative
description of the efficacy and relative-effectiveness
considerations. This has been informed by six questions
asked to a number of independent experts on the following
(SMC, 2011a):

1. Are there guidelines, available or in preparation, which do
(or could) influence Scottish prescribing in this area?

2. Do you wish to highlight any areas of unmet need in
relation to the relevant condition(s)?

3. What are the current treatment options? In particular,

The recommendations and the appraisal
considerations can be found on the SMC
website (SMC, 2011h).
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case of SMC). The
recommendation is advice
and the final

reimbursement decision is
made by the Health
Boards.

British  Pharmaceutical Industry
(ABPI), together with the clinical
and public health members. There
is no third party synthesis of
evidence and/or provision of
economic evaluation (SMC, 2011d).

what is the predominant treatment in Scotland?

4. What is your preferred treatment (if different to
predominant treatment)? Please explain?

5. Disease prevalence: Please estimate how many patients
currently receive treatment in your catchment area and/or
in Scotland? (Please state population numbers if you have
given an estimate for your catchment area.)

6. If you have knowledge of this particular new product for
this indication, please describe how it might fit into your
treatment plan.

Cost-effectiveness: The fitness for purpose of the economic
evidence and the interpretation of the estimate of cost-
effectiveness in the context of the medicine’s use in practice
is considered. The economic evaluation is one criterion
considered in the draft advice by the NDC to the SMC with
respect to the threshold reported by NICE but other criteria
are considered in the context of each decision such as the
absence of alternatives, bridging to other therapies,
emergence of other therapies and special issues that are
specific to the medicine. The manufacturer may submit a
Patient Access Scheme (PAS) to an independent group called
the Patient Access Scheme Assessment Group (PASAG) to
improve the cost-effectiveness of a medicine by reducing
the cost of the new medicine and allowing patient access to
clinically effective medicines.

Factors considered in the presence of a high cost per QALY
(SMC, 2011c):

1. More uncertainty in the economic analysis for
Orphan drugs may be acceptable.

2. Substantial improvement in life expectancy
evidence {with sufficient quality of life to make the
extra survival desirable). Substantial improvement
in life expectancy would normally be a median
gain of 3 months but the SMC assesses the
particular clinical context in reaching its decision;

3. A substantial improvement in quality of life (with
or without survival benefit);
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Evidence that a sub-group of patients may derive
specific or extra benefit and that the medicine in
question can, in practice, be targeted at this sub-
group;

Absence of other therapeutic options of proven
benefit for the disease in question and provided by
the NHS;

Possible bridging to another definitive therapy
{e.g. bone marrow transplantation or curative
surgery) in a defined proportion of patients;
Emergence of a licensed alternative to an
unlicensed therapy which is established in clinical
practice in NHS Scotland as the only therapeutic
option for a specific indication.

SMC also looks at any other special issues which
may have been highlighted by the manufacturer of
the medicine, by clinical experts and/or by Patient
Interest Groups. These special issues are usually
very specific to the drug or disease under
consideration and are thus not readily categorised.
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Country Decision outcomes Status of decision Opportunity to appeal/dissent Requirements for re-appraisal of
medicines

Australia Positive list: The recommendation is advisory to the | Manufacturers may resubmit to PBAC | The manufacturer may re-submit when
List (unrestricted benefit): The medicine | Minister of Health and Ageing. The | to reconsider matters from relevant | new evidence or information becomes
has no restriction on the therapeutic | Government cannot list a medicine on | previous submissions. Even if such a | available. In the circumstances where
use the PBS without a PBAC | submission is based entirely on new | no new evidence is available and the
List {restricted benefit): Can only be | recommendation to do so. A PBAC | data, modifies the previously requested | manufacturer submits an independent
- prescribed for certain therapeutic uses decision not to recommend listing or | restriction or changes the comparator, | review is undertaken. The manufacturer
List  (authority required): Two | not to recommend changing a listing | it will be regarded as a resubmission. | must identify the main issue. A single
categories; 1. Restricted benefit that | does not represent a final PBAC view | This is because the information in the | independent reviewer, whose findings
requires approval from Medicare | about the merits of the medicine and is | resubmission will have to provide the | are submitted to the PBAC for
Australia or DVA; 2. Restricted benefit | subject to review whenever a new | basis for any change to PBACs earlier | consideration, generally reviews this.
that does no require Medicare/DVA but | submission is lodged. If the listing is | decision (PBAC, 2008). The PBAC will then amend if necessary
requires recording of streamlined | expected to add more than $AUS10 the recommendation  accordingly
authority required code. million the cabinet must provide (PBAC, 2008).
Do not list: not recommended approval (PBAC, 2008).
Defer listing: The listing can be deferred
pending the provision of certain
information on the medicine (PBAC,
2008).

Austria Positive list: The HEK provides an advisory | The HVB will justify rejection decisions. | Amendments to the reimbursement

The Reimbursement Code (EKO) is
categorised as a traffic light system
(positive list). There is also a negative
list for those not included for general
reimbursement. The traffic light system
is as follows (PPRI, 2007a):
Red Box:
Newly launched medicines that
have applied for inclusion in the
yellow or green box
Medicines remain in the box for a
period of 24-36 months
Awaiting established price of EU
countries and time taken depends
on whether an EU price can be

recommendation. The Federation or
Austrian Social Security Institutions
(HVB) makes the final decision for
inclusion on the Reimbursement Code
(Austrian Federation of Social Insurance
Institutions, 2004).

The manufacturer can appeal to the
Independent Drug Commission (UHK)
on initial listing and if the Federation
decides to delist the medicine. The UHK
can veto decisions cannot amend
decisions by the HVB. The manufacturer
can present on the basis of a negative
decision. The UHK comprises 8 expert
members each with their own deputies
and is accountable to the BFGMJ. The
sessions of the UHK are open to the
public and meetings are scheduled
monthly (PPRI, 2007a).

code may be made with respect to the
deletion from the code (de-listing)
inclusion in another area of the
reimbursement code, change to the
usage, or changes to the package size.
The Federation will initiate this
procedure either on request from the
manufacturer or by itself. The
Federation may decide to reassess if it
believes the medicine to no longer
meet the requirements of the medico-
therapeutic or health economic criteria.
The Federation (HVB) gives the
manufacturer 30 days to present the
case when they have requested a
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established
Advice taken from the HEK board
The Head Physician must approve
the medicine for the doctor
prescribing to the patient

Yellow Box:
Medicine considered an important
therapeutic innovation
Medicine is only reimbursed for a
specific disease or age group,
specialist doctor or limited
quantities
The Head Physician must approve
the prescription

Light Yellow Box:
Pharmaceuticals maybe freely
prescribed by doctors of the
sickness fund. A schedule of the
reasons for prescription should be
kept for the lead physician

Green Box:
Medicines considered medically
and health economically robust
In general no conditions but
maybe conditions in some
circumstances (patient group, age
etc.).

A flat rate per prescription is paid for all
medicines on the general
reimbursement list.

Negative list includes medicines that
are unsuitable for outpatient care.

change to the Reimbursement Code.
The manufacturer maybe requested to
present a case to demonstrate that the
medicine still meets these criteria. The
HVB decides on the changes to the
listing and justifies the decision. The
manufacturer can appeal changes to
the Reimbursement Code to the UHK
(PPRI, 2007a).

Belgium

Three classes of medicines (Adriaens
and Soete, 2010):

Class 1: added therapeutic value

Class 2: comparable value

The Minister of Health may make the
following decisions within 30 days of
receiving the CRM recommendation
(Gerkens and Merkur, 2010):

The decisions can be appealed at the
relevant court on grounds that

procedure was not correctly followed
(KCE, 2010).

There are two reasons for reappraisal to
occur across the medicine classes that
the initial appraisal was based on a
number of hypothetical factors and new
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Class 3: generics 1. Positive decision for inclusion on the evidence was required to reduce the
list of pharmaceuticals uncertainty and budgetary concerns.
Positive list (Package list by chapter) for | 2.Negative decision. Those medicines that are categorised as
inclusion: class 1 follow a mandatory reappraisal
Unrestricted reimbursement in line between 18 and 36 months. The re-
with the SPC (chapter 1} assessment report is submitted along
Restricted reimbursement: Chapters Il — with any new evidence and real life
reimbursement for all common cost-effectiveness evidence. The CRM
indications and prescribers keeps this decision may be modified and this can
on file and Chapter IV - reimbursement | even result in the de-listing of the
subject to particular reimbursement | medicine. The Minister may also decide
conditions and requires prior approval when there are budgetary concerns to
by health insurance. provide a multiple medicine appraisal of
Do not list. those  medicines covering similar
indications (KCE, 2010).
The recommendations also include 5
categories of coverage with regards to
cost-sharing (A{100%), B(85%, max
EU7.20), C(50%, max EU8.90), Cs(40%),
Cx(20%)).

Canada The listing procedure is described in the | The drug plans make final benefit listing | The manufacturer may request for | The manufacturer may re-submit with a
procedure for common drug review | and coverage decisions based on the } reconsideration (CADTH, 2010). The | reduced price during the embargo
(CADTH, 2010): CADTH recommendations and other | request must comprise the reasons and | period and may provide a resubmission
List: in line with licensed indication factors, such as drug plan mandates, | grounds for the request, the relief | when new clinical evidence becomes
List with criteria: to a specific patient | jurisdictional priorities, and financial | sought and the supporting evidence. | available (CADTH, 2010).
population resources (CADTH, 2010). This cannot be made just because the
Do not list manufacturer disagrees with the
Defer:  pending clarification  of recommendation. The  acceptable
information, grounds are: the CDR/CEDAC failed to

operate under the stated procedures,
the CEDAC recommendation is not
supported by the evidence in the
reviewer's reports. The CEDAC
reconsideration will result in a final
recommendation.

A drug plan can also request
clarification of a recommendation 10
working days following notification of
the recommendation.

Denmark Details of general reimbursement are | The  recommendations by the | A final decision provided by the Danish | The reimbursement status of medicines
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provided on the website (DMA, 2011a):
Positive list:

When a medicine has general
reimbursement it means that all citizens
receive reimbursement from the Danish
regions.

General reimbursement

General reimbursement with conditions
(To obtain reimbursement, it may be a
condition that the medicine s
prescribed to certain patient groups or
for the treatment of specific diseases.
Not eligible for general reimbursement

Individual reimbursement
There is a reimbursement co-payment

rate depending on the previous 12
months expenditure on medicines.

reimbursement committee are advisory
and the final decision is made by the
Danish Medicines Agency (Danish
Medicines Agency, 2008).

Medicines Agency may be appealed to
the Danish Ministry of Interior and
Health. The Ministry cannot reassess
the medicine agency scientific estimate
(Danish Medicines Agency, 2008).

is reassessed regularly because it is
acknowledged that the status of a
general reimbursement medicine may
change over time. The reappraisal
ensures that those medicines on the
general reimbursement list are still
meeting the criteria and those not do
not satisfy the criteria. The reappraisal
process was introduced in 2004. There
is set prioritisation criteria to decide
which medicines should be reassessed
and this includes: significance of the
medicines to primary sector, public
health aspects, new evidence based
recommendations and high costs or
high consumption. The reimbursement
committee then makes the
recommendation to the Danish
Medicines agency and details of the
assessment are provided on the
website (Danish Medicines Agency,
2008).

Finland

There are three = categories of
reimbursement which have different
levels of co-payment {Ministry of Social
Affairs and Health, 2005). Basic: 58%
copayment, Special (low): 28%
copayment and Special (High): 0%
copayment. The lower special category
includes 10 diseases that are
categorised as chronic illnesses. The
high special category includes 26
ilinesses for severe diseases (PPB,
2011).

Basic reimbursement

Basic restricted reimbursement

Special {low) reimbursement

Special (low) restricted reimbursement
Special (high) reimbursement

Special (high) restricted reimbursement

The recommendations by the experts
are advisory and the PPB makes the
final decision, which is implemented
through the Social Insurance Institution,
KELA. There is a positive list provided
rather than those not recommended
{Kivioja, 2008).

if there are no appeals the decision of
the PPB is final. Stakeholders unhappy
with the decision of the PPB may appeal
to the Supreme Administrative Court in
Finland (Kivioja, 2008).

The decisions of the PPB are provided
for a fixed term period (maximum of 5
years and 3 years for a new active
substance). A renewed confirmation is
required when this period lapses and
this should document any changes that
have occurred during the
reimbursement period with respect to
experience of use, new clinica! studies
and treatment practices. ;

A manufacturer may also propose an
increase in the wholesale price but this
must be accompanied by a grounded
proposal to inform the proposed price
changes (Ministry of Social Affairs and
Health, 2005).
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France

Positive list:

HAS opinions are either positive or
negative (conditions may also be
imposed for additional studies or a
target patient population) and are
produced for the CEPS of the Ministry
of Health where decisions are made on
the price for outpatient medicines and
hospital medicines that are not covered
within the DRG (Meyer, 2011).

The CEPS of the Ministry of Health
provides the final reimbursement
decision. The recommendations of HAS
are advisory (Meyer, 2011).

The manufacturer has a period of eight
days from receipt of the notice of the
advice to request a hearing. At the end
of the 8 days in the absence of
comments the opinion becomes final.
The manufacturer has 15 minutes to
present its cases and reasons for the
hearing should be submitted. The
recommendation may then be
amended and a final notice sent to the
Ministry of Health and stakeholders
(Rochaix and Xerri, 2009).

HAS can self-refer medicines in the
presence of new evidence, reviews all
medicines at 5 years post-listing and
assess the evidence from any post-
listing studies. The recommendations
at the 5-year review may result in the
SMR being revised and an opinion for
de-listing the medicine. Manufacturers
may submit new evidence for medicines
at any point in a new dossier and the
Transparency committee will provide
reassessment of the medicine {Rochaix
and Xerri, 2009).

Germany

The early benefits assessment details
whether a medicine can be added to a
reference price group (Federal Joint
Committee, 2011b). The early benefit
assessment will result in an assessment
of added therapeutic value. This means
that G-BA will not reject medicines
outright because of the negotiations
that occur with the price of the
medicine. Prescribing restrictions can
be set by the FIJC. The G-BA can exclude
items from reimbursement (negative
list}y if it does not show any
improvement in benefit.

Once a decision has been made on the
therapeutic benefit the statutory heaith
insurance funds and the specific
pharmaceutical company then
negotiates the reimbursement price for
pharmaceuticals that have proven
additional benefit as a discount on the
original selling price within six months.
If negotiations do not achieve an
agreement, an arbitration commission
does not reach agreement then IQWIG
will be commissioned to perform a Cost
benefit analysis (Leverkus, 2011).

Following the publication of the benefit
assessment on the website of the
Federal Joint Committee, medical and
pharmaceutical experts, pharmaceutical
companies and their associated
organisations, the relevant
pharmaceutical manufacturer, the
professional representatives of the
pharmacists and the

relevant umbrella organisations of
doctors' associations for special
therapies at the federal level are
consulted and given the opportunity to
respond in writing to the benefit
assessment of the pharmaceutical,
using the templates on the website. The
manufacturer can also provide verbal
participation at the hearing for the
decision (Federal Joint Committee,
2011b). There is an arbitration stage if a
price cannot be negotiated between
the two parties (Leverkus, 2011).

After one year of the final G-BA
decision, the manufacturer can request
a new benefit assessment if there is
new scientific knowledge. It is also
possible that the G-BA decides that
there is new scientific evidence that
makes it necessary to perform a new
assessment (Federal Joint Committee,
2011e).

Hungary

Hungary operates both a positive and
negative list for pharmaceuticals (PPRI,
2007b).

Recommended

The recommended for subsidy category

The Technology Appraisal Committee
makes a recommendation and final
recommendations are made in the
National Health Insurance Fund's
Pharmaceutical Division. These are

The manufacturer has the right to
appeal if the decision made by the
NIHFA is to not recommend the
medicine. The appeal Committee
consists of a member from the Ministry

The manufacturer may resubmit for a
price change through the regular
procedure (PPRI, 2007b).
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involves a copayment by patients
dependent on the disease severity.

Not recommended

Those products that cannot
demonstrate cost-effectiveness or it is
deemed not proven will not be
recommended.

Performance linked reimbursement
schemes operate ' alongside price
volume agreements (Dankd, 2010).

then disseminated in the form of
legislation by the Minister of health in
agreement with the Minister of finance
(PPRI, 2007b).

of Health, one Minister of Finance, one
member form the Ministry of Economy
and Transport, a member of the
National Institute of Pharmacy,
President of the Health Insurance
Supervisory body and the Director of
the NIHFA. The decision will be made
within 60 days of the appeal. The
decision will be made by the appeal
panel within 60 days of receiving the
appeal (PPRI, 2007b).

Ireland

There are three recommendation
outcomes used by the NCPE (Tilson et
al., 2010):

1. Recommended in line with marketing
authorisation

2. Recommended with restriction

3. Not recommended

The recommendation by the NCPE is
advisory and is sent to the HSE CPU unit
which makes the final decision for the
Community Drug Scheme (Tilson et al.,
2010).

The reimbursement decision will be
usually made within 90 days of receipt
of the manufacturer submission. If
reimbursement has been refused an
appeal can be lodged with an expert
committee (NCPE, 2011c). The expert
committee will arranged by the Health
Service Executive and the Irish
Pharmaceutical Health Care Association
(IHPA). The expert committee will take
the views of different stakeholders and
a final decision provided within a
further 90 days (Tilson et al., 2010).

If a new medicine is refused after
appeal and the manufacturer finds new
evidence, the manufacturer may
provide a new submission for the
pharmacoeconomics to the NCPE
{Tilson et al., 2010).

Israel

Positive list (National List of Health
Services) (Greenberg et al., 20039):
There are three groups for which
medicines maybe categorised for
potential listing: .

Group A: consists of high priority
technologies

Group B: consists of intermediate
priority technologies

Group C: consists of low priority
technologies.

PNAC makes the final decision on
whether the medicine is included in the
annual list of new technologies. The
yearly updating of the list is a unique
aspect of this reimbursement system.

The Medical Technologies Forum lists
are advisory but generally the PNAC
only adds to the list those score A10 or
A9. The Ministry of Health makes the
final approval of the list produced for
the additions for the year. All HMO’s
are required by law to provide those
technologies that are added to the list
(Greenberg et al., 2009).

The stakeholders in the process are not
allowed to appeal decisions made by
PNAC on additions to the list of
technologies. There is no process to
resolve any disputes that stakeholders
have with regards the decision or
adherence to the specified procedure
(Greenberg et al., 2009).

The manufacturer must resubmit to the
next cycle (next year} when new
evidence appears so that the medicine
can then be considered for adding to
the list. The technologies already on the
list have never been delisted and
therefore obsolete or ineffective
treatments do not get removed
(Greenberg et al., 2009).
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Italy A positive list exists in Italy {(Folino-Gallo | The national decision is provided to the | The regions can appeal against the | The  agreement between  the
et al., 2008): The medicines maybe | regions. Regions have to provide Class A | compulsory listing of innovative | manufacturer and the AIFA is for two
included in the National Pharmaceutical | medicines but may decide a different | medicines on the grounds that the | years. On expiration of the term, each
Formulary (PFN), a positive list. level of co-payment. In 2010 a new | criteria have not been followed. itis not | party can request a renegotiation. The
Special limitations can be applied by the | regulation was introduced for the | clear whether manufacturers can | manufacturer can apply for a variation
AFIA committee called AFIA Notes. | mandatory listing of some medicines on | submit an appeal in the process (AIFA, | in reimbursement category if new
These are restrictions based on the | regional hospital formularies to reduce | 2010). Removal of the marketing | evidence is found following the initial
patient population or characteristics of | variation in regions provision of | authorisation can be appealed to the | assessment and also renegotiate for a
the disease. These are grouped as Class | innovative medicines. This was to | Regional Administrative tribunal. change in the price.
A medicines (essential medicines and | promote equal access to these Conditional reimbursement was first
medicines for serious and chronic | medicines regardless of the regional introduced in 2006 either by a payment
diseases): location of the patient (Gori et al., for performance or risk sharing. Data is
1. Inclusion on the list 2010). collected in drug monitoring registries
2. Inclusion on the list with AIFA to monitor outcomes and provide
Notes. payment on this basis (Jommi, 2009).
Class C: Diseases of slight importance.
Theses medicines are not reimbursed
by the NHS.
Class H: Drugs that are provided only by
hospitals.
Korea There is Positive List System (PLS) in | The reimbursement assessment is made | The manufacturer can request a re- | The manufacturer can request a re-
operation in South Korea (Kyung Lee, | by HIRA, price negotiations are | evaluation by the HIRA. The final | evaluation of the medicine. Existing
2011, Moo Lee, 2011): undertaken by NHIC and the Ministry of | reimbursement listing decision | medicines are reviewed overtime to
1. Reimbursed Health makes final reimbursement | provided by the Ministry of Health can | ensure that they meet the criteria for
2. Notreimbursed listing decisions {Jang, 2010). be appealed to the courts (Kim & | the PLS. The medicines are reassessed
Chang, 2011). There is no judicial | by therapeutic class and this is based on
HIRA classifies medicines as system/law to enable an appeal of the | the growth in use of the medicines and
1. List intermediary recommendations of the | the budget impact of the medicines.
2. Not Reimbursed DREC. Those medicines that are not
considered cost-effective are delisted
Decisions may be based upon Coverage {Bae and Lee, 2009).
with evidence development but this is
limited by the number of resources
available (Moo Lee, 2011).
Mexico There are two positive lists is provided | The final listing decision made is | The draft update of the table of Basic | The basic inputs list is regularly

of recommendations for medicines
called the Basic Formulary (Cuadro
Basico) and the Catalogue of Inputs
(Catdlogo de Insumos). The Basic

published in the Official Journal of the
Federation. The public institutions must
observe the recommendations made in
the basic table (Moise and Docteur,

Inputs for medicines is placed on the
General Health Councils website and
stakeholders may comment on this
within 10 working days of the draft

reviewed to modify for inclusion and
exclusion of medicines. A medicine
maybe de-listed for a number of
reasons 1.} It is not longer prescribed;
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Formulary is designed for medical care
at the primary level and the Catalogue
of Inputs is for medical care at the
secondary and tertiary level. These
provide the basis for the institution
specific formularies (Moise and
Docteur, 2007).

2007).

decision. The Commission will respond
to the comments and inform of the
technical justification for the comment
received {Moise and Docteur, 2007).

if a decision is unfavourable, the
manufacturer cannot submit a new
manufacturer submission until 4
months after the previous decision. The
manufacturer may then resubmit.

A formal separate appeal process could
not be identified from the
documentation.

2.) Medicine will' not be used; 3)
Awareness of another product of

greater efficacy or lower toxicity {(Moise
and Docteur, 2007).

Netherlands

There are two separate lists for
outpatient medicines and hospital use
medicines. Outpatient medicines fall
under the Drug reimbursement System
(GVS). The medicines are classified
under:
1A: Therapeutic
(equivalent price)
18: Therapeutic added value (fully
reimbursed)
2: Condition reimbursement
(restrictions apply. The restrictions may
be as follows:

1. A particular condition

2. Within a specific age group

3. Delivery by specialist doctor

or pharmacist
4. Special permission is required.

equivalent value

Those medicines for hospital use are
categorised as normal medicines or
expensive medicines. Expensive
Medicines are temporarily admitted to
the Expensive Drug List. This was
introduced in 2006. Coverage with
Evidence Development collects real life

The CFH committee provides advice to
the Board that will also consider the
social consequences of the decision.
The final advice of the Health Board
(CVZ) is sent to the Minister of Health
who makes the final decision (van
Halteren, 2011).

If it is considered that there are possible
procedural deficiencies in the conduct
of the assessment the advice can be
reconsidered. A consultation can be put
in place where the interested parties
are given the opportunity to comment.
The Chairman of the council may also
consider a hearing appropriate. The
intention of the hearing is not to discuss
the medicines therapeutic value, or
cost-effectiveness values (CVZ and
Ministry of Health Welfare and Sport,
2010).

Any concerned party can appeal to the
Administrative court with respect to the
recommendation of the CVZ or the
Minister on procedural grounds [Art
116 of Health Insurance Act] (Overheid,
2011).

The manufacturer may request a review
of the decision by writing to the
Minister. The facts and new data should
be provided. Only evidence after the
previous decision can be considered.
The manufacturer may also request a
review if there are changes to the
treatment  guidelines  within  the
indication. The request for re-
assessment cannot be any earlier than 6
months after the Ministers previous
decision {CVZ and Ministry of Health
Welfare and Sport, 2010).

Those medicines on the Expensive
inpatient Medicines are assessed for
real-life cost-effectiveness four years
after the decision (van Halteren, 2011).
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data so that real-life cost-effectiveness
can be assessed at four years (van
Halteren, 2011).

New Zealand Positive list (Pharmaceutical Schedule} | The decision provided by the PTAC is | The courts of New Zealand can review | A manufacturer may provide a
(PHARMAC, 2011a): advisory and the decision provided by | PHARMAC decisions where it has been | reapplication (resubmission) to the

1. Listing for medicines | the Executive Board of the PHARMAC | alleged that PHARMAC has breached its { PHARMAC for the following reasons:
{community and hospital { provides a decision on listing which is | public law obligations (PHARMAC, 1. New information/data
medicines subject to national | mandatory (PTAC, 2010). 2006). becomes available (clinical
contract. trial or cost-utility analysis).

2. Listing of medicines with | 2. The manufacturer wishes to
restrictions (conditions on respond to issues that were
prescribing and special raised by the PTAC with
authority required). regards to the original

v application.
There is cost-sharing for some The PHARMAC can make decisions to
medicines provided in the community. delist medicine on the Pharmaceutical
Schedule (PHARMAGC, 2010).
The listing schedule is provided on the
PHARMAC website (PHARMAC, 2011c).
Norway Positive list (PPRI, 2008b): The reimbursement decision for | interested parties may appeal against | All medicines that are included in the

The listing decision for blue prescription
may be as follows:

List for indication of the marketing
authorisation

List with limited reimbursement — This
includes limiting for certain parts of the
indication or a particular patient group.

inclusion in the list can be made by
NoMA for inclusion as long as the
budget impact does not exceed 5
million. The Minister of Health and
Parliament must make a decision for
the approval of medicines under law
that exceed this value for inclusion by
the National Insurance Administration
(PPRI, 2008b).

decisions made by the NoMA and this
will be forwarded to the Ministry of
Health within 60 days of receiving the
appeal. This can be extended by 30 days
if the NoMA considers it necessary to
consult with the Blue prescription
committee. The Ministry of Health will
make a decision on the appeal within 30
days of receiving this from NoMA. This
procedural timeframe maybe
suspended if new information s
requested from the complainant
(Lovdata, 2009).

list must meet the criteria which
includes a) a medicine which is used to
treat a serious disease or risk factor, b)
the disease or risk of disease requires
prolonged treatment, ¢} the medicine
has scientifically well documented
evidence of the clinically relevant
effect, d) the cost of the medicine is
reasonable in terms of the therapeutic
value. The NoMA may reconsider
whether the requirements are met for
individual medicines in the list. The
NOMA may include new conditions for
these to be met or may delist the
medicine because it can no longer meet
the criteria. The manufacturer has the
opportunity to submit documentation
to demonstrate that the medicine still
meets the criteria. The removal of a
medicine from the list is justified and




392

Appendices

documentation included on the agency
website (Ministry of Health and Care
Services, 2004, Lovdata, 2009).

Poland

There are a number of
recommendations provided by the
President of AHTAPo! {Matusewicz and
Lipska, 2009):

1. Finance

2. Finance temporarily, provided
that data are gathered for a
final decision (coverage with
evidence development)

3. Finance provided if particular
criteria are met in the
particular condition

4. Finance provided a cost-

effective way of financing was
assessed following
negotiations on price

Not to Finance

Increase Financing

Decrease Financing

Do not change Financing

o N o W;

The recommendation provided by the
President of AHTAPo! is advisory. The
Ministry of Health for inclusion in the
formulary makes the final decision
{Lipska, 2010).

No formal appeal process was identified
from the website or literature.

The Ministry of Health provides the
reimbursement decision for two years
and may remove the medicine after 2
years. There is no explicit provision in
the reimbursement law for the
procedure on expiry of the decision.
The Ministry of Health may commission
AHTAPol to reassess the medicine or
may decide to prolong the term of the
decision provided. There may be new
legislation very soon on the procedure
for reassessment of medicines
(Personal Communication: Gabriela
Ofierska-Sujkowska Head of
Recommendation Division AHTAPol).

Portugal

Positive list:
There is a positive reimbursement list
called the Prontuario list used in the
outpatient setting. The positive list is
updated on a monthly basis on the
INFARMED  website . (Vogler and
Leopold, 2009):
1. List
2. List with restriction for certain
therapeutic indications which
are set out in the order of
reimbursement

Medicines are categories under four
types, which determine the level of co-
payment {Vogler, 2009):

1. Category A: Includes life

The recommendations provided by the
INFARMED are advisory and the
Minister of Health makes the final
decision {PPRI, 2008a).

If the INFARMED committee decides
not to list the medicine the
manufacturer is informed of the
decision and given the opportunity to
present additional data. If the
manufacturer has concerns with the
final negative recommendation they
can appeal to the Supreme
Administrative Court in Portugal (PPRI,
2008a).

INFARMED reappraises medicines at
three years to ensure that they still
meet the criteria that are specified
within the law.
Price adjustment may take place if it is
believed that the medicine is of excess
costs. The manufacturer is notified and
given the opportunity to adjust the
price. Those medicines that do not
meet the criteria can be delisted and
the reasons are made publically
available. The decision to exclude
medicines is based on {PPRI, 2008a):

1. Excessive cost

2. Therapeutic efficacy doubtful

or too expensive
3. Lower comparative
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saving medicines (100%) and
reimbursed  for  chronic
disease indications

2. Category B: Medicines for
serious diseases (63%)

3. Category C: Non-priority
medicine {31%)

4. Category D: New medicines
whose therapeutic value has
not yet been determined
(15%)

effectiveness in relation to
medicine reimbursed in
comparison to those
approved in the same
indication

4. Reduced therapeutic efficacy

Spain

There is both a positive and negative
reimbursement list in Spain (Vogler et
al., 2009).

There are four reimbursement
categories:
1. 100% reimbursement for

hospital pharmaceuticals

2. 90% reimbursement for
pharmaceuticals for the
management of chronic
illnesses

3. 60% reimbursement for the
majority of prescription only
pharmaceuticals

4. 0% for pharmaceuticals on
the negative list

The reimbursement process s
administered by the Directorate
General for Pharmacy and Health
Products in the Ministry of Health. The
Ministry of Health makes the final
listing decision (Vogler et al., 2009).

The Inter-ministerial commission on
Pharmaceutical prices sets the price of
the manufacturer medicine. A
maximum  price is set and
manufacturers receive notification of
this, which they can appeal if they
disagree with the maximum price. An
appeal can be made for the regional
funding of medicines {Vogler et al.,
2009).

Re-assessment may occur after one
year of the reimbursement and price
decision. There may have been new
medicines added to the list, which are
at a lower price. The Directorate
General for Pharmacy and Health
Products may decide to de-list the
medicine (Noticias Juridicas, 2011,
Vallejo, 2009).

Sweden

The following recommendations maybe
made under the General Subsidy
positive list (TLV, 2011d):
1. Recommended as per license
2. Restricted recommendation
limited to area or special
patient group
3. Notrecommended
The recommendations may be
conditioned:
1. Reimbursement can be

The Pharmaceutical Benefits Board
makes the decisions on reimbursement.
These decisions are mandatory (LFN,
2007).

The decisions maybe appealed against
to the General Administrative Court,
which is the county Administrative
Court in the County of Stockholm. In
the appeal, the manufacturer must
indicate the reasons for the decision
being appealed and the proposed
changes to the decision. The appeal
must be made within 3 weeks of the
decision. An individual private person
cannot appeal against a decision made
by the TLV (LFN, 2007).

The manufacturer may resubmit to the
process with a different price or new
evidence but will need to go through
the entire process again (LFN, 2008).
TLV will reappraise those medicines
that have been given conditional
reimbursement. The manufacturer may
resubmit for a price change, which is a
simple procedure for a lower price. A
manufacturer must demonstrate that
two criteria are met if it is to propose a
price increase {LFN, 2008):
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limited in time to make it
possible for new data to be
provided to the TLV

2. The company has to specify
the restrictions set by the TLV
in the marketing of the
medicine.

1.  Urgent treatment alternative
for which the condition risks
the patients life or future
health

2. There is considerable risk of
the manufacturer removing
the medicine from the
Swedish market.

The TLV may decide to remove the
medicine as either part of the
reimbursement review (2002) by
therapeutic group or by the ad hoc
consideration of individual medicines.
The manufacturer is contacted with
regards to individual cases that are
reviewed for reimbursement (TLV,
2011c).

Switzerland

A positive list (Federal Office of Public
Health, 2011):

Called the Pharmaceutical Specialities
List {SL-List): ‘

List recommended

List recommended with limitations. The
limitation can refer in particular to the
quantity or patient medical indications.

The listing recommendations result in a
change in the SL list within 30 days after
the meeting by the Federal Drugs
Commission. If the conditions for
inclusion are not fulfilled the FOPH will
provide reasons for why this has not
been listed. The details are published in
the Bulletin of the Federal Office of
Public Health (Federal Office of Public
Health, 2011).

if the medicine is not judged to meet
the criteria medicine will not be
approved for listing. The manufacturer
can submit a reconsideration request or
it can appeal to the Federal Appeal
Commission within 30 days of the
decision. The manufacturer must
prepare a letter with the reasons for
disagreeing with the recommendation
(Federal Office of Public Health, 2011)

The manufacturer may apply for a price
increase at least 2 years after the
inclusion on the SL list. The
manufacturer should submit an
application with the price increase
request from a therapeutic comparison
and a foreign price comparison. The
manufacturer may also apply for a price
decrease or change to the limitations
on the listing.

Medicines are reviewed at 36 months
after they have been included in the SL
list. The medicine will be appraised to
consider whether it still remains value
for money. The documents must be
submitted by the manufacturer 30
months prior to the review of the
medicine. If the review shows the price
is too high in comparison to the
appropriate alternatives the FOPH can
request a price reduction. Alternatively,
if the medicine is found to be
significantly cheaper in comparison to
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other countries, a price increase may
occur. The FOPH also reviews the
medicines listed for 15 years or after
the expiration of the patent. The
conditions of effectiveness,
appropriateness and efficiency will be
assessed to ensure these are still met
(Federal Office of Public Health, 2011,
Paris and Docteur, 2007)

United Kingdom -
England

NICE classifies each decision into one of
four categories: 1. Recommended, 2.
Optimised, 3. Only in Research and 4.

Not Recommended in 2010 (NICE,

2011f). There was an informal

categorisation of decisions prior to

2010 of Recommended in line with the

marketing authorisation, Restricted and

Not Recommended: -

1. Recommended — A medicine is
recommended if the medicine is
inline  with the  marketing
authorisation from the European
Medicines Agency (EMA) or
Medicines and Healthcare
Products  Regulatory  Agency
(MHRA) OR inline with how it is
used in clinical practice in the NHS;

2. Optimised - The recommendations
have a material effect on the use
of the medicine and it is
recommended in a smaller subset
of the patient population than the
marketing authorisation. The test
of materiality takes into account
advice from clinical experts on the
anticipated use of the medicine in
routine clinical practice.

3. Only in Research — the medicine is
recommended for use only in the

NICE guidance for technology appraisals
apply to England and Wales. When NICE
guidance is  published, health
professional are expected to take if fully
into account. The Secretary of State in
England has states that the NHS is
required to provide funding and
resources for medicines recommended
through Single Technology Appraisals
and Multiple Technology Appraisals. It
is normally enforceable three months
from the date of publication of each
technology appraisal (NICE, 2011c).

The stakeholders have an involvement
throughout the technology appraisal
process. Consuitees are invited to make
submissions and comment on
consultation documents. All consultees
(national groups representing patients
and carers, organisations representing
health care professionals,
manufacturers and sponsors, the
Department of Health, Welsh Assembly,
specialised commissioning groups and
local health boards) may appeal against
the FAD {NICE, 2009b, NICE, 2009a).
The appeal process can take a total of 8
weeks to complete (NICE, 2011b). There
is a standing committee called the
appeal committee which is chaired by
the vice chair of NICE and non-
executive directors of NICE, NHS
representatives, representatives with
experience of the relevant industry and
lay members. Consuitees have 1S
working days from the FAD being issued
to appeal. Appeals should be submitted
in writing and must fall within the three
specified procedural grounds for
appeal. The appeal can be heard by oral
submission or written submission and
the decision will be made by the Chair
of the . appeal panel (Written

A review date is listed on the guidance
for when the review process will
commence. Evidence is collected to
inform the review process and the
views of stakeholders are sought to
identify additional evidence. If a large
amount of new evidence is available the
guidance will be reviewed, in contrast if
there is little new evidence the review
will be delayed (NICE, 200Sb, NICE,
2009a).

Only in research recommendations: The
medicine or treatment is recommended
for use only in the context of a research
study, for example a clinical trial {NICE,
2011f).
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4, Not

context of a research study for
example a clinical trial.
recommended -~ The
treatment is not recommended. it
will not be recommended if there
is a lack of evidence of its clinical
effectiveness and cost-
effectiveness.

submissions are usually for where there
are a limited number of appeal points).
The appeal must relate to sections 1 to
4 of the FAD. The grounds for appeal
are:

1. Ground one: The Institute has

failed to act fairly.

2. Ground two: The Institute has

formulated  guidance,  which
cannot reasonably be justified in
the light of the evidence
submitted.

3. Ground three: The Institute has
exceeded its powers.

New evidence cannot be presented in
the appeal hearing. Oral hearings are
open to the public, consultees,
commentators, members of the public
and the press. If the appeal is upheld
the FAD will be returned to the
appraisal committee, the appeal panel
may decide that small changes are
required but this does not need to be
sent to the appraisal committee or the
appeal is dismissed. There are no
further appeal possibilities. The
decision maybe challenged by applying
to the High Court for permission to
apply for judicial review. This must be
made within 3 months of the decision
(NICE, 2011b).

United Kingdom -
Scotland

Three categories of advice are provided
by the SMC to the Area Drug and
Therapeutic Committees (ADTC) for
listing; accepted for use; accepted for
restricted use and not recommended
(SMC, 2011h).

The details of the recommendations are
provided in an advice document for the
SMC within 12 weeks of the products
being made available (non-legally
binding) (SMC, 2011i). The Health
Boards have the final decision with
regards to reimbursement (Health
Policy and Strategy Directorate, 2010).

The manufacturer may ask the SMC to
convene an Independent Review Panel
(IRP) to look again over existing data
and analyses. An IRP will review the
original submission and views of the
NDC and SMC. The IRP consists of three
member of the SMC that were not
involved previously with the submission

Manufacturers may resubmit to the
SMC in the light of new evidence or a
new analysis of existing evidence but
the SMC does not periodically review
existing advice (SMC, 2011g).
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and four members of the Scottish Area
Drug and Therapeutics Committees.
The IRP reports back to the SMC who is
the final judge following a review (SMC,
2011g).
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Box A4.1: The Efficiency Frontier

The Institute for Quality and Efficiency in Health Care (IQWIG) convened a panel of experts in
2007 to develop the economic methods for the assessment of technologies in Germany in line
with the legal requirement (§ 35b Social Code Book (SGB) V). The panel produced a document on
the general methods for evaluating the relation between cost and benefits in 2009 recommending
the use of an alternative approach called the ‘Efficiency Frontier’ in the evaluation of
technologies. The method concerns finding a maximum price at which a medicine in a given
therapeutic area should be recommended for reimbursement. The analysis aims to inform the
decision maker about the efficiency of a given medicine in the therapeutic area, but does not

attempt to judge whether the condition deserves treatment or the willingness to pay for the

medicine.

The efficiency frontier is an extension to the approach of incremental cost-effectiveness ratios

and concerns the use of resources in a therapeutic area. The efficiency frontier approach is

defined in the guide as follows:

“The efficiency frontier plot compares the therapeutic benefit of available interventions within a
given therapeutic area with the outcome-related net costs of these interventions. The additional
therapeutic benefit derived from a previous benefit assessment may be transferred into an
approximately cardinally scaled measure. Interventions on the efficiency frontier denote the net
cost for any given benefit that is consistent with the efficiency that can be achieved by the
package of interventions on the current market. Prices can lead to health technologies being
positioned on an already existing segment of the efficiency frontier, showing thereby consistent
efficiency with already existing interventions. If a price results in an intervention being positioned
below the efficiency frontier, this indicates a lower efficiency. This price is deemed too high and

needs to be adjusted, or at least justified. Interventions above the efficiency frontier indicate

improved efficiency and thus redefine the frontier.”

(General Methods for the Assessment of the Relation of Benefits to Costs — Version 1.0

19/11/2009)

The approach requires that the health effects of the medicines are considered in terms of actual
clinical measures such as mortality, morbidity, health-related quality of life and validated
surrogates meeting the IQWIG criteria. The key requirement in the definition above is that the
benefits must be transformed to an approximately cardinal scale or interval properties because

units along the scale have similar value (for example twice the benefit is twice as valuable). The
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efficiency frontier allows the decision maker to examine the existing medicines in relation to each
other in a given therapeutic area but does not establish what should be paid for a given level of
benefit for the new medicine. The process of considering those medicines with added therapeutic
benefit means that many of the medicines assessed by IQWIG are likely to lie in the right hand
quadrant representing those with greater benefit at a higher cost compared with the most
efficient comparator. There are three regions in this quadrant, (i) those to above the efficiency
frontier line that represent more efficient medicines (more benefit at a lower cost); (ii) those on
the efficiency frontier line which represent the same efficiency as the existing intervention and
(iii) those below the efficiency frontier in this quadrant that represent lower efficiency than the
previous intervention. The decision on medicines falling in areas (i) and (ii) are fairly
straightforward whereas those in (iii) require an appraisal of the willingness to pay for the health
benefit. In the cases where the medicine provides superior benefit but a lower efficiency than the
next best intervention the decision maker would need to consider whether there is justification
for the decrease. Caro et al. (2010) suggests that in many cases diminishing marginal returns will
be operating and past decreases could be assessed to consider a reasonable level of decline. The
authors also suggest that willingness to pay for the additional benefits could be used for each
therapeutic area but this would be potentially challenging in practice (Caro et al. 2010 — The

Efficiency Frontier Approach to Economic, Health Economics).

The divergence from using standard cost-benefit or cost-effectiveness methods for using the
efficiency frontier is justified by the panel on three grounds (Caro et al. 2010, Dintsios and Gerber

2010):

The evaluations performed by IQWIG are not the same as other reimbursement systems because
they have a narrower remit. IQWIG is required to consider the maximum reimbursement amount

in a given therapeutic area and therefore there is not a need for prioritising across the health care

system

Those interventions should only be addressed that are judged as superior using the principles of

Evidence Based Medicine (EBM) for the effectiveness of the medicine
Patients should not be excluded from therapeutic benefits in cost grounds alone

The introduction of this new approach for the economic analysis in the reimbursement of
medicines have been controversial and subjected to criticism (Schulpher and Claxton (2010),

Brouwer and Rutten (2010)) and the approach has been defended by the panel that
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recommended the efficiency frontier and IQWIG — the agency responsible for implementing the

approach (Dintsios and Gerber 2010, Caro et al. 2010).

Brouwer and Rutten comment that the nature and origins of the restrictive approach to economic
analysis is not clear in Germany, (Brouwer and Rutten, 2010). The authors point to the fact that
there is no single ‘universally accepted’ method but there seems to be no statement in German
law against the use of cost-effectiveness comparisons between diseases or therapeutic areas. Itis
pointed out that the conventional'cost-effectiveness approach can be used to consider whether a

specific medicine in a specific disease area offers value for money and does not necessarily have

to be used across disease areas.

Sculpher and Claxton emphasise the failure to define value because the methods fail to consider
the implications of scarce resources and the concept of opportunity cost even if there is no
explicit budget constraint. This is because additional costs will displace private consumption
outside of the health sector. The authors explain that a lack of a definition of value across
therapeutic area may have implications for providing appropriate signals of value and providing
incentives for the development of future treatments. The authors suggest that the methods may
be providing an indication of value through the ‘going rate’ — the additional cost per unit of health
benefit implied by current clinical practice and this can only describe a lower bound on the value
of health benefits If past decisions fully reflect health effects, costs and social values. If the going
rate signals a lower bound then it is suggested that some sufficiently valuable medicines will be
wrongly rejected. This is echoed by Brouwer and Rutten who comment that “..an efficiency
frontier only describes what is, not what should be. A relevant ceiling must be imposed
separately.” The efficiency frontier is therefore a good approach for identifying those inefficient
interventions but cannot describe the necessary price for those more effective and more costly.
Along the lines made by Sculpher and Claxton they describe the danger that decision makers may
be misguided assuming resource constraints because they might accept unfavourable cost-
effectiveness ratios in some areas because the medicine is relatively inefficient (high prices), and
reject some medicines in relatively efficient areas because of the fact that other relatively
efficient medicines are available (low price). They also comment on the difficulties and
complexities in constructing the efficiency frontier and both sets of authors do not perceive the
approach to offer any value over conventional approaches. Schulpher and Claxton go on further
to criticise the experts that developed the methods. “Even if the plea that the guidance reflects
constraints imposed on them is credible, it poses the question of whether a group of independent

experts should have accepted such a remit. Whether the critical constraints are exogenous or self
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inflicted, they have failed to explore fully and to effectively communicate their severe limitations

and often perverse implications.” (Sculpher and Claxton, 2010).

IQWIG defends the approach by criticising the commentators for considering the efficiency
frontier in terms of their country specific setting (Dintsios and Gerber 2010). They state that “In
Germany, however, best allocation of scarce resources is by law solely pursued within a
therapeutic area.” The authors state that there is no international standard because numerous
authors, including prominent British health economists have commented that there are a number
of differences in approaches across countries and no necessarily best approach internationally.
They propose that the international standard is that these elements are transparently stated
(perspective etc). They also refer to the arbitrary nature of explicit/implied threshold ranges in
operation in countries using conventional cost-effectiveness and cost-utility analysis and the

equity implications of using cost-utility analysis in rare diseases.

The expert panel’s response to these criticisms refers to the original aim of that was to outline a
method that would allow a judgement of whether the price of a technology was reasonable in the
therapeutic area. It reiterates that there is not a common standard for economic analysis because
each country has its own procedures in line with each countries cultural and legal context. It goes
onto state that the issue of whether the benefit is worth the price to society is something that

remains unresolved by reimbursement agencies internationally, (Caro et al. 2010).




402 Appendices

Box A4.2: Chapter 4 appendix references

Adriaens, C. & Soete, E. 2010. Reimbursement of Medicines in Belgium (presentation).

AHTAPol 2009. Guidelines for conducting Health Technology Assessment (HTA).

AHTAPol. 2011a. Agency for Health Technology Assessment in Poland (AHTAPol) Website
Homepage [Online]. Available: http://www.aotm.gov.pl/index.php?id=9 [Accessed
25/09/2011].

AHTAPol. 2011b. The Consultative Council [Online]. Available:
http://www.aotm.gov.pl/index.php?id=11 [Accessed)].

AHTAPol. 2011c. Recommendations issued on the basis of the Minister of Health of 10.09.2009
[Online]. Available: http://www.aotm.gov.pl/index.php?id=112 [Accessed].

AIFA 2007. Criteria for Ranking Therapeutic Innovation of New Drugs. Italian Medicines Agency

Working Group on Innovative Drugs.
AIFA 2010. AIFA - Italian Medicines Agency (poster). Pharmaceutical Health Information Systems.

AlFA. 2011a. CTS Hearings [Online]. Available:
http://www.agenziafarmaco.gov.it/it/content/modalit%C3%A0-audizioni-presso-la-cts
[Accessed].

AIFA. 2011b. ftalian Medicines Agency Pricing and Reimbursement, [Online]. Available:
http://www.agenziafarmaco.gov.it/en/content/pricing-and-reimbursement [Accessed].

AIFA. 2011c. List of transparency and reimbursement [Online].  Available:
http://www.agenziafarmaco.gov.it/it/content/liste-di-trasparenza-e-rimborsabilita
[Accessed].

AIFA. 2011d. Scientific and technical advisory committees [Online]. Available:
http://www.agenziafarmaco.gov.it/it/content/commissioni-consultive-e-tecnico-
scientifichettcpr [Accessed].

Alban, A., Gyldmark, M., Pedersen, A. V. & Sogaard, J. 1997. The Danish approach to standards for
economic evaluation methodologies. Pharmacoeconomics, 12, 627-36.

Australian Government. 2011. Pharamaceutical Benefits Advisory Committee [Online]. Available:
http://www.health.gov.au/internet/main/publishing.nsf/content/health-pbs-general-
listing-committee3.htm [Accessed 12/09/2011).

Austrian Federation of Social Insurance Institutions 2004. Rules of Procedure, the Code of
Reimbursement according to 351g ASVG.

Austrian Social Security. 2011a. Die Heilmittel-Evaluierungs-Kommission (HEK) [Pharmaceutical
Evaluation Board] [Online]. Available:
http://www.hauptverband.at/portal27/portal/esvportal/channel_content/cmsWindow?a
ction=28&p_menuid=63491&p_tabid=28&p_pubid=121840 [Accessed].

Austrian  Social  Security. 2011b.  Official announcements  [Online).  Available:
https://www.avsv.at/avi/allgemein/startseite.xhtml [Accessed 01/08/2011].

Bae, E. Y. & Lee, E. K. 2009. Pharmacoeconomic Guidelines and Their Implementation in the
Positive List System in South Korea. Value in Health, 12, Supplement 3, $36-541.

CADTH 2006. HTA Guidelines for the Economic Evaluation of Health Technologies: Canada. Third
Edition ed.: Canadian Agency for Drugs and Technologies in Health (CADTH),.

CADTH 2010. Canadian Agency for Drugs and Technologies in Health, Common Drug Review:
Procedure for Common Drug Review. Ottawa: CADTH.

CADTH, 2011a. About Common Drug Review [Online). Available:
http://cadth.ca/en/products/cdr/cdr-overview [Accessed 01/08/2011].

CADTH. 2011b. Canadian Expert Drug Advisory Committee (CEDAC) [Online]. Available:
http://www.cadth.ca/en/products/cdr/committees/cedac [Accessed].

CADTH. 2011c. Common Drug Review documentation [Online]. Canadian Agency for Drugs and
Technologies in Health (CADTH),. Available: http://cadth.ca/en/products/cdr [Accessed].

CADTH 2011d. Common Drug Review Submission Guidelines for Manufacturers.




Appendices 403

CADTH. 2011e. Patient Input [Online). Available: http://www.cadth.ca/en/products/cdr/patient-
group-input [Accessed 01/08/2011].

Capri, S., Ceci, A., Terranova, L., Merlo, F. & Mantovani, L. 2001. Guidelines for Economic
Evaluations in Italy: Recommendations from the Italian Group of Pharmacoeconomic
Studies. Drug Information Journal, 35, 189-201.

CVZ 2006. Guidelines for pharmacoeconomic research, updated version. College voor
zorgverzekeringen (CVZ).

CVZ 2011a. A background study on the ‘cost-effectiveness’ package principle for the benefit of the
appraisal phase in package management Report No. 291.

CVZ. 2011b. CFH reports [Online]). Available: http://www.cvz.nl/publicaties/cfhrapporten
[Accessed]).

CVZ & Ministry of Health Welfare and Sport 2010. Dutch Assessment Procedures for the
Reimbursement of Outpatient Medicines.

Danish Medicines Agency. 2008. Guidelines for application for general reimbursement of
medicinal products [Online]. Available:
http://laegemiddelstyrelsen.dk/~/media/31C93DCD939A43FBBOE20070B5548337.ashx
[Accessed].

Danish Medicines Agency. 2011. Decisions on general reimbursement for medicinal products
[Online]. Danish Medicines Agency. Available:
http://laegemiddelstyrelsen.dk/en/topics/statistics,-prices-and-
reimbursement/reimbursement-of-medicines/general-reimbursement/decisions
[Accessed).

Danké, D. 2010. Overview of the Hungarian pharmaceutical reimbursement system
(presentation). Paris: Corvinus University of Budapest Institute of Management.

DMA. 2011a. General Reimbursement [Online]. Available:
http://laegemiddelstyrelsen.dk/en/topics/statistics,-prices-and-
reimbursement/reimbursement-of-medicines/general-reimbursement [Accessed).

DMA. 2011b. Minutes of meetings in the Reimbursement Committee [Online]. Available:
http://laegemiddelstyrelsen.dk/en/topics/statistics,-prices-and-
reimbursement/reimbursement-of-medicines/the-reimbursement-committee/minutes
[Accessed]. .

DMA. 2011c. The Reimbursement Committee [Online]. Available:
http://laegemiddelstyrelsen.dk/en/topics/statistics,-prices-and-
reimbursement/reimbursement-of-medicines/the-reimbursement-committee [Accessed)].

Ettelt, S., Nolte, E., Thomson, S. & Mays, N. 2007. The systematic use of cost-effectiveness criteria
to inform reviews of publicly funded benefits

packages. London School of Hygiene & Tropical Medicine.

Falissard, B., lzard, V., Xerri, B., Bouvenot, G., Meyer, F. & Degos, L. 2010. Relative effectiveness
assessment of listed drugs (REAL): A new method for an early comparison of the
effectiveness of approved health technologies. International Journal of Technology
Assessment in Health Care, 26, 124-130.

Federal Joint Committee 2010. The Federal Joint Committee - About us. Berlin.

Federal Joint Committee. 2011a. Benefit Assessment of Pharmaceuticals pursuant to 35a SGB V
[Online]. Available: http://www.english.g-ba.de/special-
topics/pharmaceuticals/benefitassessment/ [Accessed].

Federal Joint Committee 2011b. Chapter 5: Assessment of the benefits of pharmaceuticals
according to s. 35a SGB V [Translated].

Federal Joint Committee. 2011c. Decisions of the Federal Committee [Online]). Available:
http://www.g-ba.de/informationen/beschluesse/ [Accessed].

Federal Joint Committee. 2011d. Documentation of Early Benefit Assessment [Online]. Available:
http://www.g-ba.de/informationen/nutzenbewertung/ [Accessed].




404 Appendices

Federal Joint Committee. 2011e. Questions and Answers about the Procedure [Online]. Available:
http://www.english.g-ba.de/special-topics/pharmaceuticals/benefitassessment/faqs/#8
[Accessed 01/08/2011]).

Federal Ministry of Health. 2011. Das Gesetz zur Neuordnung des Arzneimittelmarktes (AMNOG)
[The law for the reorganization of the pharmaceutical market (AMNOG)] [Online],
Available:
http://www.bmg.bund.de/krankenversicherung/arzneimittelversorgung/arzneimittelmar
ktneuordnungsgesetz-amnog/das-gesetz-zu-neuordnung-des-arzneimittelmarktes-
amnog.html [Accessed 01/07/2011].

Federal Office of Public Health. 2011. Handbook on the speciality list (SL}) [Online]. Available:
http://www.bag.admin.ch/themen/krankenversicherung/06492/07568/index.htmIi?lang=
de [Accessed].

Ferre, P. 2011. Pharnaceutical Pricing and Reimbursemetn system in Spain (presentation). PPRI
Conference. Vienna.

Folino-Gallo, P., Montilla, S., Bruzzone, M. & Martini, N. 2008. Pricing and reimbursement of
pharmaceuticals in ltaly. The European Journal of Health Economics, 9, 305-310.

FSIO 2008. Handbook on the speciality list (SL) [Translated]. Federal Social Insurance Office.

General Health Council 2008. Gufa para la conduccién de estudios de evaluacién econémica para
la actualizacién del Cuadro Bdsico de Insumos del Sector Salud en México [Guide for the
conduction of studies of economic evaluation for the update of the Basic Formulary
Medications of consumptions of the health sector in Mexico).

General Health Council. 2010. Cuadro Bdsico y Catdlogo de Medicamentos [Basic Catalogue of
Medicines] [Online]. Consejo de Salubridad General. Available:
http://www.csg.salud.gob.mx/descargas/pdfs/cuadro_basico/medicamentos/medicamen
tos_ed2010.pdf [Accessed).

General Health Council. 2011a. Council Members [Online]. Available:
http://www.csg.salud.gob.mx/contenidos/integrantes [Accessed].

General Health Council. 2011b. General Health Council (webpage), [Online]. Available:
http://www.csg.salud.gob.mx/contenidos/CB2010/medicamentos/med2010 [Accessed].

Gerkens, S. & Merkur, S. 2010. Belgium: Health system review. In: MOSSIALOS, E. (ed.) European
Observatory on Health Systems and Policies.

Gori, S., Di Maio, M., Pinto, C., Alabiso, 0., Baldin, E., Beretta, G. D., Caffo, O., Caroti, C., Michelino
De Laurentiis, L. C., Dinota, A., Di Vito, F., Gebbia, V., Giustini, L., Graiff, C., Guida, M., Lellj,
G., Lombardo, M., Muggiano, A., Puglisi, F., Romito, S., Salvagno, L., Tagliaferri, P., Terzoli,
E. & Venturini, M. 2010. Differences in the availability of new anti-cancer drugs for Italian
patients treated in different regions. Results of analysis conducted by the Italian Society
of Medical Oncology (AIOM). A Journal of Experimental and Clinical Oncology,, 96, 1010-
1015.

Grandfils, N. 2008. Drug price setting and regulation in France. Working paper DT.16. Institut de
recherche et documentation en économie de la santé (IRDES).

Greenberg, D., Siebzehner, M. I. & Pliskin, J. S. 2009. The process of updating the National List of
Health Services in Israel: Is it legitimate? Is it fair? International Journal of Technology
Assessment in Health Care, 25, 255-261.

Gulécsi, L., Brodszky, V., Péntek, M., Varga, S., Vas, G. & Boncz, I. 2009. History of health
technology assessment in Hungary. International Journal of Technology Assessment in
Health Care, 25, 120-126.

HAS. 2011a. Transparency Commission Reviews of Drugs [Online]. Available: http://www.has-
sante.fr/portail/jcms/c_5268/medicaments?cid=c_5268 [Accessed].

HAS. 2011b. Transparency Committee [Translated] [Online]. Available: http://www.has-
sante.fr/portail/jcms/c_412210/commission-de-la-transparence [Accessed].




Appendices 405

Health Policy and Strategy Directorate. 2010. Introduction and availability of newly licensed
medicines in the NHS in Scotland [Online]. Edinburgh. [Accessed 12/09/2011].

Henry, D. A, Hill, S. R. & Harris, A. 2005. Drug Prices and Value for Money. JAMA: The Journal of
the American Medical Association, 294, 2630-2632.

Herndndez, 1. C. 2011. Mexico (Presentation). 3rd Latin America Conference ISPOR, . Mexico City.

HIQA 2010. Guidelines for the Economic Evaluation of Health Technologies in Ireland Health
Information and Quality Authority

HIRA 2006. Korean Guidelines for Pharmaceoconomics [Korean]. Health Insurance Review Agency

(HIRA).
INFARMED 1998. Guidelines for Economic Drug Evaluation Studies.
INFARMED. 2011a. Board - Information [Online]. Available:

http://www.infarmed.pt/portal/page/portal/SOBRE_O_INFARMED/ESTRUTURA_E_ORGA
NIZACAO/CD/COMPETENCIAS [Accessed].

INFARMED. 2011b. Contribution Assessment Reports [Online]. Available:
http://www.infarmed.pt/portal/page/portal/INFARMED/MEDICAMENTOS_USO_HUMAN
O/AVALIACAO_ECONOMICA_E_COMPARTICIPACAO/MEDICAMENTOS_USO_AMBULATOR
10/MEDICAMENTOS_COMPARTICIPADOS/RELATORIOS_DE_AVALIACAO_DE_COMPARTIC!
PACAO [Accessed].

INFARMED. 2011c. Instructions for submitting requests for reimbursement of medicines for human
use [Instrugcbes para submisséo de pedidos de comparticipagdo de medicamentos para uso
humano] [Online). Available:
http://www.infarmed.pt/portal/page/portal/INFARMED/MEDICAMENTOS_USO_HUMAN
O/AVALIACAO_ECONOMICA_E_COMPARTICIPACAO/MEDICAMENTOS_USO_AMBULATOR
IO/AVALIACAO_DE_COMPARTICIPACAO [Accessed].

IPR 2006. Guidelines on Health Economic Evaluation Consensus Paper. Vienna: Institute of
Pharmacoeconomic Research.

IQWIG 2009. General Methods for the Assessment of the Relation of Benefits to Costs. Version 1.0
ed.: Institute for Quality and Efficiency in Health Care.

Jang, W. S. 2010. Drug Pricing System in Korea (presentation). Korea Pharmaceutical
Manufacturers Association (KPMA).

Jommi, C. 2009. Conditional pricing/reimbursement in Italy (presentation). European Market
Access Policies: Addressing the Challenges for the Next Decade.

KCE 2008. Guidelines for pharmacoeconomic evaluations in Belgium KCE reports 78C. Belgium
Health Care Knowledge Centre.

KCE 2010. Drug Reimbursement systems: international comparison and policy recommendations
KCE reports 147C. Belgian Health Care Knowledge Centre.

Kim & Chang 2011. Korea-EU Free Trade Agreement: Pharmaceuticals and Medical Devices Key
Issues in Transparency (presentation).

Kivioja, A. 2008. The role of pharmacoeconomics in Pharmaceutical Pricing Board decision-making
(presentation). Pharmaceutical Pricing Board (Ministry of Social Affairs and Health),.

Kyung Lee, E. 2011. The World of HTAs Review of HTA System in South Korea (presentation).
Korea-US Healthcare Innovation Seminar 2011. Sookmyung Women's University

Leverkus, F. 2011. The German Health reform and 1QWIG Update. Pfizer.

LFN 2003. General guidelines for economic evaluations from the Pharmaceutical Benefits Board.

LFN 2007. The Swedish Pharmaceutical Reimbursement System. In: LFN (ed.). Solna.

LFN 2008. Guidelines for Companies The Swedish Pharmaceutical Benefits Board (LFN).

Lipska, 1. 2010. Undertaking HTA with limited resources Polish Experience Lessons for Croatia
(presentation).

Lopert, R. 2009. Evidence-Based Decision-making within Australias Pharmaceutical Benefits
Scheme. Issue Brief. The Commonwealth Fund.




406 Appendices

Lépez-Bastida, )., Oliva, J., Antoiianzas, F., Garcla-Altés, A., Gisbert, R., Mar, J. & Puig-junoy, J.
2010. Spanish recommendations on economic evaluation of health technologies. The
European Journal of Health Economics, 11, 513-520.

Lovdata. 2009. FOR 2009-12-18 nr 1839: Forskrift om legemidler (legemiddelforskriften) [FOR
2009-12-18 nr 1839: Regulations relating to medicinal products (drug regulations) § 14-1,
Applications for pre-approved reimbursement] [Online]. Available:
http://www.lovdata.no/cgi-wift/ldles?doc=/for/ff-20091218-1839.html#14-1 [Accessed].

Maria, V. 2010. Assessment of Pharmaceuticals to Inform Reimbursement Decisions in Portugal
(presentation). INFARMED.

Matusewicz, W. & Lipska, I. 2009. HTA in Poland (presentation). Agency for Health Technology
Assessment in Poland (AHTAPol).

Menon, D. & Stafinski, T. 2009. Health Technology Assessment in Canada: 20 Years Strong? Value
in Health, 12, $14-519.

Metcalfe, S. & Grocott, R. 2010. Comments on "Simoens, S. Health economic assessment: a
methodological primer. Int. J. Environ. Res. Public Health 2009, 6, 2950-2966" New
Zealand in fact has no cost-effectiveness threshold. International journal of environmental
research and public health, 7, 1831-4,

Meyer, F. 2011. Outlook and challenges for the future A French perspective (presentation). Haute
Autorité de Santé,.

Ministry of Health 2010. Guidelines for the submission of a request to include a pharmaceutical
product in the national list of health services. Pharmaceutical Administration, Israel.

Ministry of Health & Social Affairs. 2011. Drug Information [Online]. Available:
http://www.msps.es/profesionales/farmacia/informaMedicamentos/home.htm
[Accessed].

Ministry of Health and Care Services. 2004. On course towards more correct use of medicines
(Exerpt from Report No.18 to the Storting 2004-2005) [Online]. Available:
http://www.regjeringen.no/en/dep/hod/documents/regpubl/stmeld/20042005/Report-
No-18-2004-2005-to-the-Storting.htmI?id=467158 {Accessed].

Ministry of Social Affairs and Health 2005. Act amending and temporarily amending the Health
Insurance Act (885/2005).

Ministry of Social Affairs and Health 2009. Guidelines for Preparing a Health Economic Evaluation
Helsinki.

Ministry of Social Affairs and Health 2011a. Medicines Policy 2020: Towards efficient, safe,
rational and cost-effective use of medicines. Publication of the Ministry of Social Affairs
and Health, Helsinki.

Ministry of Social Affairs and Health. 2011b. Pharmaceuticals Pricing Board:The Pharmaceuticals
Pricing Board and the secretariat [Online]. Available:
http://www.stm.fi/en/ministry/boards/pharmaboard/board [Accessed].

Ministry of Social Affairs and Health. 2011c. Pharmacuetical Pricing Board Notices 2011 [Online].
Available: http://www.stm.fi/en/ministry/boards/pharmaboard/notices/2011 [Accessed].

Moise, P. & Docteur, E. 2007. Pharmaceutical Pricing and Reimbursement Policies in Mexico. /n:
OECD HEALTH WORKING PAPERS (ed.). Paris.

Moo Lee, S. 2011. Coverage with Evidence Development for tackling uncertainties in evidence-
based healthcare systems (presentation). National Evidence-based healthcare

Collaborating Agency (NECA).
NCPE 2009. Template for Rapid Review Assessment Submissions from Manufacturers. National

Centre for Pharmacoeconomics,.

NCPE 2010. Recommendations on teh Reporting Format and Layout of Pharmacoeconomic
Submissions to the National Centre fro Pharmacoeconomics. NCPE.

NCPE. 2011a. About us [Online). Available: http://www.ncpe.ie/about.php [Accessed

01/08/2011].




Appendices 407

NCPE. 2011b. National Centre for Pharmacoeconomics (NCPE) in Ireland Website Homepage
[Online]. Available: http://www.ncpe.ie/about.php [Accessed 25/09/2011].

NCPE. 2011c. Pharmaceoconomic Evaluation [Online]. Available:
http://www.ncpe.ie/category.php?cid=33 [Accessed).

NCPE, 2011d. Pharmacoeconomic  Evaluations Completed [Online].  Available:
http://www.ncpe.ie/category.php?cid=33 [Accessed].

NICE 2008. Guide to the methods of technology appraisal. London NICE.

NICE 2009a. Guide to the multiple technology appraisal process. London: NICE.

NICE 2009b. Guide to the single technology appraisal process. London: NICE.

NICE. 2011a. Committee A members [Online). Available:
http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalcommit
tee/members/committee_a_members.jsp [Accessed).

NICE. 2011b. Making and appeal [Online]. National Institute for Health and Clinical Excellence
(NICE). Available:
http://www.nice.org.uk/newsroom/publicmeetings/appeals/appealsprocessguide/Makin
gAnAppeal.jsp [Accessed].

NICE. 2011c. NICE and the NHS [Online]. National Institute for Health and Clinical Excellence

(NICE). Available:
http://www.nice.org.uk/aboutnice/whatwedo/niceandthenhs/nice_and_the_nhs.jsp
[Accessed].

NICE. 2011d. NICE Website Glossary [Online]. Available:
http://www.nice.org.uk/website/glossary/glossary.jsp?alpha=E [Accessed).

NICE. 2011e. Published appraisals [Online). Available:

http://www.nice.org.uk/guidance/ta/published/index.jsp [Accessed].

NICE. 2011f. Technology appraisal recommendation categories [Online]. Available:
http://www.nice.org.uk/newsroom/nicestatistics/TADecisionsRecommendationCategorie
s.jsp [Accessed].

Niewada, M., Polkowska, M., Jakubczyk, M. & Golicki, D. 2011. What Determines
Recommendations issues by Polish Health Technology Agency - AHTAPoI? (presentation).
ISPOR Madrid 2011. :

NIHDI. 2011. Evaluation reports by the Commission for Reimbursement of Medicines (CRM),
[Online]. National Institute for Health and Disability Insurance (INAMI). Available:
http://www.inami.fgov.be/drug/fr/drugs/decisions_report/report_crm_cgt/index.htm
[Accessed].

NoMA 2005. Norwegian guidelines for pharmacoeconomic analysis in connection with
applications for reimbursement. Norwegian Medicines Agency.

NoMA. 2011a. Application standard for acceptance to the drug reimbursement scheme; pursuant
to Article 9 of the regulation on reimbursement of crucial drug costs [Online]. Available:
http://www.legemiddelverket.no/templates/InterPage____ 25665.aspx?filterBy=CopyToG
eneral [Accessed). .

NoMA 2011b. Bldreseptnemnda [Blue Prescription Board]

NoMA. 2011c. Decision Documentation [Online]. Available:
http://www.legemiddelverket.no/custom/templates/Refusjonsliste___ 67589.aspx
[Accessed].

NoMA, 2011d. Norwegian approved medicines [Online]. Available:
http://www.legemiddelverket.no/custom/Preparatsok/prepSearch____80333.aspx
[Accessed].

Nord, E., Pinto, J. L., Richardson, J., Menzel, P. & Ubel, P. 1999. Incorporating societal concerns for
fairness in numerical valuations of health programmes. Health Economics, 8, 25-39.
Noticias Juridicas. 2011. Ley 29/2006, de 26 de julio, de garantias y uso racional de los

medicamentos y productos sanitarios: TITULO VII. DE LA FINANCIACION PUBLICA DE LOS




408 Appendices

MEDICAMENTOS Y PRODUCTOS SANITARIOS [Law 29/2006 of 26 July, on guarantees and
rational use of medicines and medical devices: Title VIl of public funding of medicines and
health products] [Online]. Available: http://noticias.juridicas.com/base_datos/Admin/I29-
2006.t7.html#a91 [Accessed].

Office of Health Technology Assessment. 2011. Office of Health Technology Assessment
(webpage) [Online). National Institute for Quality and Organizational Development in
Healthcare and Medicines,. Available:
http://www.eski.hu/new3/technologia_en/technologia_en.php [Accessed].

Overheid. 2011. Geldend op 07-12-2011 [Health Insurance Act 2006 prevailing on 07.12.2011]
[Online]. Available: http://wetten.overheid.nl/BWBR0018450/geldigheidsdatum_07-12-
2011 [Accessed].

Paris, V. & Docteur, E. 2007. Pharmaceutical Pricing and Reimbursement Policies in Switzerland.
In: OECD (ed.) OECD Health Working Papers. Paris. b

PBAC 2008. Guidelines for preparing submissions to the Pharmaceutical Benefits Advisory
Committee(Version 4.3). Canberra: Department of Health and Ageing.

PBAC. 2011. Outcomes of Pharmaceutical Benefits Advisory Committee meetings [Online].
Available: http://www.health.gov.au/internet/main/publishing.nsf/Content/health-pbs-
general-outcomes_full.htm [Accessed].

Pékli-Novdk, M., J6na, J., Nddudvari, N. & Soltész, G. 2007. National Institute for Strategic Health
Research Office of Health Technology Assessment (Poster). Budapest.

Personal Communication: Ofierska-Sujkowska, G. 10/08/2011 2011. RE: Medicine reappraisal.

Persson, U., Willis, M. & viidegaard, K. 2010. A case study of value-based price and
reimbursement decision-making: TLV and rimonabant in Sweden. The European Journal of
Health Economics, 11, 195-203.

PHARMAC 2006. Operating policies and procedures of the Pharmaceutical Management Agency
("PHARMAC"). Third Edition ed.

PHARMAC 2007. Prescription for Pharmacoeconomic Analysis: Methods for cost-utility analysis.
Pharmaceutical Management Agency.

PHARMAC 2010. Guidelines for funding applications to Pharmaceutical Management Agency
(PHARMAC). Wellington: PHARMAC.

PHARMAC. 2011a. Inside the  Pharmaceutical  Schedule  [Online].  Available:
http://www.pharmac.govt.nz/2011/09/16/14INSIDE_PHARM_SCHED.pdf [Accessed].

PHARMAC. 2011b. Meeting Minutes of the Pharmacology and Therapeutics Advisory Committee
[Online]. Available: http://www.pharmac.govt.nz/suppliers/PTAC/PTACminutes
[Accessed]).

PHARMAC. 2011c. Online Pharamaceutical Schedule [Online]. Available:
http://www.pharmac.govt.nz/suppliers/Schedule [Accessed].

PHARMAC. 2011d. PHARMAC Board [Online]. Available:
http://www.pharmac.govt.nz/healthpros/AboutPHARMAC/board [Accessed)].

PHARMAC. 2011e. Technology Assessment Reports (TARs) [Online]. Available:
http://www.pharmac.govt.nz/healthpros/EconomicAnalysis/CUAs [Accessed].

PPB 2011. Application for Basic/Special Reimbursement Status and Reasonable Wholesale Price
for a Medicinal Product Subject to Marketing Authorisation. Pharmaceuticals Pricing

Board (PP8B),.

PPRI 2007a. Pharmaceutical Pricing and Reimbursement Information Austria. in: PPRI PHARMA
PROFILE (ed.).

PPRI 2007b. Pharmaceutical Pricing and Reimbursement Information Hungary. PPRI Pharma
profile,.

PPRI 2008a. Pharmaceutical Pricing and Reimbursement Information (PPRI) Portugal.
PPRI 2008b. Pharmaceutical Pricing and Reimbursement Information Norway. In: PPRI PHARMA

PROFILE (ed.).




Appendices 409

PTAC. 2010. Pharmacology and Therapeutics Advisory Committee (PTAC) Postition Description
[Online). Available: http://www.pharmac.govt.nz/suppliers/PTAC/PTACminutes
[Accessed].

Rocchi, A., Menon, D., Verma, S. & Miller, E. 2008. The role of economic evidence in Canadian
oncology reimbursement decision-making: to lambda and beyond. Value in Health, 11,
771-83.

Rochaix, L. & Xerri, B. 2009. National Authority for Health: France. The Commonwealth Fund, 58,
1-8.

RVZ 2006. Zicht op zinnige en duurzame zorg [Sensible and Sustainable Care]. Raad voor de
Volksgezondheid en Zorg (RVZ).

Secretary of State 2005. Directions and Consolidating Directions to the National Institute for
Health and Clinical Excellence 2005. In: WALES, N. H. S. E. A. (ed.).

Shiroiwa, T., Sung, Y.-K., Fukuda, T., Lang, H.-C., Bae, S.-C. & Tsutani, K. 2010. International survey
on willingness-to-pay (WTP) for one additional QALY gained: what is the threshold of cost
effectiveness? Health Economics, 19, 422-437.

Simoens, S. 2009. Health economic assessment: a methodological primer. International journal of
environmental research and public health, 6, 2950-66.

SMC. 2011a. Generic Questions [Online]. Available:
http://www.scottishmedicines.org.uk/About_SMC/Who_we_are/Generic_Questions
[Accessed].

SMC. 2011b. Glossary: Clinical effectiveness [Online]. Available:

http://www.scottishmedicines.org.uk/General/Glossary#jumpE [Accessed].
SMC 2011c. Guidance to Manufacturers for Completion of New Product Assessment Form (NPAF)
(Revised February 2011). Glasgow: Scottish Medicines Consortium.

SMC. 2011d. Membership [Online]. Available:
http://www.scottishmedicines.org.uk/About_SMC/Who_we_are/Membership/Members
hip [Accessed].

SMC. 201le. Membership of the Scottish Medicines Consortium [Online). Available:
http://www.scottishmedicines.org.uk/About_SMC/Who_we_are/Membership/Members
hip [Accessed].

SMC. 2011f. .Patient Interest Groups [Online]. Available:
http://www.scottishmedicines.org.uk/Public_Involvement/Patient_Interest_Groups
[Accessed].

SMC. 2011g. Process for Reviewing  Decisions [Online). Available:

http://www.scottishmedicines.org.uk/About_SMC/Policy_Statements/Process_for_Revie
wing_Decisions [Accessed].

SMC. © 2011h, SMC Advice Directory [Online]. Available:
http://www.scottishmedicines.org.uk/SMC_Advice/Advice_Directory/SMC_Advice_Direct
ory [Accessed].

SMC. 2011i. Submission Guidance and Templates for Industry [Online]. Available:
http://www.scottishmedicines.org.uk/Submission_Process/Submission_Guidance_and_T
emplates_for_Industry/Submission_Process_-
_Submission_Guidance_and_Templates_for_industry [Accessed].

Sorenson, C. 2009a. Emergence of HTA in Central and Eastern Europe. The Health Policy Bulletin of
the European Observatory on Health Systems and Policies. Euro Observer.

Sorenson, C. 2009b. The role of HTA in coverage and pricing decisions: A cross-country
comparison. The Health Policy Bulletin of the European Observatory on Health Systems
and Policies. Euro Observer.

Szende, A., Mogyorésy, Z., Muszbek, N., Nagy, J., Pallos, G. & Dézsa, C. 2002. Methodological
Guidelines for Conducting Economic Evaluation of Healthcare Interventions in Hungary: A




410 Appendices

Hungarian Proposal for Methodology Standards. The European Journal of Health
Economics, 3, 196-206.

Tilson, L., O'Leary, A., Usher, C. & Barry, M. 2010. Pharmacoeconomic Evaluation in Ireland: A
Review of the Process. PharmacoEconomics, 28, 307-322 10.2165/11318790-000000000-
00000.

TLV. 2011a. Beslut  Idkemedel  [Decisions on drugs] [Online].  Available:
http://www.tlv.se/beslut/beslut-lakemedel/ [Accessed].

TLV. 2011b. Board of Pharmaceutical Benefits [Online]. Available:
http://www.tlv.se/tiv/organisation/namnden-for-lakemedelsformaner/ [Accessed).

TLV. 2011c. Review of Medicines [Online]. Available: http://www.tlv.se/lakemedel/genomgang-av-
lakemedel/ [Accessed].

TLV. 2011d. Types of Subsidy [Online]. Available: http://www.tlv.se/lakemedel/pris-och-
subvention-av-lakemedel/olika-typer-av-subvention/ [Accessed].

Vallejo, M. 2009. Pharmaceutical Pricing and Reimbursement System in Spain (presentation).
European Market Access Policies: Addressing the challenges of the next decade. Paris.

van Halteren, A. 2011. Perspectives from the Dutch Reimbursement System (presentation). Oslo:
Health Care Insurance Board (CVZ).

Vogler, S. 2009. Portugal's reimbursement system: Critical assessment of the access to essential
medicines (presentation). HAl Workshop. Lisbon.

Vogler, S., Espin, J. & Habl, C. 2009. Pharmaceutical Pricing and Reimbursement Information
(PPRI) New PPRI analysis including Spain. Pharmacueticals Policy and Law 11, 213-234,

Vogler, S. & Leopold, C. 2009. Access to Essential Medicines in Portugal. in: OBIG FORSCHUNGS-
UND PLANUNGSGESELLSCHAFT MBH (ed.).

Yang, B.-M. 2009. The Future of Health Technology Assessment in Healthcare Decision Making in
Asia. PharmacoEconomics, 27, 891-901 10.2165/11310280-000000000-00000.




Appendices

Chapter 5 appendix

411

Table A5.1: Summary of variable definition and description

Data l Variable I Description
Dependent variables
Decision outcome Dummy: Decision on reimbursement: The guidance for each of the decisions was|
multinomial Recommended, [classified into three categories of decision which were “recommended”,
regression) Restricted “restricted recommended” or “not recommended”. The guidanc
recommended, not ategorised as recommended were for all patients that met the Iicencj
recommended. indication. The restricted recommended were categorised as those]
recommended for a specific patient sub-group. Those studies that were not
recommended outside of clinical trials were categorised as “not
recommended”. A small sample of countries guidance that did not specify
specific decision. In these circumstances a decision was inferred from th
conclusion.
Independent variables
Diseasearea Dummy: Disease Area: This variable Identified whether the drug was for

Cancer

Cardiovascular Disease,

cardiovascular disease or cancer in the technology evaluation

Timesinceguidance

Numeric: Months

Time since publication: The number of months since the guidance document

Review

Dummy: Review of
previous evaluation

was published. This was taken as the number of months from thel
publication date to 20" May 2008.

Review: This indicates that the technology evaluation was a review of :l
previous evaluation of the medicine. This was identified by checking th
technology evaluation to see whether it explicitly identified the evaluation

ls a review or by considering each countries previous evaluations within the
indication.

RCTno

Numeric

INumber of RCTs: The RCT number are taken from the documents presented,
for each of the countries

Studyrct

Dummy: RCT, no RCT

RCT studies included: This captures whether the document stated that thel
data on which the decision was based was taken from RCT data.

Studyobs

Dummy:
Observational, no
observational

Observational studies included: This captures whether the document stated
that the data on which the decision was based was taken from|
observational studies.

Eccua

Dummy: Cost-utility
analysis, no cost-utility
analysis

Cost-utility analysis; This variable identified whether cost-utility analysis was
used within the technology evaluation.

Eccea

Dummy: cost-
effectiveness analysis,
no cost-effectiveness
analysis

Cost-effectiveness analysis; This variable identified whether
leffectiveness analysis was used within the technology evaluation.

COst-

Eccma

Dummy: cost
minimisation analysis,
no cost minimisation
analysis.

ICost minimisation analysis; This variable identified whether cost
minimisation analysis was used within the technology evaluation.

Ecce

Dummy: cost
consequence, no cost
consequence analysis.

Cost consequence analysis; This variable identified whether cost]
consequence analysis was used within the technology evaluation,

Sensanalysis

Dummy: Sensitivity
analysis, no sensitivity
analysis

Sensitivity analysis: This identified whether sensitivity analysis was
presented within the technology evaluation
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Table A5.1: Summary of variable definition and description Continued..../

pcercqg

Numeric: cost per

ssessments where this was available. Where agencies reported ICER’s in a
ifferent currency these were exchanged at the exchange rate for the date of the|
guidance into pounds (GBP).

Eost per QALY gained. The third model included the cost per QALY for the|

The ICER value appropriate to the decision-making was selected when this was|
specified for the indication and recommendation made. In the case of NICEH
where there were a number of groups submitting evidence on the ICER, the first]
choice was the one specified for the indication either found in the discussion on
the ‘consideration of evidence’ section. In circumstances where this was not
ktated for NICE, the assessment group/ERG ICER dominated the sponsors ICElﬁ
ith respect to the recommended indication, Further to this in circumstances|
here the appropriate decision ICER was not stated and a range of assessment]
group/ERG ICER’s were presented the mid-point of the ICER range was taken for
ssumptions with regards to an indication. Those drugs that were found to|
[dominate the comparator were given an ICER of zero as a negative ICER is
considered uninformative.

Budgetimpact

Dummy: Budget
impact reported,

no budget impact considered the budget impact of a medicine.

reported.

Budget Impact: This variable identifies whether a budget impact was reported in
the analyses. This was used as an indication of whether the committee explicitly

Patientgroupsub

Dummy: Patient Patient group submission: This variable identifies whether any patient group

group submission,
no patient group
submission.

submissions were reported within the technology evaluation documentation.

Nopatientgroup

Numeric; Number Wumber of patient groups: This was Identified by a count of the number of
of patient groups patient groups that were included within the technology evaluation

documentation.

Publicinterest

Numeric: No of News coverage prior to technology evaluation publication: An assessment was
newspaper articles made of the news coverage in a sample of two newspapers in each of the|

reporting public
interest.

countries for the generic and brand name of the drug within the specifid
ndication.

Two newspapers were selected for the two highest circulation newspapers forJ
each of the countries. The rationale for searching two newspapers was on a
pragmatic basis because the number of newspapers in each country is different,
countries differ in size and not all papers are indexed within databases.

IA search of the Nexis database was conducted on the number of mentions of]
leither the generic or brand name In the indication reported prior to the date off
release of the technology evaluation. This was to identify the level of media
interest prior to the publication of any decision on the drug.

The number of appearances was then recorded for each of the medicines for
each technology evaluation.

lAustralia Dummy: 0/1= |Australia HTA: The impact of a Australian decision in comparison to England
(reference group.)

Canada Dummy: 0/1= anada HTA: The impact of a Canada decision in comparison to England
(reference group.)

Scotland Dummy:0/1= [Scotland HTA: The impact of a Scotland decision in comparison to England

(reference group.)
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France

Scotland

Policy Implementation Level

Establishment

Haute Autorité de santé (HAS) was established in 2004 by the Ministry of
Health and Solidarity. Funding is raised through social health insurance in
France. .

The Scottish Medicines Consortium (SMC) was established in 2001 by the
15 Health Boards. Funding for public provision is funded through taxation
in Scotland.

Objectives

The aim of the agency is to improve the quality of care and guarantee
equity within the healthcare system.

The aim of the agency is to accept those newly licensed drugs which clearly
represent good value for money and reduce postcode prescribing.

implementation

Provides one of the two stages of advice regarding the case for
reimbursement which includes clinical efficacy. Economic considerations
made by the Economic Committee for Health Products (CEPS). the HAS
opinion informs the pricing and volume agreements that are negotiated
between the manufacturer and the Economic Committee for Health
Products (CEPS) for outpatient medicines and medicines on top of DRG.
Prices for those medicines for hospital use included in the DRG are
negotiated directly with the individual hospitals.

Provides one stage advice to the health boards and Area Drug Therapeutic
Committees with regards value for money. The health boards choose
whether to include the medicine following advice from the SMC.
Manufacturer is free to set price prior to the evaluation by the SMC.

Accountability

Legally required to provide advice to Ministry of Health in 90 days

NHS Scotland and the Ministry of Health

Technology Decision Level

(i) Assessment

Consultation and stakeholder
involvement

Transparency committee includes physicians, pharmacist, specialist in
methodology and epidemiology. There is no third party synthesis of
evidence.

The SMC process includes two committees. The NDC includes clinicians and
pharmacists — nominated by the ADTCs a health economist, a statistician
and two industry representatives. The SMC includes a wider representation
including a Chief Executive, Finance Directors, patient and public
representation, Association of British Pharmaceutical Industry (ABPI),
together with the clinical and public heaith members. There is no third
party synthesis of evidence and/or provision of economic evaluation

Evidence base for assessment

HAS considers all pharmaceuticals once marketing authorisation has been
granted. The manufacturer is required to present relevant data on clinical
efficacy, comparative safety and relative effectiveness.

The SMC considers all newly licensed medicines, new formulations of
existing medicines and new indications for established products (SMC
excludes assessment of vaccines, branded generics, non-prescription-only
medicines (POMs), blood products, plasma substitutes and diagnostic
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medicines) once marketing authorisation has been granted. The
manufacturer is required to submit evidence on clinical efficacy,

comparative effectiveness, clinical effectiveness, cost-effectiveness and
budget impact.

Clinical-effectiveness assessment

HAS requires the manufacturer to submit all relevant studies for the clinical
efficacy of the medicine but there are no requirements for these to be
identified by a systematic review of the evidence. in the absence of head
to head trials a network meta-analysis is permitted. The HAS commission a
separate literature review of the evidence. The manufacturer provides a
claimed score for the Service Médical Rendu (SMR) and L'amélioration du
Service Medical (ASMR). The transparency committee is given information
from a literature review and the manufacturer’s submission.

The SMC requires the manufacturer to provide evidence assembled
systematically for the indication(s) of the medicine including details of RCTs
(active controlled most relevant), meta-analyses, and most relevant effects
of a medicine. The manufacturer provides evidence of clinical efficacy and
is required to consider the medicine in terms of the applicability to clinical
practice in Scotland, guidelines and relevant protocols for the most
relevant active comparator medicines. In the absence of head to head
evidence a network meta-analysis is required by the SMC. The network
meta-analyses should be described with reference to a systematic review
for studies included and the search strategy for trials included and
clinical/statistical heterogeneity between data sources.

Cost-effectiveness assessment

Not required or presented by manufacturer.

The responsibility for demonstrating the cost-effectiveness and any further
analysis relevant to Scottish practice rests with the manufacturer and
failure to submit cost-effectiveness automatically results in a not
recommended decision. A reference case is not provided but the SMC
specifies that cost-utility analysis is the preferred form of economic
evaluation and health effects should be expressed in Quality-Adjusted Life
Years (QALYs). Modelling is the main framework used to synthesise data of
clinical and cost-effectiveness, in the absence of real-life effectiveness data.
Manufacturers are required to provide sensitivity analysis in the form of
single and multi-way analysis to allow the committee to explore the
uncertainty in the estimates.

Presentation and communication
of results

The manufacturer submits a dossier to the HAS but this is not published on
the website. A fee of 2,875 EURO is required for the processing of the
submission, HAS provides a ‘opinion’ document published on their website
which contains an assessment of evidence, details of the appraisal and
recommendation.

http://www.has-sante fr/portail/icms/c_5268/medicaments?cid=c_5268

{ii) Decision

The manufacturer submits a New Product Assessment Form (NPAF) but no
fee is required for the processing of the submission. The NPAF is not
published on the SMC website. An advice document is published on the
SMC website.

http://www.scottishmedicines.org.uk/Home

who makes the decision

The HAS committee is called the Transparency committee and considers
the dossier from the manufacturer and a review of the literature. A
recommendation is produced along with a judgement of the ASMR and
SMR are provided for the second stage where price is negotiated by the
CEPS. The final reimbursement recommendation and price is made by CEPS
in the Ministry of Health,

The NDC and Transparency committee solely receive a submission from the
manufacturer of the relevant evidence and in contrast to NICE in England,
do not commission a third party to provide a separate review of the clinical
evidence and economic evidence (in the case of SMC). The
recommendation is advice and the final reimbursement decision is made by
the Health Boards.

Decision-making process

The decision making process is summarised in Figure 1. The HAS is one

The decision making process is summarised in Figure 1. The SMC is one
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agency involved in the process of decision making, which also involves CEPS
and the Ministry of Health. The HAS committee is called the Transparency
committee and considers the dossier from the manufacturer and a review
of the literature. There is no consultation with stakeholders prior to the
final recommendation.

agency involved in the decision process. The Health Boards make the final
reimbursement decision. The SMC process includes two committees. The
NDC includes clinicians and pharmacists — nominated by the ADTCs a health
economist, a statistician and two industry representatives. The SMC
includes a wider representation including a Chief Executive, Finance
Directors, patient and public representation, Association of British
Pharmaceutical Industry (ABP1), together with the clinical and public health
members. There is no consultation with stakeholders prior to the final
recommendation.

Appraisal of clinical evidence

The committee judges the SMR and ASMR for the medicines. This is
performed by a majority vote for the two criteria.

SMR (Medical Benefit): The score takes into account the severity of the
condition and other data specific to the drug such as the effectiveness and
adverse reactions, place in the therapeutic strategy, existence of other
therapeutic alternatives and importance for public health. The SMR
determines the level of cost-sharing paid by members of the health
insurance system and whether the medicine justifies reimbursement. The
SMR takes four categories; Major, Moderate, Low and insufficient {does
not justify reimbursement).

ASMR (Improvement in Medical Benefit): The Improvement in Medical
Benefit is first provided in the manufacturer submission as a claimed score
for the medicine. The ASMR is a score of the relative-effectiveness of the
medicine compared to the medicine used in practice. There are five
different levels of ASMR from Major Improvement (1), Important (I},
Moderate (l11), Minor (IV) and no improvement (V). The ASMR determines
the pricing that is negotiated between the manufacturer and CEPS. A
separate ASMR may be rewarded to a medicine that has different benefits
in different indications or patient subgroups. The ASMR determines the
price negotiated by the CEPS. CEPS negotiates price for outpatient
medicines and those medicines that are used in hospital but not included in
the DRG {those included in the DRG are negotiated with individual
hospitals). Those rated on the ASMR of [, Il or lil are allowed to set a price
higher than the comparator, IV depends on the context and V must be cost-
saving in relation to the relevant comparator (s). The CEPS also sets price
volume agreements with the manufacturer where in the event that sales
exceed the forecasts for the four years the company is required to provide
a claw back for the additional costs.

The NDC reports a qualitative description of the efficacy and relative-
effectiveness considerations. This has been informed by six questions asked
to a number of independent experts on the following:

1. Are there guidelines, available or in preparation, which do (or could)
influence Scottish prescribing in this area?

2. Do you wish to highlight any areas of unmet need in relation to the
relevant condition(s)?

3. What are the current treatment options? In particular, what is the
predominant treatment in Scotland?

4, What is your preferred treatment (if different to predominant
treatment)? Please explain?

S. Disease prevalence: Please estimate how many patients currently
receive treatment in your catchment area and/or in Scotland? (Please
state population numbers if you have given an estimate for your catchment
area.)

6. If you have knowledge of this particular new product for this indication,
please describe how it might fit into your treatment plan.

Appraisal of economic evidence

No appraisal performed of health economic evidence.

The fitness for purpose of the economic evidence and the interpretation of
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the estimate of cost-effectiveness in the context of the medicine’s use in
practice is considered. The economic evaluation is one criterion considered
in the draft advice by the NDC to the SMC with respect to the threshold
reported by NICE but other criteria are considered in the context of each
decision such as the absence of alternatives, bridging to other therapies,
emergence of other therapies and special issues that are specific to the
medicine. The manufacturer may submit a Patient Access Scheme (PAS) to
an independent group called the Patient Access Scheme Assessment Group
{PASAG) to improve the cost-effectiveness of a medicine by reducing the
cost of the new medicine and allowing patient access to clinically effective
medicines.

(iii) Outputs and implementation

Appeal and dissent

The manufacturer has a period of eight days from receipt of the notice of
the advice to request a hearing. At the end of the 8 days in the absence of
comments the opinion becomes final. The manufacturer has 15 minutes to
present its cases and reasons for the hearing should be submitted. The
recommendation may then be amended and a final notice sent to the
Ministry of Health and stakeholders.

The manufacturer may ask the SMC to convene an Independent Review
Panel (IRP) to look again over existing data and analyses. An IRP will review
the original submission and views of the NDC and SMC. The IRP consists of
here member of the SMC that were not involved previously with the
submission and four members of the Scottish Area Drug and Therapeutics
Committees. The IRP reports back to the SMC who is the final judge
following a review. ‘

Implementation
communication

and

HAS opinions are either positive or negative (conditions may also be
imposed for additional studies or a target patient population) and are
produced for the CEPS of the Ministry of Health where decisions are made
on the price for outpatient medicines and hospital medicines that are not
covered within the DRG.

The details of the recommendations are provided in an advice document
for the SMC within 120 days (non-legally binding} and an opinion document
for the HAS in 90 days (legally binding). Neither of the agencies publishes
the manufacturer submission. Three categories of advice are provided by
the SMC to the Area Drug and Therapeutic Committees (ADTC) for listing;
accepted for use; accepted for restricted use and not recommended

Monitoring and reappraisal

HAS can self-refer medicines in the presence of new evidence, reviews all
medicines at S years post-listing and assess the evidence from any post-
listing studies. The recommendations at the S5-year review may result in
the SMR being revised and an opinion for de-listing the medicine.
Manufacturers may submit new evidence for medicines at any point in a

new dossier and the Transparency committee will provide reassessment of
the medicine.

Manufacturers may resubmit to the SMC in the light of new evidence or a
new analysis of existing evidence but the SMC does not periodically review
existing advice.

Evidence of
decision

impact of the

HAS is an advisory body and only part of the reimbursement decision
process. The authors are unaware of any published studies reporting the
impact of HAS advice on the final reimbursement decisions. Although the
majority of reimbursement decisions made by the Ministry of Health are
positive. HAS influence the price through the judgement of ASMR.

There is one study that has identified the effect of a not recommended
SMC on use within primary care and found the impact to be variable,
Bennie et al. An investigation into the effect of advice from the Scottish
Medicines Consortium on the use of medicines in Scotland's Health Service
(2011). The study reported that there is a complex relationship between
advice following an SMC recommendation and changes in clinical practice.

France

Scotland
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Policy implementation Level

Establishment

Haute Autorité de santé (HAS) was established in 2004 by the Ministry of
Health and Solidarity. Funding is raised through social health insurance in
France.

The Scottish Medicines Consortium (SMC) was established in 2001 by the
15 Health Boards. Funding for public provision is funded through taxation
in Scotland.

Objectives The aim of the agency is to improve the quality of care and guarantee | The aim of the agency is to accept those newly licensed drugs which clearly
: equity within the healthcare system. represent good value for money and reduce postcode prescribing.
Implementation Provides one of the two stages of advice regarding the case for | Provides one stage advice to the health boards and Area Drug Therapeutic

reimbursement which includes clinical efficacy. Economic considerations
made by the Economic Committee for Health Products (CEPS). the HAS
opinion informs the pricing and volume agreements that are negotiated
between the manufacturer and the Economic Committee for Health
Products {CEPS) for outpatient medicines and medicines on top of DRG.
Prices for those medicines for hospital use included in the DRG are
negotiated directly with the individual hospitals.

Committees with regards value for money. The health boards choose
whether to include the medicine following advice from the SMC.
Manufacturer is free to set price prior to the evaluation by the SMC.

Accountability

Legally required to provide advice to Ministry of Health in 90 days

NHS Scotland and the Ministry of Health

Technology Decision Level

(i) Assessment

Consultation and stakeholder
involvement

Transparency committee includes physicians, pharmacist, specialist in
methodology and epidemiology. There is no third party synthesis of
evidence.

The SMC process includes two committees. The NDC includes clinicians and
pharmacists - nominated by the ADTCs a health economist, a statistician
and two industry representatives. The SMC includes a wider representation
including a Chief Executive, Finance Directors, patient and public
representation, Association of British Pharmaceutical industry (ABPI),
together with the clinical and public health members. There is no third
party synthesis of evidence and/or provision of economic evaluation

Evidence base for assessment

HAS considers all pharmaceuticals once marketing authorisation has been
granted. The manufacturer is required to present relevant data on clinical
efficacy, comparative safety and relative effectiveness.

The SMC considers all newly licensed medicines, new formulations of
existing medicines and new indications for established products (SMC
excludes assessment of vaccines, branded generics, non-prescription-only
medicines (POMs), blood products, plasma substitutes and diagnostic
medicines) once marketing authorisation has been granted. The
manufacturer is required to submit evidence on clinical efficacy,
comparative effectiveness, clinical effectiveness, cost-effectiveness and
budget impact.

Clinical-effectiveness assessment

HAS requires the manufacturer to submit all relevant studies for the clinical
efficacy of the medicine but there are no requirements for these to be
identified by a systematic review of the evidence. In the absence of head
to head trials a network meta-analysis is permitted. The HAS commission a

The SMC requires the manufacturer to provide evidence assembled
systematically for the indication{s) of the medicine including details of RCTs
(active controlled most relevant), meta-analyses, and most relevant effects
of a medicine. The manufacturer provides evidence of clinical efficacy and
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separate literature review of the evidence. The manufacturer provides a
claimed score for the Service Médical Rendu (SMR) and L’amélioration du
Service Medical {ASMR). The transparency committee is given information
from a literature review and the manufacturer’s submission.

is required to consider the medicine in terms of the applicability to clinical
practice in Scotland, guidelines and relevant protocols for the most
relevant active comparator medicines. - In the absence of head to head
evidence a network meta-analysis is required by the SMC. The network
meta-analyses should be described with reference to a systematic review
for studies included and the search strategy for trials included and
clinical/statistical heterogeneity between data sources.

Cost-effectiveness assessment

Not required or presented by manufacturer.

The responsibility for demonstrating the cost-effectiveness and any further
analysis relevant to Scottish practice rests with the manufacturer and
failure to submit cost-effectiveness automatically results in a not
recommended decision. A reference case is not provided but the SMC
specifies that cost-utility analysis is the preferred form of economic
evaluation and health effects should be expressed in Quality-Adjusted Life
Years (QALYs). Modelling is the main framework used to synthesise data of
clinical and cost-effectiveness, in the absence of real-life effectiveness data.
Manufacturers are required to provide sensitivity analysis in the form of
single and multi-way analysis to allow the committee to explore the
uncertainty in the estimates.

Presentation and communication
of results

The manufacturer submits a dossier to the HAS but this is not published on
the website. A fee of 2,875 EURO is required for the processing of the
submission, HAS provides a ‘opinion’ document published on their website
which contains an assessment of evidence, details of the appraisal and
recommendation.

http://www.has-sante fr/portail/jcms/c_5268/medicaments?cid=c_5268

{ii) Decision

The manufacturer submits a New Product Assessment Form (NPAF) but no
fee is required for the processing of the submission. The NPAF is not
published on the SMC website. An advice document is published on the
SMC website.

http://www.scottishmedicines.org.uk/Home

Who makes the decision

The HAS committee is called the Transparency committee and considers
the dossier from the manufacturer and a review of the literature. A
recommendation is produced along with a judgement of the ASMR and
SMR are provided for the second stage where price is negotiated by the
CEPS. The final reimbursement recommendation and price is made by CEPS
in the Ministry of Health,

The NDC and Transparency committee solely receive a submission from the
manufacturer of the relevant evidence and in contrast to NICE in England,
do not commission a third party to provide a separate review of the clinical
evidence and economic evidence (in the case of SMC). The
recommendation is advice and the final reimbursement decision is made by
the Health Boards.

Decision-making process

The decision making process is summarised in Figure 1. The HAS is one
agency involved in the process of decision making, which also involves CEPS
and the Ministry of Health. The HAS committee is called the Transparency
committee and considers the dossier from the manufacturer and a review
of the literature. There is no consultation with stakeholders prior to the
final recommendation.

The decision making process is summarised in Figure 1. The SMC is one
agency involved in the decision process. The Health Boards make the final
reimbursement decision. The SMC process includes two committees. The
NDC includes clinicians and pharmacists ~ nominated by the ADTCs a health
economist, a statistician and two industry representatives. The SMC
includes a wider representation including a Chief Executive, Finance
Directors, patient and public representation, Association of British
Pharmaceutical Industry (ABPI}, together with the clinical and public health
members. There is no consultation with stakeholders prior to the final
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recommendation.

Appraisal of clinical evidence

The committee judges the SMR and ASMR for the medicines. This is
performed by a majority vote for the two criteria.

SMR (Medical Benefit): The score takes into account the severity of the
condition and other data specific to the drug such as the effectiveness and
adverse reactions, place in the therapeutic strategy, existence of other
therapeutic alternatives and importance for public health. The SMR
determines the level of cost-sharing paid by members of the health
insurance system and whether the medicine justifies reimbursement. The
SMR takes four categories; Major, Moderate, Low and insufficient (does
not justify reimbursement). ‘

ASMR (Improvement in Medical Benefit): The Improvement in Medical
Benefit is first provided in the manufacturer submission as a claimed score
for the medicine. The ASMR is a score of the relative-effectiveness of the
medicine compared to the medicine used in practice. There are five
different levels of ASMR from Major Improvement (), Important (i),
Moderate (lll), Minor (IV) and no improvement (V). The ASMR determines
the pricing that is negotiated between the manufacturer and CEPS. A
separate ASMR may be rewarded to a medicine that has different benefits
in different indications or patient subgroups. The ASMR determines the
price negotiated by the CEPS. CEPS negotiates price for outpatient
medicines and those medicines that are used in hospital but not included in
the DRG (those included in the DRG are negotiated with individual
hospitals). Those rated on the ASMR of |, Il or Iil are allowed to set a price
higher than the comparator, IV depends on the context and V must be cost-
saving in relation to the relevant comparator (s). The CEPS also sets price
volume agreements with the manufacturer where in the event that sales
exceed the forecasts for the four years the company is required to provide
a claw back for the additional costs.

The NDC reports a qualitative description of the efficacy and relative-
effectiveness considerations. This has been informed by six questions asked
to a number of independent experts on the following:

1. Are there guidelines, available or in preparation, which do {or could)
influence Scottish prescribing in this area?

2. Do you wish to highlight any areas of unmet need in relation to the
relevant condition(s)?

3. What are the current treatment options? In particular, what is the
predominant treatment in Scotland?

4. What is your preferred treatment (if different to predominant
treatment)? Please explain?

5. Disease prevalence: Please estimate how many patients currently
receive treatment in your catchment area and/or in Scotland? (Please
state population numbers if you have given an estimate for your catchment
area.)

6. If you have knowledge of this particular new product for this indication,
please describe how it might fit into your treatment plan,

Appraisal of economic evidence

No appraisal performed of health economic evidence.

The fitness for purpose of the economic evidence and the interpretation of
the estimate of cost-effectiveness in the context of the medicine’s use in
practice is considered. The economic evaluation is one criterion considered
in the draft advice by the NDC to the SMC with respect to the threshold
reported by NICE but other criteria are considered in the context of each
decision such as the absence of alternatives, bridging to other therapies,
emergence of other therapies and special issues that are specific to the
medicine. The manufacturer may submit a Patient Access Scheme (PAS) to
an independent group called the Patient Access Scheme Assessment Group
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(PASAG) to improve the cost-effectiveness of a medicine by reducing the

cost of the new medicine and allowing patient access to clinically effective
medicines.

(i) Outputs and implementation

Appeal and dissent

The manufacturer has a period of eight days from receipt of the notice of
the advice to request a hearing. At the end of the 8 days in the absence of
comments the opinion becomes final. The manufacturer has 15 minutes to
present its cases and reasons for the hearing should be submitted. The
recommendation may then be amended and a final notice sent to the
Ministry of Health and stakeholders.

The manufacturer may ask the SMC to convene an Independent Review
Panel (IRP) to look again over existing data and analyses. An IRP will review
the original submission and views of the NDC and SMC. The IRP consists of
here member of the SMC that were not involved previously with the
submission and four members of the Scottish Area Drug and Therapeutics
Committees. The IRP reports back to the SMC who is the final judge
following a review,

Implementation
communication

and

HAS opinions are either positive or negative (conditions may also be
imposed for additional studies or a target patient population) and are
produced for the CEPS of the Ministry of Health where decisions are made
on the price for outpatient medicines and hospital medicines that are not
covered within the DRG. :

The details of the recommendations are provided in an advice document
for the SMC within 120 days (non-legally binding) and an opinion document
for the HAS in 90 days (legally binding). Neither of the agencies publishes
the manufacturer submission. Three categories of advice are provided by
the SMC to the Area Drug and Therapeutic Committees {(ADTC) for listing;
accepted for use; accepted for restricted use and not recommended

Monitoring and reappraisal

HAS can self-refer medicines in the presence of new evidence, reviews all
medicines at 5 years post-listing and assess the evidence from any post-
listing studies. The recommendations at the 5-year review may result in
the SMR being revised and an opinion for de-listing the medicine.
Manufacturers may submit new evidence for medicines at any point in a
new dossier and the Transparency committee will provide reassessment of
the medicine.

Manufacturers may resubmit to the SMC in the light of new evidence or a
new analysis of existing evidence but the SMC does not periodically review
existing advice.

Evidence of
decision

impact of the

HAS is an advisory body and only part of the reimbursement decision
process. The authors are unaware of any published studies reporting the
impact of HAS advice on the final reimbursement decisions. Although the
majority of reimbursement decisions made by the Ministry of Health are
positive. HAS influence the price through the judgement of ASMR.

There is one study that has identified the effect of a not recommended
SMC on use within primary care and found the impact to be variable,
Bennie et al. An investigation into the effect of advice from the Scottish
Medicines Consortium on the use of medicines in Scotland's Health Service
(2011). The study reported that there is a complex relationship between
advice following an SMC recommendation and changes in clinical practice.
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Table A6.2: 2010 recommendations by HAS and SMC

HAS - 2010 SMC-2010
Recommendations (all submissions on website | 410 86
excluding HAS simplified procedure)
Recommendations subset (Full submission for new | 122 (30%) 57 (66%)
medicine, indication, extension)
Recommendations for new medicine, indication or
extension
Recommended listing - (including  major/minor | 115 (94%) 32 (56%)
restriction) )
Not Recommended Listing 7 (6%) 25 (44%)
Common medicines assessed 17 (14%) 17 (30%)
Disease treated (ICD 10 codes by chapter)
Certain infectious and parasitic diseases 15 (12%) 1(1%)
Neoplasms 16 (13%) 17 (30%)
Diseases of the blood and immune mechanism 6 (5%) 4 (7%)
Endocrine, nutritional and metabolic diseases 9 (7%) 8 (14%)
Mental and behavioural disorders 4 (3%) 2 (4%)
Diseases of the nervous system 9 (7%) 2 (4%)
Diseases of the eye and adnexa 4 (3%) 1(2%)
Diseases of the circulatory system 16 (13%) 5 (9%)
Diseases of the respiratory system 5 (4%) 3 (5%)
Diseases of the digestive system 7 (6%) 1(2%)
Diseases of the skin and subcutaneous tissue 3 (2%) 4(7%)
Diseases of the musculoskeletal system and | 4(3%) 6(11%)
connective tissue
Diseases of the genitourinary system 2(1%) 0 (0%)
Pregnancy, childbirth and the puerperium 1(1%) 0 (0%)
Certain conditions originating in the perinatal period 1(1%) 0 (0%)
Congenital malformations and  chromosomal | 1 (1%) 0(0%)
abnormalities
Symptoms, signs and abnormal clinical and Iaboratory | 4 (4%) 2(3%)
findings
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Injury, poisoning and certain other consequences of | 2 (2%) 0(0%)
external causes
Factors influencing health status and contact with | 13 (11%) 1(1%)
health services
Evidence judgments by HAS and SMC HAS - SMR HAS - ASMR SMC - Clinically- | SMC -  Cost-
effectiveness effectiveness
demonstrated demonstrated
Substantial -1 | 14 (12%) 1 3(3%) | Yes 47 (82%) 32 (56%)
important—2 | 83 (68%) 2 2(2%) | No 10 (18%) 25 (44%)
Moderate-3 | 14 (11%) 3 9(7%) | Type of Economic analysis performed
low-4 4 (3%) 4 20 Cost utility 45 (79%)
{16%)
Insufficient — | 7 (6%) 5 81 Cost 2{(3%)
5 (66%) | effectiveness
Insufficient | 7 (6%) | Cost 9 (16%)
minimisation
Not provided 1 (2%)
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D Drug Efficacy Trials SMC Clinical Evidence HAS Clinical Evidence ASMR SMC Economic Model Issues
C001 | Botulinum SMC: | There are difficulties in assessing | The main issues reported were | 5 Not recommended - license
type A Bakheit (2000), Bakheit | the benefits: (1) No trials available The model structure was
500 - units | (2001) & Bakheit (2004) (1) Dosage - individualised comparing with active deemed appropriate and
powder for each patient comparator drugs extensive sensitivity analysis.
solution  for | HAS: according to muscle {phenol, alcohol, The issues reported were:
injection Smith (2000), Bakheit 7 spasticity. dantrolene or baclofen) (1) Improvement in MAS
: (2001), Hesse {1998) (2) Comparators — no details or functional scores lead to
for comparison with rehabilitation. improvements in
The same Phase |l physiotherapy. (2) No safety or efficacy quality of life. Clinical
supporting trial but (3) Patient population - short data lasting more than expert opinion
additional different time period to post 12 weeks. confirmed that changes
supporting trials. stroke. in MAS and quality of
' (4) Assessment of primary life are poorly reported.
outcome by investigator A Health Outcomes
assessment. Data Repository
{5) Clinical trial studies for (HODaR) was used but
post-stroke patients even deemed a poor
though indication is substitute for direct
wider. measurement.
€002 | Ribavirin Same trials: The clinical issues related to: The clinical issues: 3 Recommended - License
200mg (1) Dosage - for lighter {1) Uncontrolled design of No issues reported.
Gonzalez-Peralta (2002) patients where oral trials not allowing The analysis was well conducted
Fried (2002) solution is unavailable. demonstration of and demonstrated ribavirin to
impact on morbidity or be a cost-effective treatment
mortality. option compared to no
treatment.
€003 | Docetaxel Same trials The clinical issues related to: The clinical issues: 2 Recommended - License
20mg/80mg (1) Comparator — The trial (1) Comparator—The No issues reported.
concentrate Martin (2005), Roche compared TAC with FAC. comparator used in the The economic study was well
and solvent (2006) This is not the commonly trial as according to designed. An  indirect
used regime in France. American design rather comparison was used for the
An indirect comparison was than FEC100. comparator regime.

considered against FEC.
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C004 | Candesartan Same trials No issues reported. No issues reported. Recommended - License
cilexetil No issues reported.
2,4,8,16 & | CHARM-Alternative, The comparator reflected
32mg CHARM-Added Scottish practice and
demonstrated that candesartan
is a cost-effective treatment
when used as an alternative to
ACE-inhibitors or when used as
an add-on.
C005 | Solifenacin SMC: The issues reported were: The issues reported were: Recommended - License
succinate Chapple (2004), {1) Trial attrition. (1) Lack of active Issues noted:
tablets 5mg, | Cardozo (2004), Haab (2) Dosage - Dose reduction comparator studies - (1) The analysis was
10mg {2005), x1 unpublished, not permitted for those The committee does ) complicated by the
Chapple (2005) intolerant. not have access to omission of 1mg
(3) Trial population — studies comparing with tolterodine which
HAS: patients were an active comparator in would reduce the
Chapple {2004), predominantly female France. average weighted cost.
Cardozo(2004), x2 (4) Other comparators ~ (2) Trial representation —
unpublished, Chapple solifenacin has not been The trial population
(2005) compared to other was not representative
medicinal products. of the older patients
€007 | Rasagiline Same trials: The issues reported were: The issues reported were; Not recommended - Subgroup
img TEMPO study (1) Lack of comparator trials (1) The studies assessed Issues noted:
- No trials compare with the short term benefit (1) Limited consideration
selegiline or other of 6 to 12 months. of comparator regimes.
dopamine agonists. (2) Lack of active (2) Theinterpolated
(2) Delayed trial start design comparator trials - No transition probabilities.
—There is no convincing trials compare with (3) Structure of the model
evidence that it causes selegiline or other for first and second line
disease modifying or dopamine agonists. therapy.
neuroprotective effects.
C008 | Rasagiline Same trials: The issues reported were: The issues reported were; Not recommended - license
1mg LARGO study, PRESTO {1) Lack of active comparator (1) The studies assessed Issues noted:
study trials - There were no the short term benefit (1) The most relevant
trials directly comparing of 6 to 12 months. comparator was not
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rasagiline with other
COMT inhibitors or
selegiline.

(2) Lack of comparators—
No trials compare with
selegiline or other
dopamine agonists. The
indirect comparison
was not relevant

considered which was
considerably lower in
cost.

C009 | Lanthanum
carbonate
250mg, -
500mg,
750mg,
1000mg

Same trials:
Joy (2003), Hutchison
(2005)

The issues reported were:

(1) Lack of active comparator
trials — There were no
head to head studies with
other non-aluminium
phosphate binder,
sevelamer

(2) Long term effects on
bone have still to be fully
established.

The issues reported:
(1) Thelong term safety on
bone has not yet been
sufficiently established.

Restricted - Subgroup

No issues reported.

The survival analysis was
deemed necessary and seems to
have been robustly performed
and sensitivity analysis gave the
committee confidence in the
results given the uncertainty in
the clinical evidence.

C010 | Omalizumab | Same trials: The issues reported were: The issues reported: Restricted — Subgroup
150mg INNOVATE (2005) (1) Lack of active comparator (1) Short-term study The issues reported were:
trials — It has not been period of 28 weeks. 23 (1) Risk of death from
shown whether month period would severe exacerbation
omalizumab is clinicaily have been more episode may be an
beneficial to slow release appropriate. overestimate
theophyllines or anti- (2) Asthma severity was (2) The assumption of no
leukotriene agents. markedly more drop out
pronounced before the (3) The baseline assuming
study. divisible dosage may
not always be feasible
in clinical practice.
C011 | Capecitabine | Same trial: The issues reported were: The issues reported were: Recommended -~ License
150 and 500 | X-ACT study (1) Lack of direct (1) The main study showed No issues reported.
mg comparisons -~ Whether that capecitabine was The evaluation was well

the tolerability of
capecitabine would be
sustained in comparison
to the de Gramont

not inferior to 5FU/FA
regimen (bolus) but a
different
administration used in

designed and seemed robust. It
was notable for the use of a
number of comparators.
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regimen. Europe.
C013 | Erlotinib SMC: The issues reported were: The issues reported were: Restricted - Subgroup

25mg, 100mg { BR21 study {1) Comparator — Active (1) Lack of comparator The issues reported were:

& 150mg supportive care in all with second line (1) The group of patients
Indirect comparison performance status. comparator drugs who would not be
included. Indirect comparison was docetaxel and suitable to receive

needed with docetaxel. pemetrexed. docetaxel was not
HAS: (2) Patient Population — {2) Patient population - compared to the
BR21 study and Trial identification and pre- patients included in the appropriate
A248-1007 Phase ll. selection of patients most trial had to have comparator.
likely to respond already received at (2) Weakness in the
least one or two line of handling of resource
chemotherapy and it use for the duration of
was not stated whether treatment of 4-5 cycles
the disease was of docetaxel may be
progressing or had greater than standard
stabilised. practice in Scotland.
C014 | Sildenafil SMC: The issues reported: Issues reported: Restricted — License

citrate 20mg - | Galie (2005) & SERAPH (1) Trial design with (1) The effect of the No issues noted.
study : meaningful endpoints. treatment on mortality

Orphan (2) Patient population —only unknown and the

Indication. HAS: 58% of the study benefit not established
Galie (2005) population were of in more severe stages

functional class 111, of PAH.
although treatment
effects were consistent
across subgroups.
(3) Lack of data for second-
line — The study excluded
patients who had
previously failed
bosentan therapy.
C01S | lbrandronic Same trials: The issues reported: The issues reported: Recommended - License
acid 150mg Chesnut (2004) & Miller (1) back of comparative trials

(2005)

(1) Lack of comparative

— No comparative trials of

trials with other

No issues reported
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ibandronic acid with bisphosphonates

HAS: Indirect other standard

comparison includedc - treatments for
osteoporosis in
postmenopausal women.

(2) Patient population —the

study included women
that did not have
osteoporosis.

C016 | Pegylated SMC: The issues reported were: The issues reported were: Recommended - License
interferon Lau (2004), Cooksley (1) Patient population —data (1) Lack of direct There were no issues reported.
alfa 2a, | (2001), Marcellin (2004) on patient subgroups and comparison with other
180mcg the trials were based in comparators —
subcutaneous | HAS: Australasia and the establishing benefit in
injection Lau (2004), Marcellin proportion of Asian comparison to

(2004) patients exceeded 97%. standard alpha
interferon

C018 | Posaconazole | Same trials: The issues reported were: The issues reported were: Recommended - License
40mg/ml oral | SCH56592 (1} The non-comparative (1) The uncontrolled study The issues reported were:
suspension (unpublished) + study design and did not allow a (1) The comparison of

retrospective data comparison with a comparison of costs is based on

retrospectively identified posaconazole with median duration of
SMC: Indirect control group. voriconazole. treatment with very
comparison included. (2) Patient population — The wide range for each

majority of the patients in drug.

the posaconazole group

had received prior

treatment with

amphotericin.

C023 | Tipranavir Same trials: The issues reported were: No issues reported. Restricted - Subgroup
250mg RESIST 1 study and (1) Longterm safety issues No issues reported.

RESIST 2 study. and adverse events The economic evaluation was
profile require further well designed.
information.
€024 | Infliximab SMC: The issues reported were: The issues reported were: Restricted - Subgroup

100mg

Gottlieb (2004), Reich

(1) Lack of direct

{1) Lack of a direct

No issues reported.
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(2005) & Menter (2006) comparison—in comparison — with
comparison to etanercept etanercept and
Indirect comparison or efalizumab. methotrexate. Indirect
included. comparison submitted
by manufacturer but
HAS: not deemed suitable.
Chaudhai (2001),

Gottlieb (2004), Reich
(2005)

Indirect comparison
included.

C025 | Sodium SMC: The issues reported were: The issues reported were: » Not recommended - License
oxybate XYREM (2002), XYREM (1) Lack of direct comparison (1) Larger scale long term The issues reported were:
500mg/mi (2003a), XYREM with other licensed trials are necessary to (1} The utility values may

(2003b), XYREM (2005) products — A comparison clearly demonstrate not be representative
between sodium oxybate the benefit of clomipramine

HAS: and clomipramine which (2) The effects of treated patients

XYREM (2002), XYREM is the only other licensed discontinuing sodium (2) The resource savings

{2003a), XYREM product for the treatment oxybate therapy. (3) No costs for the

(2003b), SXB-6, SXB-7 of cataplexy in adults with treatment of adverse
narcolepsy. events were recorded

(2) Dosing regimen ~The (4) Non-responders maybe

dosing regimen maybe on sodium oxybate for
problematic in practice. more than 3 months.

C026 | Levetiracetam | Same trial: The issues reported were: No issues reported Recommended - License
250, 500, 750 | Glauser (2006) (1) Lack of direct The issues reported were:

& 1000mg comparisons with other (1) There were some
anti-epileptic drugs. weaknesses in the

(2) Dosage mechanism ~ submission but these
dose titration in practice are not expanded upon
is unlikely to follow such a in the document.
rigid titration as in the
trials.
C027 | Exemestane Same trial: The issues reported were:

The issues reported were:

Restricted use license
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25mg tablets | Coombes (2004) (1)} Longterm outcome (1) The exclusion of No issues reported.
studies patients with early The choice of  patient
(2) Lack of direct comparison recurrences. population, comparator and
with other aromatase (2) Comparison with other economic modelling approach all
inhibitors. comparator regimes — seem appropriate.
A comparison of the
benefit of sequential
treatment compared
with treatment with an
aromatase inhibitor
prescribed
immediately.
€028 | Adalimumab | Same trials: The issues reported were: The issues reported were: Recommended - License
40mg ATLAS study, (1) Patient population — Only (1) Lack of a direct No issues reported.
solution for | Maksymowych (2005) 56% and 42% of the comparison with other The choice of comparator and
injection patient populations in the TNF antagonists modelling  approach  were
two trials had received etanercept and broadly acceptable.
treatment with at least infliximab
two DMARDs. The
populations may differ
from Scottish patients.
(2} Lack of direct
comparisons ~ There are
no direct comparisons of
adalimumab with other
TNF-antaginists for the
treatment of arthritic and
psoriatic symptoms in
patients.
C029 | Sorafenib Same trials: The issues reported were: No issues reported. Not recommended - License
200mg Escudier (2007) phase (1) Lack of studies against The issues reported were:
i1, Ratain {2006) the active comparator — {1) The extrapolation and
sunitinib. reapplication of the 4"
(2) Patient cross-over in trial. cycle transition
probabilities
substantially reduces
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the confidence in the
long term cost-
effectiveness.

C030

Voriconazole
50mg &
200mg tablet,
40mg/ml oral
suspsension
& 200mg vials
for infusion.

Same trials:
Kullberg (2005)

The issues reported were:

{1) Dosage —The intravenous
maintenance dose in the
clinical study was 3mg/kg
twice daily which is
inconsistent with the
maintenance dose, listed
in the summary of
product characteristics
(SPC) of 4mg/kg twice
daily.

(2) Submitted indication -
the indication was for
second line following
fluconazole where
patients were fluconazole
resistant or refractory to
fluconazole. The study
considered voriconazole
with conventional
amphotericin 8 followed
by fluconazole for the
primary treatment of
non-heutropenic
candidaemia.

The issues reported were:

(1) Patient population -
Patient characteristics
at baseline were similar
except for the mean
APACHE Il score which
was higher in the
amphotericin
B/fluconazole than
patients treated by
voriconazole. The
incidence of renal
events was higher in
the amphotericin
B/fluconazole group
thanin the
voriconazole group.

Restricted - Subgroup
The issues reported were:

(1) The use of the clinical
trial data, lower
maintenance dose and
patient weight in
clinical trials —
manufacturer asked to
produce additional
analysis.

C032

Nebivolol
5mg

SMC:
SENIORS (2005), Edes
(2005)

Indirect
included.

comparison

HAS:

The issues reported were:

(1) Lack of direct trials
comparing nebivolol with
other beta-blockers.

{2) Intention to treat analysis
—The ITT analysis should
include all patients
randomized, and no

No issues reported

Recommended - License
The issues reported were:

(1) The analysis compared
nebivolol to carvedilol,
which is the more
expensive f the two
available beta-blockers
that could have been
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SENIORS (2005} reason is given for the used in the comparison.
exclusion of a study (2) The mean age in the
centre. model was 70, which

was 6 years less than
the mean age in the
clinical trials and likely
age of the population of
interest in Scotland.
This is likely to
overestimate the gain
in life.
C033 | Daptomycin Same trial: The issues reported: The issues reported were: Restricted - Subgroup
350mg Arbeit (2004) (1) Other direct comparisons {1) Type of infections in No issues reported.
—There are no directly the trials - The clinical It was appropriate to use a cost-
comparative clinical data efficacy of daptomycin minimisation approach because
comparing daptomycin against Enterococcus the submitted clinical evidence
with linezolid or faecalis and demonstrated equivalent
quinupristin/dalfopristin. Enterococcus faecium efficacy of daptomycin and
(2) Types of infections has not been Vancomycin.
included -~ The numbers established. The
of patients in some product cannot be
groups were small and positioned in the
these may affect the therapeutic
extrapolation of the trial management of severe
results in terms of clinical infections.
success in the studies into
practice.
C034 | Alglucosidase | SMC: The issues reported were: The issues reported were: Not recommended - License
alfa 50mg Kishnani (2007), Trial (1) Late onset —the available (1) There are no long-term No issues reported.
Orphan Drug | 1702, AGL02804 evidence does not efficacy and safety data The analysis was clear, concise
demonstrate efficacy in available and well conducted but given

HAS: this group of patients. It is (2) Data on late-onset the extremely high cost for the

Kishnani (2007), Trial not clear if the data can Pompe disease is very health gain the economic case

1702, AGLO2804 be extrapolated from limited. was not demonstrated.

infantile-onset disease.
{2) Longterm data -~

£244,450 - £318,283 per QALY.
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- uncertainty whether
patients remain in good
long term health.

C036

Tigecycline
50mg

Same trials:
Ellis-Grosse {2005),
Sacchidanand (2005)

The issues reported were:

(1) Llack of other direct
comparisons. The trials
compared to Vancomycin
and azetreonam. These
antibiotics are not
rountinely used in
Scottish practice for skin
and soft tissue infections.
American study design.

(2) Patient population -
Patients were recruited in
2 of 65 centres
participating in the global
trial. It is not possible to
determine from the data
whether there are any
differences between the
Scottish population and
total trial population.

This issues reported were:

(1) Lack of other direct
comparisons. The
comparators used in
the trials Vancomycin
and azetreonam are
not the reference
comparators.

(2) Patient population -
There were patient
groups excluded which
would be important in
this context.
{immunodepressed
patients).

Restricted - License
The issues identified:

(1} The evaluation ,
considered clinical data
that does not represent
2" or 3™line treatment
usage rather first line.

co37

Tigecycline
50mg

Same trials:
Olivia {2005) &
Babinchak (2005)

The issues reported were:

(1) Patient population —
Patients from the UK
were recruited in 2 of the
94 centres participating in
one of the trials. It is not
possible to determine
whether there are any
differences between the
Scottish population and
the total trial population.

(2) Lack of other direct
comparisons — The trials

The issues reported were:

(1) Patient population
included ~ The mean
APACHE score was 6
and only 4% of patients
had a score>15. The
number of patients
with a severe
underlying pathology
was limited. The
patients not
representative of those

in practice.

Restricted - License
The issues reported were:

(1) The manufacturer’s
analysis used clinical
effectiveness data from
2" line or 3" line
therapy rather than
first line.

(2) The possibility that
other factors other than
bacterial resistance
patterns might
influence clinical




Appendices

433

compared with
imipenem-cilastatin
which is not routinely
used in Scottish practice.

(3) Limited number of
infections — The trials
described in the evidence
submission gave a limited
number of pathogens
resistant to other
antibiotics which were
isolated.

(2) Lack of other direct
comparisons — with
other antibiotics.

response has not been
considered.

C038 | Pegaptanib Same trial: The issues reported were: The issues reported were; Restricted - Subgroup
0,3mg VISION study (1) Patient population— (1) Patient population — No issues reported.
entry requirements in the caution should be The key strength of the
trial defined subfoveal exercised in evaluation was that the clinical
neovascular AMD, interpreting results as data has provided a targeted
implying that patients 13-35% of patients, treatment option for Scottish
with extrafoveal or based on the groups in practice.
juxtafoveal disease were both studies, also
excluded from the trials. received verteporfin
(2) Longterm efficacy — The FPT treatment during
trial design may limit the the study.
analysis of efficacy in the (2) Lack of direct
second year compared to comparison with
the first year. verteporfin. The
marketing
authorisation was given
6 years earlier.
C040 | Testosterone | Same trial: The issues reported were: The issues reported were: Recommended - License
undecanoate | Schubert (2004) (1) Dosage variations — (1) There wasno No issues reported.
1000mg/4ml comparative testosterone hypothesis formulated The economic evaluation was
oily solution SMC: Indirect levels in the direct study of superiority or generally adequately designed,

comparison included

are difficult to interpret
because of variation in
the dosing intervals and

equivalence and no
determination of
sample size. The study

with a plausible comparator.
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: Appendices
- pharmacokinetic profile is exploratory and
of different formulations descriptive and no
relative to the sampling statistical tests
points for assay performed.
testosterone. (2) Lack of comparison
{2) Theindirect comparison with other routes of
had several weaknesses administration of
but clinical experts did testosterone.

not raise concerns about
the comparative

effectiveness.
€043 | Rituximab Same trial: No issues reported. No issues reported. Restricted - License
10mg/ml Van Oers [EORTC 20981 The issues reported were:
study] (2006) (1) The model structure did
not include adverse
events.

(2) Uncertainty stemming
from the long-term
nature of the disease

C045 | Ivabradine SMC: The issues reported were: The issues reported were: Restricted - subgroup
Smg & 7.5mg | Tardif (2005), Ruzyllo (1) Patient Population - The (1) Lack of other direct

(2007), [ x3 long term
studies]

HAS:

Borer (2003), Tardif
(200S), Ruzyllo (2007),
CL03-018, [x3 long term
safety studies)

trial population may not
be representative of the
Scottish population that
would be eligible for
ivabradine.

(2) The robustness of the
non-inferiority trial

questioned by the EMEA.

comparisons — There is
no study available
versus other calcium
inhibitors (especially
diliazem and
verapamil).

(2) Patient population —
There were no studies
that enrolled patients
with contraindications
or intolerance to beta-
blockers.

The issues reported were:

(1) The justification of
primary care resource
use estimates were not
provided and costs of
managing ivabradine
related adverse events
were not estimated.

(2) Concerns over the
comparator chosen of
no treatment for those
who are
contraindicated or
intolerant to beta-
blockers and calcium
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channel blockers. No
evidence for other
possible treatment
options.

C046 | Natalizumab | Same trials: The issues reported were: The issues reported were: Restricted - Subgroup

: 300mg Polman [AFFIRM study] (1) The EMEA uncertainties (1) Lack of other direct The issues reported were;

(2006), Rudick (2006) highlighted with regards comparison study. The (1) The case was only made

treating the trial committee regretted in rapidly evolving
subgroup analysis with the absence of any severe RRMS.
caution. There is no comparative study with (2) The data used was
documentation on the mitoantrone for the taken from the trials in
severity of relapses, treatment of aggressive all patients with RRMS
either by clinical course recurring-remitting rather than the RES
or duration. forms of MS and the subgroup.

(2} Lack of controlled insufficient amount of (3) The assumption of
comparative studies — data on natalizumab as assuming the treatment
with existing therapies a monotherapy in the would continue
such as beta-interferon or population defined by irrespective of the time
glatiramer acetate. the indication. from start of treatment

(2) Long term safety or EDSS state.
concerns.
C047 | Parathyroid SMC: The issues reported were: The issues reported were: Restricted - License

hormone PATH study, TOP study (1) Primary outcome —The (1) Lack of direct There were no issues reported.

100mcg trial comparing comparison - The The evaluation was presented
Indirect comparison parathyroid hormone committee would of concisely, used a range of
included. with alendronate liked to of been comparators and  included

assessed BMD but not presented with a direct adequate sensitivity analysis.

HAS: fracture rates. However comparison with

Top study, PATH study,

OLES study, POWER
study

Indirect comparison
included.

anti-fracture efficacy is
not solely related to BMD
and estimates of the
relative benefits on
fracture rates with the
drugs cannot be derived
from this outcome.

{2) Lack of other comparator

teriparatide or any
other anti-osteoporosis
drugs.
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* trials — There are no trials
directly comparing PTH
with teriparatide.

C048 | Rituximab SMC: The issues reported were: The issues reported were: Recommended - License
100mg/10ml, | REFLEX study (1) Lack of other direct (1) Lack of a direct There were no issues reported.
500mg/50mi comparisons with other comparison with The model structure was

Indirect comparison DMARDSs or TNF- another TNF appropriate and the analysis was
included. antagonists. antagonist. well described.

HAS:

REFLEX study,

EDWARDS study,

DANCER study. .

C049 | Levetiracetam | Same trial: There were no issues reported. No issues were reported. Restricted - License
250, 500, | Brodie (2007) The issues reported were:
1000mg & (1) The manufacturers
100mg/mi SMC: Indirect submission suffered
oral solution, | comparison included. from a lack of
100mg/ml transparency and clarity
diluted  for (2) The use of a limited
infusion. indirect comparison.

C050 | Levetiracetam | Same trial The issues reported were: No issues were reported Recommended - license
250, 500, | Berkovic (2007) (1) Lack of direct comparison There were some weaknesses
1000mg & with other anti-epileptic raised with the submission.
100mg/ml drugs for the licensed These were not explicitly raised.
oral solution, indication. The sensitivity analysis gave
100mg/ml (2) The selection criteriain reassurance.
diluted for those patients from age
infusion. of four.

C051 | palonosetron | Same trials: There were no main issues raised There were no issues reported. Recommended - License
250 mcg Gralla (2003), Eisenberg The issues reported were:

(2003}, Aapro (2003)

(1) The reliance on non-
statistically significant
treatment differences

(2) The assumptions
regarding dose and
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efficacy of comparator
product

C052 | Posconazole
40mg/ml oral
suspension

Same trials:
Ullmann
Cornely (2007)

(2007),

The issues reported were:
(1) Infection Type — The

comparative efficacy data
relative to itraconazole,
are limited by small group
sizes.

The issues reported were:

(1) The committee would
of liked information on
the method of isolation
of patients in the
studies.

(2) Patient population —~
very few patients had
grade 3-4 mucositis in
the population studied.
It is therefore difficult
to draw conclusions on
the efficacy of such
prophylaxis in patients
with severe mucositis.

Recommended - License
The issues raised were:

(1) Itraconazole may have
been the more
appropriate comparator
in the trial.
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Table A6.4: Data and reasons for differences in recommendations
Code | Medicine | Type | Discrepa | Trials similar Comparators Primary HAS SMC -~ clinical | Type  of | Economic | Reason for
ntrec Outcome | ASMR | effectiveness Economic | estimate discrepancy
: Analysis
C001 | Botulinum | C-CC | Yes Yes —add ev Different Modified 5 Clinical effective | Cost utility | Dominates | Uncertainty
type A Trials — placebo Ashworth for endpoints but surrounding the
’ SMC - Three Score uncertainty about relative
placebo RCT, 1 | SMC (MAS) the effectiveness and
Phase 1, 2 | Usual Care transformation to difference in
Phase ili Qol benefit comparators, HAS
HAS - -~ Active provides ASMR of
comparator drugs 5 and list SMC not
recommended
€002 | ribavirin cC- Yes Yes Trials -placebo Sustained 3 Clinically effective | Cost utility | £490 Both agree
NC Viral for endpoints and clinical
Two SMC Response Qot. effectiveness and
uncontrolled Best supportive | (SVR) improvement. Cost-
trials care effectiveness
demonstrated -
HAS restriction
N Best supportive imposed by HAS
g%??j care {minor
restriction)  on
specialist and
monitoring
C007 | rasagiline C-C-C | Yes Yes Trials — placebo UPDRS S Uncertainty Cost Dominates | Uncertainty in the
2 double blind regarding the | effectivene relative
RCT SMC:  Selegine, relative sS effectiveness for
levodopa plus a effectiveness  in SMC and issues
dopa comparison with with fitness for
decarboxylase other medicines purpose of model
inhibitor and not sufficient to
dopamine demonstrate
receptor agonists. economics {not
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recommended)

HAS: Selegine, No improvement
levodopa plus a in relative
dopa effectiveness for
decarboxylase HAS.
inhibitor and
dopamine
receptor agonists.

C008 | rasagiline C-C-C | Yes Yes Trials:  placebo, | Average 5 Indirect Cost (£) saving Both agencies
Two Double | active change in comparison minimisati come to the same
blind RCT (one | comparator mean off { No demonstrates on conclusion
placebo (entacapone) time indirect | improvement of regarding
controlled, compar | entacapone over uncertainty of
one  active | SMC:  Selegine, ison. other COMT relative
comparator) levodopa plus a inhibitors but no effectiveness with

dopa direct comparison selegiline. SMC
decarboxylase of rasagline with does not
inhibitor and selegiline. recommend
dopamine Equivalence to because the
receptor agonists. entacpone economic
evidence includes
HAS:  Selegiline an inappropriate
{MAO-B inhibitor) comparator.

Co09 Lanthanu c-C- Yes Yes - Two | Trials: placebo | Serum 5 Broad Cost utility | £6,741 Both agree on
m NC Double blind | and calcium | Phosphate equivalence clinical
carbonate RCTs Phase lil | carbonate levels between lanthum equivalence. The

{one placebo, carbonate  and manufacturer’s
one active | SMC: Sevelamer, sevelamer even economic
comparator) calcium though no direct evidence
carbonate data. Modelled submission to the
improvement in SMC is in a
HAS: HrQol in subgroup of the
Sevelamer comparison to licensed patient
calcium group  (second
carbonate. line) and




Appendices

concludes  cos-
effectiveness has
been

demonstrated in
this group against
one of the

comparators
(calcium
carbonate).
C010 | omalizuma | C-C-C | Yes Yes -~ One | Different Rate of Relative Cost utility | £30,995 Both agree on the
b Double blind | Trials: Placebo clinically effectiveness as relative
Multi  Centre significant an adjunctive effectiveness with
RCT SMC: Leukotriene | asthma therapy but not regards to best
receptor exacerbati determined in supportive care. A
antagonist, SR | ons relation to slow different relevant
theophyline or ral release comparator in
beta-2-agonist theophyllines or Scotland, which
anti-leukotriene led to the analysis
HAS: Best agents. focusing on a
Supportive Care subgroup (all
other treatments
failed.
C013 | erlotinib C-C-C | Yes Yes add ev Trials: Placebo Overall Indirect Cost utility | £22,500 Uncertainty
Survival comparison show regarding relative
SMC: Double | SMC: Docetaxel a comparable effectiveness for
Blind RCT | monotherapy, overall  survival HAS  (ASMR=5)
Phase Il | pemetrexed, Best outcome with and judged
(placebo) Supportive Care docetaxel and a equivalent  for
more favourable overall survival in
HAS: Double | HAS: Docetaxel, adverse event comparison to
Blind RCT | Permetrexed, profile. docetaxel.  The
Phase il { Best . Supportive economic
{placebo) plus | Care evidence is
non- considered by the
comparative SMC which

Phase Il study.

involved an
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indirect
comparison show
comparable
overall  survival
outcomes and
improvement in
adverse  events
resulting in
quality of life
benefits.
Recommended in
a restricted group
of those eligible
for docetaxel.

monotherapy

conventional

commonly used

€015 | Ibrandroni | C-C- Yes Yes Trials: Placebo Rate of | 5 ~ | No active | Cost (£15) Uncertainty
¢ acid NC morphome | Indirect | comparators with | minimisati | saving regarding clinical
Two Double | SMC: Oral | tric compar | other  standard | on efficacy for HAS.
Blind Phase Ill | bisphosphonates | vertebral ison treatments. Clinical
RCTs (Placebo) | Alendronate, fractures provide | Meta-analysis of equivalence
risedronate d but|32 RCTs shows judged by a meta-
sodium, populat | ibrandronic acid analysis for SMC
raloxifene, ions of | to be broadly and economic
disodium trials equivalent to evidence
etidronate, had other demonstrates
calcitronin  and differe | bisphosphonates. cost-saving. HAS
teripartide nt places restriction
populat on reimbursed
HAS: Oral ions indication.
bisphosphonates.
C016 Pegylated | C-C-C | Yes Yes —add ev Seroconve | 5 Trial shows | Cost utility | £5,300 Both consider
interferon Trials: (active | rsion clinical common
alfa 2a SMC: Two | comparators, effectiveness in comparators and
Phase 1l | lamivudine) comparison to reach similar
studies Lamivudine which conclusions
(lamivudine SMC: is the most surrounding the

clinical efficacy in
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and
combination
of lamivudine
and pegylated
interferon alfa
2a)

One Phase i
dose finding
(pegylated
interferon alfa
2a versus
conventional
interferon alfa
2a)

HAS: Two
Phase i
studies
(lamivudine
monotherapy
and
combination

of lamivudine
and pegylated
interferon aifa

interferon alfa 2a
and alfa 2b,
Lamivudine,

Adefovir dipivoxil.

HAS: Interferon
alfa 2a and alfa
2b, lamivudine.

in clinical
practice. Data
limited to a Phase
1] Australasian

study for
comparison with
conventional

interferon alfa 2a.

comparison  to
conventional alfa

2a and
lamivudine. The
economic
evidence

modelied showed
improvement in
quality of life and
an acceptable
cost-
effectiveness.
HAS minor
restriction
{specialist and
monitoring)

lopinavir/ritonavir

2a)

C023 | Tipranavir { C-NC- | Yes Yes Trials: (active | Reduction Relative Cost utility | £28,000 Both agencies

NC comparator — pre | in viral effectiveness agreed on the
Two RCT | selected protease | load against other relative
Phase Il {pre | inhibitors) protease effectiveness. The
selected inhibitors was manufacturer
protease SMC: Other established. submitted a cost-
inhibitor plus | boosted effectiveness
ritonavir) proteases analysis in highly
inhibitors;

pre-treated
patients. The
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»
atazanavir/ritona
vir,
saquinavir/ritona
vir,
amprenavir/riton
avir,
fosamprenavir/rit
onavir

HAS: - - Boosted
protease
inhibitors

cost-effectiveness
was
demonstrated.

c024

infliximab

c-C-
NC

Yes

Yes —add ev

SMC:
3 Double Blind
RCTs (placebo)

HAS:

X3 Double
Blind trials
(placebo)

Trials: placebo

SMC: etanercept
and efalizumab

HAS:
Etanercept and
afalizumab

PASI 75

3 p—
Indirect
compar
ison
provide
d but
commit
tee
judged
was
not
possibl
e to
base
conclus
ions
becaus
e no
assess
ment
of
hetero
geneity

No active
comparator trials
comparing

infliximab  with
etanercept and
efalizumab. An
indirect
comparison was
performed by
NICE which
demonstrated a
greater response
but this could be
due to differences
in trial
populations.

Cost utility

£27,354

Both committees
concur on the
relative
effectiveness. The
economic model
used the indirect
comparison and
extensive
sensitivity
analysis provided
demonstrated
cost-effectiveness
for patients with
severe plaque
psoriasis.
(restricted)
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, hot
conclus
ive
whethe
r trials
were
compre
hensive
. A
direct
compar
ison
would
be
helpful.
€025 Sodium C-CC | Yes Yes ~add ev Different Change in | 4 There is no direct | Cost utility | £65,980 The two agencies
oxybate Trials: placebo Cataplexy comparison which considered
SMC: Two attacks compares sodium different
RCTs Double | SMC: oxybate with comparators for
Blind Clomipramine clomipramine, practice in France
(placebo) uncertainty with and Scotland
HAS: regards the The economic
HAS: Two | Best Supportive relative analysis was not
RCTs Double | Care effectiveness cost-effective at
Blind the current price
{placebo), and and there were
6 month Open weaknesses with
label RCT the submission.
{not
recommended)
C027 | exemestan | C-C- Yes Yes Trial: (active | Disease 3 Advantages in | Cost utility | £14,980 Both agencies
e NC comparator, Free terms of disease agree on relative
Double Blind | tamoxifen, survival free survival. This effectiveness  of
RCT exemestane) translates into the medicine.
{exemastane, QALY gain Economic  case
tamoxifen) SMC:Tamoxifen, overtime in the demonstrated
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anastrozole, economic model. through a robust
Letrozole. analysis  (minor
i restriction)
HAS: Tamoxifen,
anastrozole and
Letrozole.
€028 | adalimuma | C-C- Yes Yes Trials: Placebo ACR20 2 - | Relative Cost utility | £29,000 Both agree on
b NC Indirect | effectiveness in relative
Two Double | SMC: Etanercept, compar | comparison with effectiveness with
Blind RCT { infliximab ison placebo but respect to
{placebo) was uncertain  with placebo but
HAS: Etanercept, not regards other TNF uncertainty with
infliximab adopte | antagonists. respect to
d etanercept. The
becaus manufacturer’s
e of economic
weakne submission to the
sses SMC explores the
with sensitivity of the
the modelling and
metho concludes  cost-
dology effectiveness for
adalimumab.
(Minor restriction
for HAS)
C029 | Sorafenib | C-NC- | Yes Yes Trials: Placebo Progressio | 2 Relative Cost utility | £35,523 Both agencies
o n Free effectiveness in agree on relative
Double Blind | SMC: Best | Survival terms of PFS but effectiveness for
RCT Phase I | Supportive Care (PFS) uncertainty PFS but await
(placebo) and regarding overall results of overall
Phase Il study. | HAS: Best survival. survival  (ASMR
Supportive Care =2). Concerns
with
extrapolation
after the trial
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penicillin  or

pristin which may

Appendices
periods and too
high cost-
effectiveness (not
recommended by
SMC).
C030 | voriconazo | C-CC | Yes Yes Trials: . (active | Successful | 4 Clinical study | Cost (£1,436) HAS judge there
le comparator) response shows  relative | minimisati | saving to be an
One open to effectiveness on improvement on
label RCT (| SMC: treatment versus the active the basis of safety
voriconazole Amphoericin B, comparator but in comparison to
Vs fluconazole and does not support Amphotericin
amphotericin | caspofungin. the  submission second line
B followed by for second line. (ASMR=4)
fluconazole) HAS: Weaknesses  in
Amphotericin B, the model by use
fluconazole, of clinical trial
Caspofungin and data, patient
Fluxytosine. weight and
maintenance.
There was a need
for treatment in
those that do not
respond.
(restriction to this
patient group in
SMC)
C033 | daptomyxi | C-C- Yes Yes Trials Clinical 5 — | Non-inferiority Cost (25) saving | Both agree on
n NC Different Success populat | demonstrated to | minimisati relative
Two ion comparators on effectiveness with
Investigator SMC: studies | used. There are regards to non-
blind RCTs | Vancomycin, did not { no studies inferiority in trial
(Daptomycin, | teicoplanin, include | comparing population  but
or linezolid, severe | daptomycin with cannot be placed
penicillinase- | quinupristin/dalfo infectio | linezolid or in HAS severe
resistant pristin. ns quinupristin/dalfo infections

because of lack of
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Vancomycin).

HAS: Beta
lactams,
quinolines,
macrolides,
glycopeptides,
aminoglycosides,
oxazolidinones
and synergistins.

be used in
Scottish practice.

severe infections
in trial population
which was also
highlighted by
SMC. The
manufacturer

submitted a cost-
minimisation

analysis to the
sSMC in a

subgroup of
patients with
suspected or

confirmed MSRA
infection. (Major
restriction SMC).

C034 | Alglucosid |} C-C- Yes' Yes - Three | Trials: Proportion Relative Cost utility | £318,283 Both committees
ase alfa NC non- (alglucosidase- of patients effectiveness concur on the
comparative orphan drug) alive and demonstrated improvement of
trials free of against Best relative
matched with | SMC: Best | invasive Supportive Care. effectiveness
a group | Supportive Care | ventilation (ASMR=4)
without A well conducted
symptoms. HAS: Best analysis but not
Supportive Care cost-effective at
price {Not
recommended).
C036 | tigecycline | C-C-C | Yes Yes Trials: (active | Test of Studies show | Cost utility | Not Both agree that
comparators) Cure (TOC) tigecycline to be reported relative
Two Double non-inferior  to effectiveness
Blind RCTs | SMC: Vancomycin- shown in the
(vancomycin Flucloxacillin and azetreonam. study
followed by | Benzylpenicillin, These are not comparisons but
aztreonam) beta-lacta routinely used in relevance to
antibiotics  and Scottish Practice clinical  practice
macrolides and no direct questionable.
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comparisons with There are
HAS: beta-lactam, other antibiotic weaknesses in the
quinolones, regimes. economic
macrolides, evidence and use
glycopeptides. of the

Aminoglycosides,
oxazolidinones,

clinical
evidence.
Restricted to use

synergistins. for second and
third line (Major
restriction SMC).
C037 | Tigecycline | C-CC | Yes Yes Triats: (active | Test of The comparator | Cost utility | Not Both agree
comparator) Cure (TOC) in the trials is not reported relative
Two Double routine in Scottish effectiveness
Blind RCT | HAS: beta-lactam, clinical practice. shown in the
(tigecycline vs | quinolones, Uncertainty study comparison
imipenem- macrolides, regarding other but relevance to
cilastatin) glycopeptides. direct clinical practice
Aminoglycosides, comparisons. questionable.
oxazolidinones, (ASMR=5).
synergistins. There are
weaknesses in the
SMC: Cefotaxime economic
plus evidence and use
metronidazole, of the clinical
piperacillin- evidence.
tazobactam, Restricted to use
meropenem, for second and
Vancomycin. third line (Major
restriction SMC).
C040 | Testostero | C-C- Yes Yes Trials (active | Erthropoie Simitar  relative | Cost utility | £2,019 The Transparency
ne NC comparator) sis and efficacy in committee
undecanoa One RCT Grip comparison to discounted the
te (testosterone { SMC: strength enanatate trial evidence
undecanoate | Testosterone (clinicat because of
vs enentate) enantate, equivalence). A methodological
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Testosterone indirect weaknesses
propionate, treatment (ASMR=5) and
Testosterone comparison was restricted

, esters. provided that had reimbursement to
' several non age related
HAS: weaknesses. androgenic
Testosterone deficiency.

enanthate, Uncertainty in

testosterone indirect

esters comparison but
sensitivity
analysis confirms
likely cost-
effectiveness.
{Recommended
listing)

C045 | ivabradine | C-C-C | Yes Yes —add ev Trials (active | Total Non-inferiority of | Cost utility | £15,021 Both agree
comparator) Exercise ivabradine Vs relative

SMC: Two Duration atenolol and effectiveness
Double blind ] SMC:  Calcium- | {TED) ivabradine versus established in the
RCT Phase I | channel blockers, amlodipine  was comparator drugs

(ivabradine vs
atenolo!l) and
(ivabradine vs
amlodipine)

Three 1 year
safety studies.

HAS: Two
Double blind
RCT Phase Il
(ivabradine vs
atenolol) and
(ivabradine vs
amlodipine),

one Double

nitrates and
potassium
channel

activators

HAS: Calcium
channel blockers,
nitrates ’
nicrorandil

shown.

but ASMR (3) for

the same
indication as
SMC.
Manufacturer

submitted within
a subgroup of the
licensed
population.
There were
concerns over the
comparator
chosen but there
may be a small
group of patients
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blind RCT with no other
{placebo) treatment option.
Phase 1I and {(Major
Double blind restriction)
RCT (placebo)
Phase 1l and
three 1 year
studies

C046 | natalizuma | C-C-C | Yes Yes Different Patient There is a | Cost-utility | £22,500 Both agree

b Trials: relapse clinically uncertainty with

Two studies — important regards the active
Double blind | SMC; Beta- reduction in comparator of
RCT (placebo) | interferon, clinical relapse. mitoxantrone in
Phase Ill, One | glatiramer There are no France and beta-
RCT acetate active interferon in
(natalizumab _ comparator Scotland. An
vs beta | HAS: studies resulting (ASMR=3)  was
interferon 1a) { Mitroxanatrone in uncertainty. only provided for

the RES group
and requests an
observational

study be
provided.
Manufacturer
submitted an

economic analysis
in the RES
subgroup. There
were  concerns
with model were
explored through
sensitivity
analysis and
considered cost-
effective.
(Restricted)
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C049 | Levetiracet | NC- Yes Yes Trial: Active | 6 month { 4 Non-inferiority Cost utility | £413 Both agree on the
am NC-C comparator seizure demonstrated in non-inferiority in
One Double freedom comparison to comparison with
Blind RCT | SMC: carbamazepine. A carbamazepine
(levetiracetam | oxacarbazepine, limited indirect and HAS provides
vs gabapentin, comparison was a ASMR=4.
carbamazepin | topiramate, performed to Manufacturer
e) sodium valproate, compartor. positioned as
carbamazepine, second line.
lamotrigine, There were a
phenytoin. number of
weaknesses with
HAS: Phenytoin, indirect
Primidone, comparison  to
Gabapentin, derive the
Lamotrigne, relative efficacy
Phenobarbital, and high utility
Carbazepine, values but
Valporic acid, reassurance was
Oxcarbazepine, provided by a
Clonazepam number of
sensitivity
analyses (Major
restriction).
C052 |} posaconaz | C-C-C | Yes Yes Trials: Active | Incidence 3 Posaconazole Cost utility | £27,907 Both agree on the
ole comparator of appears to be non-inferiority
Two studies: probable/p more  effective demonstrated
One Double | SMC: Fluconazole, | roven than fluconazole, against the active
Blind RCT | itraconazole Fungal the comparative comparators  in
{posaconazole infection efficacy of the trials and

vs
fluconazole),
one open
label
evaluator-
blind RCT

HAS: itraconazole,
fluconazole and
amphotericin B

posaconazole vs
itraconazole is
more limited due
to small sample
sizes.

deemed an
ASMR=3,

The cost-
effectiveness

modelling  was
uncertain and
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(posaconazole sensitive t.o
vs fluconazole changes in
or parameters

itraconazole)

(provided when
other therapies
not tolerated).
(Major
Restriction).
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Table A6.5: Reasons for differences in recommendations

453

Reason

Codes

Number

The appropriate relevant comparators in France and Scotland are
different. -1

€001, CO10
€025, C046

4

Both agree on uncertainty in relative effectiveness (HAS:
ASMR=S5). There are uncertainties in the economic evaluation
resulting in the SMC advising either a not recommended/major
restriction. - 3

€007, €008,
€036, CO37

4

Both agree on improvement in relative effectiveness (HAS:
ASMR#5). Manufacturers economic evidence demonstrates cost
effectiveness and minor restriction between agencies -2

€002, C027,
cozs8

Both agree on improvement in relative effectiveness (HAS:
ASMR=#5). Manufacturer submits a cost-utility analysis
demonstrating cost-effectiveness in a subgroup where the SMC
advises major restriction.- 4

€023, C024,
Cco49

Both agree on improvement in relative effectiveness (HAS:
ASMR=#5). The SMC advises to not recommended because the
medicine is not cost-effective at the manufacturers supplied
price.-5

C029, C034

Both agree on improvement in relative effectiveness (HAS:
ASMR=5). Manufacturer submits cost-utility analysis with
weaknesses in the evaluation resulting in SMC advising a major
restriction. - 7

€045, C052

Both agree on uncertainty in relative effectiveness (HAS:
ASMR=5). Manufacturer submits a cost-utility analysis for a
number of scenarios and sensitivity analysis demonstrating likely
cost-effectiveness. HAS advises major/minor restriction. - 8

C016, CO40

Both agree on relative effectiveness (HAS: ASMR=5).
Manufacturer submits a cost-utility analysis in a subgroup
demonstrating a quality of life benefit and cost-effectiveness.
SMC advises major restriction. - 9

€009, C013

Both agree uncertainty in relative effectiveness (HAS: ASMR=5).
Manufacturer submits cost-minimisation in a subgroup resulting
in SMC advising major restriction -6

033

Both agree on relative effectiveness but ASMR=4 provided on
ground of safety for HAS. The manufacturers economic
submission to SMC contains weakness but advise listing in a
restricted group because of no treatment alternative - 10

C015

Difference in judgement of clinical equivalence. HAS evaluates
relative effectiveness to be uncertain in the presence of an
indirect comparison whereas SMC considers a meta-analysis and
find this to demonstrate equivalence in a restricted group. Cost-
minimisation demonstrates the economic case and SMC advises
major restriction. - 11

€030
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