	Appendix 3. Comparison of main content in these guidelines


	
	Clemens et al. [13]

	Drummond et al.[14]
	Detsky.[15]
	EUnetHTA Joint Action. [16]

	Graf von der Schulenburg et al.[17]
	Graf von der Schulenberg et al.[18]
	Guyattet al.[19]
	Paul C. Langley. [20]

	Task Force on Principles for Economic Analysis of Health Care Technology.[21]
	Australia[22]

	Purpose
	Provide a guideline for the conduct and quality valuation of PE researches
	•Improve the quality of HE evaluations
•Provide a checklist for the quality valuation of HE evaluations
	Provide a means for identifying and formatting the necessary information for PE evaluations

	Provide a framework for EUnetHTA on how to conduct HE evaluations and increase the comparability and transferability of HE researches among EUnetHTA partners
	Provide a European recommendations for HE evaluations
	•Provide a guideline for the conduct of HE evaluations
•Promote methodological process and scientific innovation in HE evaluations
	Provide a guideline for the conduct of HE evaluations
	Provide a methodological framework and the evidentiary standards for formulary submission of PE evaluations to BCBS
	Provide a guideline for the standard report of HE evaluations
	Assist applicants to prepare a submission of PE evaluations to the PBAC 

	Target audience of guideline’s interests
	Pharmaceutical companies
	•Both specialist and non-specialist readers
•Referees and authors
•Editors
	•Pharmaceutical manufacturers
•People who are preparing submissions of economic evaluations
	EUnetHTA partners
	
	
	
	•Pharmaceutical manufacturers
•Purchasers of drugs
	•Readers
•Consumers •Researchers
•Decision makers

	•Pharmaceutical industry 
•Other applicants (including medical bodies, health professionals, private individuals etc.)seeking public subsidy of medicines

	Study question
	The study questions should be stated
	The study questions should be stated
	The study questions should be stated
	
	The study questions should be stated
	The study questions should be stated
	
	The details of technology studied should be stated*
	The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated

	Target population
	The target population or subgroups should be defined
	
	The target population or subgroups should be defined
	
	The target population should be defined
	The target population or subgroups should be defined
	
	The target population should be defined
	
	The target population or subgroups should be defined

	Perspective
	Perspective should be stated clearly and choice should be justified
	Perspective should be stated clearly and choice should be justified
	Perspective should be stated clearly
	•Health care payers perspective
•Societal perspective can also be used
	•Societal perspective recommended
•More than one perspective should be presented in a disaggregated form
•Choice should be justified
	•Societal perspective recommended
•Choice should be justified
	•Societal perspective recommended
•Choice should be justified
	System impact perspective 
	•Societal perspective recommended
•Choice should be justified
	•Health care system perspective
•Social perspective can be used as a supplementary analysis

	Comparator
	The comparator should be stated
	•The comparator should be stated
•Choice should be justified
	•The least expensive currently available strategies
•The most commonly used alternative treatments also can be included

	
	•The most commonly used alternative treatments
•Or the most effective currently available interventions
•Choice should be justified
	•The most commonly used alternative treatments
•Or the most effective currently available interventions
•Choice should be justified
	The comparator should be stated
	Drug which the proposed drug is expected to replace in the BCBS treating environment
	•The least expensive currently available strategies
•Or the most commonly used alternative treatments
•Or the most effective currently available interventions
•Choice should be justified
	The therapy most likely to be replaced in Australian clinical practice,usually a PBS-listed medicine or standard medical management  

	Types of analysis
	•CA,CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	•CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	CEA,CUA,CMA or CBA,depending on the research question
	•Both CEA and CUA,CMA is recommended in specific situation
•If CEA and CUA are unavailable,CCA can be used
	•CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	•CEA,CUA,CMA or CBA,cost-illness analysis,depending on the research question
•Choice should be justified
	•CA,CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	CEA,CBA or CCA
	CEA,CUA,CMA or CBA
	•CUA(preferred) and/or CEA is recommended,if  CEA is used,justify why health outcomes are not presented as a CUA,CMA is recommended in specific situation
•CBA,CCA is not recommended,but can be supplements

	Preferred data sources for clinical effectiveness
	Data can be from: RCTs, observational studies, cohort and case control studies, databases, literature, expert opinions can be used when no relevant trials, the quality of evidences should be appraised, meta-analysis should be used whenever appropriate
	•Data can be from: RCTs, observational trials, meta-analysis, and modelling, expert opinions can be used when no relevant trials[84]
•When the HE evaluation based on a clinical trial, the details of the design and results of the trial should be given, pragmatic trials are attractive
•When the HE evaluation based on a meta-analysis, the detailed method of the meta-analysis should be given
	[bookmark: OLE_LINK1]Data can be from: RCTs or meta-analysis of RCTs(preferred),non-experimental designs can be supplements
	•Systematic review of RCTs(preferred),the quality of evidences should be appraised 
•If RCTs are unavailable, other sources can be used
	•Systematic review of evidence
•Data can be from: clinical trials(the best way),meta-analysis, large observational and epidemiological data
•The details and justification for the choice of data source should be given
	•Data can be from: RCTs are indispensable, modeling, meta-analysis, observational studies, expert opinions
•The details of data source should be given
	
	•Systematic review of evidences
•Data can be from:RCTs,modelling,epidemiological or retrospective data,meta analysis
•Direct comparisons are preferred
•The details of the included key trials should be given,if meta-analysis is undertaken,the detailed method of the meta-analysis should be given
	•Data can be from:RCTs(preferred), a pre-post approach,a large-sample trial,modelling,a case-control study,a multivariate analysis,a decision analysis,use of simulation method
•The details of data source should be given
	•Systematic review of evidences,the search strategies should be clear,quality of RCTs should be assessed using Cochrane Reviewers Handbook,systematic review using AMATAR or ROBIS,nonrandomised studies using ROBINS-I tool
•Direct comparisons of RCTs are preferred,if it is unavailable,indirect comparisons of RCTs can be used,if it is unavailable,non-randomized studies can be used
•The details of the included key trials should be given,when more than one trials reports a outcome,present a meta-analysis,the methods of meta-analysis and indirect comparisons should be stated clearly

	Preferred type and measurement of outcome
	•In CEA: natural units
•In CUA: quality of life, utility, the details of the measurement about utility should be given, rational, reliability and validity of quality of life instruments should be discussed
•In CBA: monetary valuation, the method about the measurement of benefits should be stated
•The connection between  intermediate endpoints and final endpoints should be clear
	•In CEA: natural units
•In CUA: QALYs, utility can be valued using SG,TTO or health state preference instrument(eg,EQ5D),utility can be provided by the population at large or by a sample of patients with the conditions evaluated 
•In CBA:monetary valuation,can be valued using HCM,WTP,the indirect benefits should be reported separately and can be valued by friction cost methods or WTP
•Intermediate endpoints should be justified
	•Non-money outcome: QALYs; money outcome measured by WTP; natural unit
•Outcomes expressed first in natural units and then translated into benefits or utility
•Measurement of the quality of life should be described in detail 
	•In CEA:natural units
•In CUA:QALYs
	•The choice depending on the research question and the indication addressed in the analysis,possible outcomes can be natural units and quality of life outcomes,utility should be from the general population
•Recommend TTO to value utilities
	•The choice depending on both the disease and the research question
•In CEA:natural units
•In CUA:QALYs,utility can be valued using SG,TTO or health state preference instrument(eg,EQ-5D or SF-6D),utility should be from a sample groups representative from Germany
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using SG,TTO
•In CBA:monetary valuation,can be valued using WTP
	•In CEA:natural units
•In CUA:HR-QoL or a preference -based instrument score,the choice of instrument should be justified,the relevance of the instrument to the BCBS population should be presented
•The choice of outcome should be justified
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,the details of the measurement about quality of life and utility should be given
•In CBA:monetary valuation,inclusion or exclusion indirect benefit should be justified
•Intangible costs should be included and can be valued by WTP
•The connection between  intermediate endpoints and final endpoints should be clear
	[bookmark: OLE_LINK9][bookmark: OLE_LINK10]•In CEA:natural units
•In CUA:QALYs,utilities can be valued using MAUIs(eg,HUI,EQ-5D,SF-6D,AQoL etc),the choice of instrument should be justified,if a MAUI that is not listed above is used,the validity or reliability of the instrument should be discussed,other methods to estimate utilities including:mapping;scenario-based methods(SG,TTO and discrete choice experiments);population matching study method;published sources,utilities should be from general population in Australia
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear

	Costs
	•The natural units of resources should be recorded,cost data source should be stated
•Costs and resources relevant to the perspective should be identified and presented separately
•Future medical costs that are unrelated to the clinical conditions under evaluation should not be included
	[bookmark: OLE_LINK2]•The quantities of resources and unit costs should be recorded,quantity of resources should be based on real patients,prices are from particular institution or national statistics 
•If the study is in the short run,marginal costs is more appropriate,if the study relates to a matter of national policy,average costs are more appropriate
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources and unit costs should be recorded,costs data estimated directly from a specific patient population are highest quality 
•All relevant costs should be identified
	•The natural units of resources should be recorded
•The use of resources is presented in a detailed manner
	•The physical units of resource use should be stated,it is advisable to evaluate resource use with respect to extraneous reference prices 
•All relevant cost related the perspective should be stated, direct and indirect costs(including lost productivity) must be presented in a disaggregated way
•Lost productivity lost can be valued using friction cost methods
•Marginal cost should be performed,if it is unavailable,average cost should be used,in the long run,average cost can be as a proxy for marginal cost
	•The quantities of resources and unit costs should be recorded, resource consumptions are from market prices
•From a societal perspective,
direct medical and nonmedical costs, indirect costs should be included
•Indirect costs including lost productivity should be reported separately and can be valued using friction cost methods
•Marginal cost should be performed, if it is unavailable, average cost should be used
	[bookmark: OLE_LINK3]•Using market prices for resources
•Hospital perdiem rates are used to estimate hospitalization costs,physician billings are used to estimate medical costs,market wage rates are used to estimate time lost
•Distinction between average and marginal costs is important  
	•The quantities of resources and unit costs should be recorded
•All relevant direct costs met by the health system
	•The quantities of resources and unit costs should be recorded,data source should be stated
•Direct costs,indirect costs should be included,direct nonmedical should be included when pertinent to the perspective
•Future medical costs likely to be incurred as a result of the intervention should be addressed
	•The quantities of resources and unit costs should be recorded,the public list price should be used.Present all unit prices and costs in Australian dollars with a consistent year of analysis
•Costs about direct health care resource items should be included
•Costs should be adjusted for inflation and currency conversions

	Modeling
	•Modeling accepted
•Standard techniques(Markov, decision analysis, regressions, etc.) can be used
	The details of models and justification for the choice of the modeling technique should be given
	The details of the model should be given
	[bookmark: OLE_LINK19]•The choice of modeling technique depends on the research questions
•The details of the model should be given
	Modeling accepted
	The details of models and justification for the choice of modeling technique should be given
	
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given
	•The details of models and justification for the choice of modeling technique should be given
•Demonstrate the operational validity of the economic model 


	Time horizons
	Depends on the technology
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Depends on the technology
	
	
	Be relevant to the clinical conditions and the expected effects of treatment
	Time horizon should captures all important differences in costs and outcomes,but does not extend unnecessarily

	Discounting rate
	Both costs and outcomes should be discounted 
	•Government recommended rate for both costs and outcomes
•Sensitivity analysis with other discount rates
	
	•The same rate for both costs and outcomes
•Sensitivity analysis(including0%)
	•5% and national guidelines require rates for both costs and outcomes
•Sensitivity analysis 
	•5% for both costs and outcomes 
•Sensitivity analysis with 0%,3%,10%
	Discount costs and benefits
	
	•5% for both costs and outcomes
•Sensitivity analysis 
	•5%for both costs and outcomes •Sensitivity analysis with 0% and 3.5%

	Uncertainty
	•Statistical analysis
•Sensitivity analysis 
	•Statistical analysis and CIs around the main variable
•Approach of Sensitivity analysis should be given
•The choice of variables should be justified
	•Sensitivity analysis
•The choice of variables should be justified
	PSA and DSA
	•Sensitivity analysis
•The choice of variables should be justified
	•1-way or multi-way sensitivity analysis,PSA
•The choice of variables should be justified
	Sensitivity analysis
	Sensitivity analysis focused on scenario development
	•Sensitivity analysis
•The choice of variables should be justified
	•Parameter uncertainty:DSA,PSA may be provided in addition to DSA,use CE plane,CEAC or incremental net monetary benefit to present the results of a PSA
•Model structure uncertainty:scenario analyses 
•The choice of variables should be justified

	Presentation of results
	Costs and outcomes presented should be presented as increments as well as totals
	[bookmark: OLE_LINK4]•ICER
•Costs and outcomes presented in a disaggregated and aggregated forms
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated forms
	ICER,costs and outcomes should be presented in terms of absolute and incremental values
	
	•Outcomes presented in a disaggregated and aggregated forms
	
	•ICER
•Outcome impact assessment
	
	•ICER,incremental costs,outcomes;present the expected costs per patient for an acute or self-limited therapy, or the cost per patient for a chronic or continuing therapy
•Costs and outcomes presented in a disaggregated and aggregated form

	Efficacy vs Effectiveness
	
	Effectiveness
	Effectiveness
	
	
	
	
	Effectiveness
	Consider the difference between efficacy and effectiveness
	

	Equity
	
	
	Equity should be stated
	
	Equity should be stated
	
	Equity should be stated
	
	
	Equity should be stated

	Conflict of interest
	
	
	Conflicts of interests should be stated
	
	
	Conflicts of interests should be stated
	
	
	
	


Continued







	
	Austria[23]
	Baltic[24]
	Belgium[25]
	Canada[26]
	China Mainland[27]
	Croatia[28]
	Denmark[29]
	Egypt[30]
	England & Wales[31]
	Finland[32]

	Purpose
	•Provide recommendations for HE evaluations 
•Ensure a minimum standard of methodology and transparency 
	Provide basis for drug reimbursement and other state funding decisions 
	•Develop methodological and reporting
guidelines for HE evaluations and BIAs 
•Increase the methodological quality,transparency and uniformity of the HE evaluations and BIAs in Belgium
	Provided standards for the conduct and reporting of high quality HE evaluations 
	•Provide a guideline for conducting and evaluating  PE evaluations
•Improve the quality and normalization of PE evaluations

	•Produce credible and standardized information that is useful to decision makers in Croatian
•Provide a recommendation for HCDMs to make decisions
	Provide a guideline for conducting PE evaluations
	Provide a guideline for conducting and reporting PE evaluation
	•Provide an overview of the principles and methods of HE evaluations
•Provide a guide for submitting evidence 
	Provide guidelines for preparing a PE evaluation

	Target audience of guideline’s interests
	Decision makers 
	•Pharmaceutical companies
•Baltic states’ health authority 
	•Researchers
•Pharmaceutical companies
•Decision makers
	•Canadian decision makers
•Economists and health service researchers
	•Researchers who are doing PE evaluations in China
•Health decision maker in China
	•Policymakers at national level
•Hospital directors 
•Policy teams
	Individuals responsible for undertaking PE evaluations
	•Public and private payers
•Healthcare industries 
•Clinicians 
	[bookmark: OLE_LINK11]All organizations considering submitting evidence to the Technology Appraisal Program of NICE
	Pharmaceutical companies and contracted health economists preparing economic analyses for the Pharmaceuticals Pricing Board 

	Study question
	The study questions should be stated
	The study questions should be stated
	•Description of Disease# 
•The details of medicine studied should be stated*
•The study questions should be stated
	•The study questions should be stated
•The intervention studied should be stated
	•The study questions should be stated
•Description of Disease# 
•The details of medicine studied should be stated*
	The study questions should be stated
	
	•Description of Disease# 
•The details of medicine studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*

	Target population
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population should be defined

	Perspective
	•Depend on the research question
•More than one perspective should be presented in a disaggregated forms
•Choice should be justified
	•Health care perspective preferred
•Societal perspective only be presented in addition
	•The health care payers perspective is recommended
•Adopting a wider perspective should be reported separately
	•The publicly funded health care system perspective is recommend
•Adopting a wider perspective should be reported separately
	•Societal perspective recommended
•Insurer’s perspective;employer’s
perspective;health care provider’s perspective;patient’s perspective
•Depending on the research question and target population
	Croatian Institute for Health
Insurance (public payer）
	Societal perspective recommended
	The health care services perspective is the primary perspective
	[bookmark: OLE_LINK12]•The perspective on outcomes should be all direct health effects, whether for patients or other people
•The perspective adopted on costs
should be that of the NHS and personal and social services
	The health care perspective is recommended

	Comparator
	•Standard treatments
•The most frequent or the most effective therapies can also be chosen
•Choice should be justified
	•Standard treatments
•Choice should be justified
	•All therapeutic alternatives relevant in a particular therapeutic area should be included 
•Choice should be justified
	•The most common or most widely used treatments,if this is unavailable,the first choice in practice,as recommended in clinical practice guidelines,should be chosen
•For drugs,the lowest cost that is listed in a formulary and often used for the same indication  
•Choice should be justified
	Conventional treatments or standard treatments
	•Therapies routinely used in the Croatian health care system, including technologies regarded as current best practice
•No treatment may be used if it is the most commonly used practice
	Standard treatments
	•Widely used and reimbursed health care technologies are preferred 
•The most frequently used technologies can also be chosen
•Choice should be justified
	Therapies routinely used in the NHS, including technologies regarded as current best practices
	•The most appropriate alternative(eg.the most frequently used,the minimum therapies etc.if the technology studied belongs to a group of medicinal products,the comparator should be other technology in the group)
•Choice should be justified

	Types of analysis
	•CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	•CEA,CUA or CMA
•Choice should be justified
	•CEA or CUA recommended,CMA can be considered in specific situation,CBA is not accepted
•Choice should be justified
	•CUA or CEA preferred, CCA,CMA or CBA can also be chosen,depending on the research question
•Choice should be justified
	•CBA,CUA preferred
•The choice of CEA,CMA or CA can also be used but should be justified
	•CEA,CUA preferred,depending on the technology assessed
	CUA or CEA  preferred
	•CEA,CUA,CMA,depending on the research question
•Choice should be justified
	CUA is preferred
	•CUA is preferred
•CEA,CMA,CBA can also be used
•Choice should be justified

	Preferred data sources for clinical effectiveness
	Data can be from:Meta-analysis of RCTs(preferred),RCTs,observational studies,guidelines,expert opinions
	•Data can be from:Meta analysis(preferred),RCTs,open trials
•When the PE evaluation based on a clinical trial,the details of the design and results of the trial should be given
•When the PE evaluation based on a meta-analysis,the detailed method of the meta-analysis should be given
	•Systematic review of evidences,the search strategies should be clear,the quality of all evidence should be assessed,methods used to combine data should be reported
•Data can be from:alongside RCTs(preferred),non-intervention trials(the design can be considered complementary to RCTs) or modelling
	•Systematic review of evidences,methods(meta-analysis,indirect comparisons) used to conduct the review and analyze or combine data should be reported
•The details of the included evidences should be given
	Data can be from:RCTs,prospective study,retrospective cohort study,pragmatic trials,a synthesis of data from multiple study design and meta-analysis
	•Systematic review of evidences with or without meta-analysis of RCTs
•Direct comparisons of RCTs are preferred,if this is unavailable,indirect comparisons and observational studies can be accepted
	Data can be from:RCTs, meta-analysis,observational studies(supplements) 
	•Systematic review of evidences 
•Meta-analysis based on large RCTs is the highest hierarchy of evidence,if this is unavailable,uncontrolled studies can be accepted
	•Systematic review of evidences,the quality of evidences should be appraised 
•Data can be from:Direct comparisons of RCTs (preferred),meta-analysis,if they are unavailable,indirect comparisons and network meta-analysis should be presented,other sources of data are:observational studies,qualitative research,economic evaluations,unpublished and part-published evidence
•All data sources should be described clearly,the detailed method of the meta-analysis or network meta-analysis should be given
	[bookmark: OLE_LINK5]•Systematic review of evidences 
•Data can be from:Direct comparisons  of RCTs (preferred),meta-analysis,indirect comparisons
•Good scientific practices must be followed in preparing systematic review,meta-analysis or indirect comparisons 

	Preferred type and measurement of outcome 
	•Economically oriented outcome measures(eg.hospital days etc),clinical outcome parameters(eg,morbidity etc) or QALYs,the choice depends on the research question.utility can be valued using SG,TTO or health state preference instrument
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,EuroQol and HUI are recommended to measure the utility,the details of the measurement about utility should be given
	•In CEA:natural units
•In CUA:QALYs,EQ-5D is recommended,other health state instruments ,SG or TTO can also be considered but should be justified,utilities should be from general population,quantity and quality of life presented in a disaggregated and aggregated forms,Mapping can be used but should be avoided
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using direct methods(eg SG,TTO,VAS) or indirect methods(health state preference instrument,eg,EQ-5D or SF-6D etc),indirect methods are recommended,utilities should be from a representative sample of  general population,quantity and quality of life presented in a disaggregated and aggregated forms
•In CBA:monetary valuation,can be valued using WTP
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using direct methods(eg SG,TTO,VAS) or indirect methods(health state preference instrument,eg,EQ-5D or SF-6D etc),utility should be based on China mainland population,quantity and quality of life presented in a disaggregated and aggregated forms
•In CBA:monetary valuation,can be valued using WTP
•Intangible costs should be included
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,health state preference instrument(eg.EQ-5D)to measure utility is recommended,utilities should be from a representative sample of the Croatian population,quantity and quality of life presented in a disaggregated forms
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	[bookmark: OLE_LINK13]•Nonmonetary outcome measures:utility(SG,TTO,RS) measures are preferred
•Monetary outcomes measure:contingent valuation(theoretically superior to the nonmonetary outcome) and conjoint analysis
•In CUA,intangible costs are included in the outcome
	•In CEA:natural units
•In CUA:QALYs,Health state preference instrument(eg.EQ-5D,SF-6D etc)to measure utility is recommended,utilities should be from a general population,mapping can be useful
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CUA:QALYs,EQ-5D with UK societal tarrifs is the most preferred utility method,when EQ-5D data are unavailable, these data can be estimated by mapping,utilities should be from a representative sample of the UK population,quantity and quality of life presented in a disaggregated and aggregated forms
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear
	•In CUA:QALYs
•Final endpoints, surrogate endpoints or disease-specific quality of life measures can also be used,choice should be justified

	Costs
	•The quantities of resources and unit costs should be recorded,prices are from market prices
•All costs relevant to the chosen perspective must be included
•Indirect costs should be reported separately,lost productivity can be valued using HCM,the use of friction cost methods must be
justified
•Marginal cost should be performed,if it is unavailable,average cost should be used
	•The quantities of resources and unit costs should be recorded
•From a health care perspective,only direct health care costs should be included,from a societal perspective,both direct and indirect costs should be included,costs should be reported in disaggregated forms
•All costs should be reflected in local currency
	•The quantities of resources and unit costs should be recorded,the values should reflect Belgian prices for each resource
•From a health care payers perspective,only direct health care costs should be included
•Direct health care costs(health care costs borne by the government and costs borne by the patients)should be reported both separately and aggregated
•If indirect costs are included in a societal perspective,lost productivity should be valued by HCM or friction cost methods
•Future costs directly related to the treatment of the disease should be included,the unrelated health care future costs should not be included
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources and unit costs should be recorded,prices are from market prices
•From the publicly funded health care system perspective, direct costs(to publicly funded services, to publicly
funded health care system,to patients and
their families), time costs to patients and
their families‡ should be included
•When lost time has a substantial impact on the
results,it should be analysed separately,lost productivity can be valued using HCM and friction cost methods(preferred)
•Future costs that are a consequence of the intervention should be included,the inclusion of unrelated health care and nonmedical future costs is a contentious issue
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources and unit costs should be recorded,prices are from market prices,data should apply to China
•All direct medical costs should be included, if data is avaliable,direct non-medical cost and indirect cost should also be included
•Time lost can be valued using HCM
•Future costs that are a consequence of the intervention should be included,the inclusion of unrelated health care and nonmedical future costs is a contentious issue

	•The resources use and costs data should be recorded,prices should be relevant to the Croatian Institute for Health Insurance
•Direct costs relevant to Croatian Institute for Health Insurance should be included
	•The quantities of resources and unit costs should be recorded
•Direct costs,indirect cost should be included
•Indirect costs relates to lost productivity can be estimated by HCM,friction cost methods
	•The quantities of resources and unit costs should be recorded,official sources(public list price) of unit cost data are preferable
•When adopting the health care services perspective,only direct medical costs and some additional costs(current and future costs arising as a consequence of a product etc) should be included
•Costs should be adjusted for inflation and currency conversions
•Future costs that are a consequence of the intervention should be included
	•Resource use and social services should be identified,costs should be valued using the prices relevant to the NHS and PSS
•Direct costs should be included,costs borne by patients that are not reimbursed by
the NHS and personal social services should be presented separately.lost productivity should be excluded,time lost should be presented separately
	•The quantities of resources and unit costs should be recorded,the prices on the price list published must be used
•All direct health care and comparable social welfare costs related to the therapies should be included,if lost productivity are included in the cost calculation,the results must also be presented so that those are excluded

	Modeling
	The details of the model should be given
	The details of the model should be given
	•The details of models and justification for the choice of modeling technique should be given
•Model should have face validity
	[bookmark: OLE_LINK22]•The details of models and justification for the choice of modeling technique should be given
•Model should be validated(Internal validation and External validation)
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given
	Modeling accepted
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated(Internal validation and External validation)
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated(Internal validation and External validation)
	The details of the model should be given

	Time horizons
	Depends on the research question
	Sufficiently long to reflect all important differences
	Depends on the technology
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences

	Discounting rate
	•5% for both costs and outcomes
•Sensitivity analysis with 3%-10%
	5% for both costs and outcomes
	[bookmark: OLE_LINK21][bookmark: OLE_LINK20]•3% for costs and 1.5% for outcomes 
•Sensitivity analysis
	•5% for both costs and outcomes •Sensitivity analysis with 0%-3%
	•1 year treasury bond rate for both costs and outcomes 
•Sensitivity analysis with 0%-8%
	•5% for both costs and outcomes 
•Sensitivity analysis with 3%-10%
	•Discount costs and benefits
•Sensitivity analysis 
	•3.5% for both costs and outcomes •Sensitivity analysis with 2%-6% for costs and 0%-6% for outcomes
	•3.5%for both costs and outcomes 
•Sensitivity analysis with 1.5%
	3%for both costs and outcomes,also present results for 0%

	Uncertainty
	Sensitivity analysis
	[bookmark: OLE_LINK15]Sensitivity analysis and CIs around the main variable
	[bookmark: OLE_LINK16]•Parameter uncertainty can be handled through PSA and one- or multiple-way sensitivity analyses
•Model uncertainty can be handled through one-way sensitivity analyses or scenario analyses
•Results shown on the CE plane and CEAC
	•Parameter uncertainty can be handled through a
DSA and a PSA
•Model uncertainty can be handled through DSA
•Results shown on the CE plane and CEAC 
	•Parameter uncertainty can be handled through a
DSA and a PSA
•Model uncertainty can be handled through DSA 
•Results shown on the CEAC
	Sensitivity analyses.For parameter uncertainty,PSA are preferred
	Sensitivity analysis 
	DSA and PSA,given the difficulty in interpreting the PSA, that DSA should be required, whilst PSA remains optional
	•One-way and best- or worst-case sensitivity analysis
•Parameter uncertainty:PSA(preferred)
•The choice of variables should be justified
•Presented in CE plane and CEAC
	DSA,PSA,as well as scenario analyses

	Presentation of results
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER,incremental costs and incremental effects
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Expected value of each component of costs and expected total costs,as well as expected QALYs
	
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•The expected value of each component of cost and expected total costs;expected QALYs for each option compared 
	•ICER
•Total benefits and costs,as well as incremental
benefits and costs

	Efficacy vs Effectiveness
	Effectiveness
	
	Effectiveness
	Effectiveness
	Effectiveness
	Effectiveness
	
	Effectiveness
	
	

	[bookmark: OLE_LINK6]Equity
	
	
	
	Equity should be stated
	Equity should be stated
	Equity should be stated
	
	Equity should be stated
	Equity should be stated
	

	Conflicts of interests
	
	
	
	Conflicts of interests should be stated
	
	Conflicts of interests should be stated
	
	
	
	





Continued
	
	France[33]
	Germany[34]
	Hungary[35]
	Ireland[36]
	Israel[37]
	Italy[38]
	Malaysia[39]
	New Zealand[40]
	Norway[41]
	Poland[42]

	Purpose
	Provide methodological and reporting guidelines of HE evaluations
	•Provide guidance to prepare topic-specific report plans regarding HE evaluations
•Assist assessors in making decisions
	Support the decision-making process with sound cost/effectiveness data and good quality HE studies  
	•Provide a methodological standard for the conduct of HE evaluations
•Promote the production of HE evaluations
that are reliable and consistent to the needs of decision makers and key stakeholders in Ireland
	Provide guidelines for the submission of PE evaluations
	Provide a methodological references of HE evaluations
	•Provide a standard to conduct and assess PE studies
•Ensure the quality and standardisation of PE analyses
•Aid decision making
	•Provide guidance for the conduct of PE evaluations
•Aid decision making
	•Aid decision making
•Provide a standard for the conduct of PE evaluations
	Provide methodological and reporting guidelines for HE evaluations

	Target audience of guideline’s interests
	•Decision makers
•Researchers
•Pharmaceutical companies 
	•Decision makers
•Researchers
	•Anyone undertaking
HE evaluations in Hungary
•Pharmaceutical producers, purchasers,hospitals,universities or specialised expert groups
	•All those who are involved in the conduct or use of HE evaluations in Ireland
•Decision makers
	•Pharmaceutical companies
•Pharmaceutical administration of the Ministry of Health staff
	•Pharmaceutical companies
•Italian National Health Service
•Researchers 
	•Decision makers
•Researchers
•Users of PE evaluations
	•PHARMAC staff
•Pharmaceutical companies
•Health economists
	•Norwegian Decision makers
•Pharmaceutical companies
•Researchers
	•Decision makers
•Researchers
•Pharmaceutical companies 

	Study question
	•Description of Disease# 
	•Description of Disease# 
•The study questions should be stated
	•Description of Disease# 
•The details of medicine studied should be stated*
	•The details of technology studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*
	The study questions should be stated
	•Description of Disease# 
•The details of medicine studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated
	•The details of technology studied should be stated*
•The study questions should be stated

	Target population
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined

	Perspective
	Societal perspective is recommended
	SHI insurants’perspective  is recommended
	•Health care payer perspective recommend
•Societal perspective also can be used
•More than one perspective should be presented in a disaggregated forms
	•The perspective of the publicly-funded health and social care system is recommended
•Societal perspective can be presented as a secondary analysis
	•Costs:supplier perspective
•Benefits:health care system perspective
	Societal perspective and Italian National Health Service perspective 
	•Be conducted from the perspective of the provider or funder
•Patient and societal perspectives are encouraged
	The perspective of the funder
	Societal perspective is recommended
	•Health care payers perspective
•Social perspective is advised when the HTA report author considers it significant for financing decision-makers

	Comparator
	•The most frequently used
•Newer strategies which
may be deemed likely to become reference strategies in the very near future
	All therapeutic alternatives relevant in a particular therapeutic area should be included 
	•Standard treatments
•Choose the cheapest if there are several frequently used alternative therapies with equal efficacy
•Choice should be justified
	•The technology most widely used in clinical practice in Ireland
•Choice should be justified
	Standard treatments
	The most widespread treatments with solid clinical documentation
	•Standard treatments based on treatment guidelines
•Usual treatments recommended by experts can also be chosen
•Choice should be justified
	•The funded treatment that most prescribers or clinicians would replace in New Zealand clinical practice
•The treatment given to the largest number of patients
	The treatment that the new pharmaceutical will most likely replace( typically be current established practice and/or The most widely used treatment)
	•Existing practice:procedure that will likely be replaced by the assessed technology in medical practice
•The most frequently used,the cheapest,the most efficient,compliant with the standards and guidelines for clinical management are also recommended
•Choice should be justified

	Types of analysis
	•CEA,CUA,CMA,CBA or Cost-consequences studies 
•Choice should be justified
	Not specified
	•CM,CEA,CUA,depending on the research question
•CBA is not likely to be helpful
	•CUA is preferred
•When CUA is unsuitable,CEA can also be considered 
•CMA can also be used,CBA are not recommended
	CUA is preferred
	•CEA or CUA preferred
•CMA can be complementary
•CBA is not likely to be helpful
	•CEA,CUA,CMA or CBA
•Choice should be justified
	•CUA is preferred
•CEA,CMA,CBA can also be used if CUA is unavailable
	•CUA is preferred
•CBA is not recommended,CEA is not recommended as the sole analysis method,CMA is recommended in specific situation,CVA can be used as additional analysis
	•Standard economic analysis should be composed of both CCA and either CEA or CUA,CMA can replace CEA in specific situation
•CBA is not recommended
•Choice should be justified

	Preferred data sources for clinical effectiveness
	Direct comparisons are preferred,if it is unavailable,indirect comparisons can be used
	Direct comparisons are preferred,indirect comparisons or network meta-analysis can be supplements
	•Systematic review of evidences,the search strategies should be clear
•The direct comparisons of RCTs are preferred,if this is unavailable,clinical trials involving the same reference health technology(eg,placebo)
•The details of the trials should be given
•When using a meta-analysis,the detailed method should be given
	•Systematic review of evidences,the search strategies should be clear,methods used to combine data should be reported
•Data can be from RCTs(preferred),meta-analysis,network meta-analysis
•Experimental, quasi-experimental and non-experimental or observational data can be supplements 
•The details of the included RCTs should be given
	•Systematic review of evidences
•The details of the included key trials should be given
•Direct comparisons are preferred
	•Data can be from:economic trials,clinical trials,meta-analysis,modelling,and pragmatic trials,pragmatic trials are attractive
•When the HE evaluation based on a RCT,ITT analysis should be conducted
	•Systematic review of evidences
•Meta-analyses of RCTs are encouraged,the detailed method should be given
•In the absence of RCTs, evidence from the highest available level
of study design should be considered
	•Systematic review of evidences,the search strategies should be clear,the quality of trials should be appraised using GATE framework
•Data can be from:'RCTs and/or meta-analysis(preferred),observational studies,unpublished trial data, expert opinion, post-surveillance studies, and case reports 
•The details of the included key trials should be given
•When the PE evaluation based on a RCT,ITT analysis should be conducted
	•Systematic review of evidences,the search strategies should be clear
•Data can be from:'RCTs(preferred),observational studies(supplement)
•Direct comparisons are preferred,if it is unavailable,indirect comparisons can be used
	•Systematic review of evidences,the search strategies should be clear, quality of experimental trials should be scored on the Jadad scale, diagnostic studies on the QUADAS scale,observational studies should be assessed using the NOS questionnaire
•Data can be from:Direct comparisons of RCTs,systematic review with or without meta-analysis(recommended),indirect comparisons,observational studies,descriptive study,expert's opinions
•All data sources should be described clearly,the detailed method of systematic review with or without meta-analysis or indirect comparisons should be given

	Preferred type and measurement of outcome 
	•In CEA:natural units
•In CUA:HRQoL,SG,TTO or VAS is recommended to measure utilities,when using QALYs as outcomes, the details of the measurement method about quality of life should be given
•In CBA:monetary valuation,can be valued using WTP
•Intangible costs should be included
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•Clinical measures:mortality, morbidity, health-related quality of life and validated surrogates
•Responder measures 
•Aggregated measures:QALYs,utility can be valued by SG,TTO or health state instruments(eg,EQ-5D,HUI ect)
•The results of both the weighted and the disaggregated analysis are to be presented 
•Lost productivity due to mortality is included in the outcome 
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using SG,TTO or health state preference instrument(preferred),mapping can be useful
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using direct methods(eg SG,TTO) or indirect methods(health state preference instrument,eg,EQ-5D or SF-6D etc),indirect methods are recommended,utilities should be from a representative sample of  general population,quantity and quality of life presented in a disaggregated and aggregated forms,mapping can be useful
•Intangible costs should be included
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CUA:QALYs,utilities should be from  populations similar to that of Israel
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using SG,TTO or health state preference instrument(eg,EQ-5D,SF-36 etc),the instrument should be explained in detail
•Intermediate endpoints should be justified and the connection between  intermediate endpoints and final endpoints should be clear
•Intangible costs should be included
	•In CEA:natural units
•In CUA:QALYs,QALYs,utility can be valued using RS,TTO or health state preference instrument(eg,EQ-5D or SF-6D etc),utilities obtained directly from the target and local population is preferred
•In CBA:monetary valuation
	•In CUA:QALYs,utility should be valued using EQ-5D with the New Zealand Tariff2,mapping can be useful 
•The final endpoints are preferred,if they are unavailable,intermediate  outcomes can be used
•Intangible costs should be counted
	•In CUA:QALYs,utility can be valued using health state preference instrument(eg,EQ-5D or SF-6D etc),if utility are obtained from a non-Norwegian population,the applicant must be transferred to a Norwegian setting,mapping can be useful 
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear
•Inclusion of productivity effects(gains or losses)is, when relevant, not compulsory,the choice of method must be justified and the results presented both with and
without productivity effects 
	•In CEA:natural units
•In CCA:costs and health consequences
•In CUA:QALYs,utility can be valued using direct methods or indirect methods(validated questionnaires in Polish),indirect methods are recommended.tool selection,characterization of the population and the methods used for valuing utilities should be described
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear

	Costs
	[bookmark: OLE_LINK8]•Direct medical costs, direct non-medical costs, and indirect costs(production, productivity and human life losses) should be included
•Indirect costs can be valued by HCM, friction cost methods, the inclusion of indirect costs must be specifically analysed and its impact on the results of the evaluation studied in the light of the method adopted•The inclusion of future costs is a contentious issue

	•The quantities of resources and unit costs should be recorded
•Direct medical costs and direct non-medical costs should be included; lost productivity are not primarily considered and should be evaluated separately(primarily use HCM, friction cost methods can also be used) due to incapacity for work is included as indirect costs
•Future costs directly related to the treatment of the disease should be included,the unrelated health care future costs should not be included
•Costs should be adjusted for inflation and currency conversions

	•The quantities of resources and unit costs should be recorded, the prices used should be relevant to the defined target audience of study, data should apply to Hungary
•Consider only direct medical and non-medical costs
•When using societal perspective, indirect costs(lost productivity, which can be calculated as gross average salary for patients of working age)should be included
•Future costs directly related to the treatment of the disease should be included,the inclusion of unrelated health care and nonmedical future costs is a contentious issue
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources and unit costs should be recorded, the public list price should be used
•For the perspective of the publicly-funded health and social care system, only direct costs relevant to the publicly-funded health and social care system should be included
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources should be recorded, cost is presented in current NIS values
•Direct medical cost should be included for the supplier and consumer
	•The types of resources and their amount should be recorded
•From a societal perspective, direct medical and non-medical costs, indirect costs should be included
•Indirect costs should be valued using HCM, the measurement of unpaid services provided by family members and volunteers can use the gross salary paid for similar jobs
	•The different costs should be reported in
both disaggregated and aggregated forms
•All costs relevant to the chosen perspective
must be included
•Indirect costs can be valued using HCM or friction cost methods
	•The quantities of resources and unit costs should be recorded,cost data should be obtained from New Zealand
•All costs that significantly influence the results should
be included(including pharmaceutical costs, hospital inpatient costs, hospital outpatient costs, direct patient health care costs),cost to non-health care government sectors, indirect health care costs and indirect patient cost should not be included
[bookmark: OLE_LINK23]•Direct future health care costs should be included, indirect future health care costs(unrelated to their initial diagnosis or treatment) should not be included
•Costs should be adjusted for inflation
•Average costs are more available and in most cases are sufficient
	•All resources deployed in the provision of each of the included treatments in the analyses must be identified,market prices should be used as proxies for unit costs
•Working time lost can be calculated
by average hourly wage in Norway including income tax, leisure time lost can be calculated by average hourly wage in Norway after tax
•Recommended the use of average costs instead of marginal costs
	•The quantities of resources and unit costs should be recorded
•From a societal perspective,direct medical and non-medical costs,indirect costs should be included
•Lost productivity can be valued by HCM

	Modeling
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated(Internal validation and External validation)
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated(Internal validation and External validation)
	The details of the model should be given
	[bookmark: OLE_LINK31]•The details of models and justification for the choice of modeling technique should be given, the choice depends on the research question
•Model should be validated(Internal validation and External validation)
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given
	[bookmark: OLE_LINK33][bookmark: OLE_LINK32]•The details of models and justification for the choice of modeling technique should be given, the choice depends on the research question
•Model should be validated(Internal validation and External validation)
	•The details of models and justification for the choice of modeling technique should be given, the choice depends on the research question
•Model should be validated(Internal validation, External validation)

	Time horizons
	Sufficiently long to reflect all important differences is recommended
	•At least cover the duration of RCTs 
•Reflect the natural
course of a disease and be sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Reflect the course of the disease and the effects of the interventions
	Time horizons should be stated
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences

	Discounting rate
	•0%,3% and5%for both costs and outcomes 
•Sensitivity analysis(including a 0% rate)
	•3%for both costs and outcomes 
•Sensitivity analysis with 0%,5%,7% and 10% 
	•5% for both costs and outcomes
•Sensitivity analysis with 3%-6% for costs and 0%-6% for outcomes
	•4%for both costs and outcomes 
•Sensitivity analysis with 0%-6%
	3%for both costs and outcomes 
	•3% for both costs and outcomes,also present results for 0%
•Sensitivity analysis with 0%-8%
	•3% for both costs and outcomes 
•Sensitivity analysis with 0%-5% 
	•3.5%for both costs and outcomes 
•Sensitivity analysis with 0% and 5%
	4%for both costs and outcomes
	•5% for costs and 3.5% for outcomes 
•Sensitivity analysis with 5% and 0%for costs and results, 0% for results and 5% for costs 

	Uncertainty
	1-way or multi-way sensitivity analysis,scenario analysis,PSA
	1-way or multi-way sensitivity analysis,PSA analysis.Finally, structural sensitivity analyses should be carried out
	1-way or 2-way sensitivity analysis
	•Parameter uncertainty can be handled a PSA
•Model uncertainty can be handled through DSA
	Sensitivity analysis
	Sensitivity analysis
	•Multi-way sensitivity analysis is preferred than 1-way sensitivity analysis
•PSA with CEAC can be used
	[bookmark: OLE_LINK14]•Parameter uncertainty:1-way or multi-way sensitivity analysis(necessary),PSA(complementary）
•Model structure uncertainty:recommends using extreme sensitivity analysis
	•Model uncertainty:DSA 
•Parameter uncertainty:PSA is the preferred method and should be presented in CE plane, CEAC,histograms of incremental net monetary benefit
	One-way and multi-way sensitivity analysis,PSA presented in CE plane,CEAC or incremental net monetary benefit

	Presentation of results
	•ICER
•The components of these ratios (costs and results) should also be presented with their statistical distribution (mean, median, confidence interval, etc)
	Benefits/costs per patient presented for each intervention in a diagram,an efficiency frontier
	ICER
	•ICER,expected mean costs, total costs and QALYs
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Incremental cost and incremental benefit
	•ICER
	•ICER and ACER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICURs(ICER)
•The incremental QALYs per $1 million cost result should be reported
•Costs and savings should be reported separately
	Results of the analyses must be presented both at an aggregated level and broken down into categories for both costs and health effects 
	•ICER
•Total clinical results and total costs should be presented separately

	Efficacy vs Effectiveness
	Effectiveness
	
	Effectiveness
	Effectiveness
	
	Effectiveness
	Effectiveness
	
	
	Effectiveness

	Equity
	Equity should be stated
	
	Equity should be stated
	Equity should be stated
	
	
	
	
	
	

	Conflicts of interests
	Conflicts of interests should be stated
	
	Conflicts of interests should be stated
	
	
	
	Conflicts of interests should be stated
	
	
	Conflicts of interests should be stated






Continued
	
	Portugal[43]
	Russian Federation[44]
	Scotland[45]
	South Africa[46]
	Spain[47]
	Sweden[48]
	Taiwan[49]
	Thailand[50]
	The Netherlands[51]
	United States of America[52]

	Purpose
	•Provide guidance for the conduct of PE evaluations
•Aid decision making
	Provide methodological and reporting guidelines for PE evaluation submitted for inclusion in reimbursement 
	Assist submission PE evaluations to Scottish Medicines Consortium 
	•Provide a standard for the conduct and submission of PE evaluations
•Promote transparency regarding the value of medicines
	•Provide proposal to develop guidelines for the HE evaluations in Spain
•Provide recommendations for the standardization of methodology applicable to HE evaluations in Spain
	•Constitute a preferred approach to drawing up a PE evaluation 
•A list of criteria to be met for recognition of medical technologies as reimbursable 
	Provide a guide to conduct, evaluate and report a PE study
	•Provide methodological and reporting guidelines for HE evaluations
•Increase the transparency of
and the quality of the evidence 
	•Provide guidance for the conduct of HE evaluations
•Improve quality, credibility and comparability of HE evaluations
	•Improve the HE
information provided by manufacturers
•Provide a standard for submitting HE evidences
•Provide evidence requirements that meet the evidence needs of all HCDMs and health care systems

	Target audience of guideline’s interests
	•Researchers
•Decision makers
•Health authorities
•Marketing authorisation holders  
	•Pharmaceutical companies
•Decision-makers
•Health care authorities
•Researchers
	•Manufacturers
•Scottish Medicines Consortium 
	•Pharmaceutical companies
•Researchers
•Decision makers 
	All, from regulators to patients
	•Pharmaceutical companies
•Pharmaceutical Benefit Board 
	•Pharmaceutical manufacturers
•Researchers
•Reviewers
•Users of clinical personnel
	•Decision makers
•Researchers
•Pharmaceutical companies 
	•Decision makers
•Researchers
	•Manufacturers
•Health care system staff
•Health care decision maker

	Study question
	•Description of Disease#
•The study questions should be stated
	Description of Disease# 

	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated
	•Description of Disease# 
•The details of medicine studied should be stated*
	The study questions should be stated
	
	•Description of Disease# 
	•Description of Disease#
•The details of technology studied should be stated*
•The study questions should be stated
	•Description of Disease#
•The technology studied should be stated*
•The study questions should be stated
	•Description of Disease# 
•The details of technology studied should be stated*

	Target population
	The target population or subgroups should be defined
	The target population should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined
	The target population or subgroups should be defined

	Perspective
	Societal perspective is recommended,but should be broken down into other relevant points of view,with special attention to the third payers if they are the users of the
study
	•Societal or the health system perspective is recommended
•The level of RF subject,municipality,particular institution or individual patient or his/her family perspective can also be chosen 
	Perspective on outcomes should be all direct health effects on individuals (principally carers).perspective on costs should be that of the NHS in Scotland and
social work 
	•Third-party payer perspective recommended
•Justification for use of broader perspective
	•Societal perspective recommended
•The third-party NHS perspective can also be considered
•Present societal and NHS perspective separately
	Societal perspective is recommended
	Societal perspective is recommended
	•Societal perspective is recommended
•Health system,third party payer,provider,and patient perspectives can also be used
	Societal perspective is recommended
	HCDM perspective is recommended

	Comparator
	•The most common used treatment
•The most efficacious treatment
•The cheapest treatment
•Choice should be justified
	•Drugs which are already included into reimbursed lists are preferred
•The most common drug,the most effective drug,the cheapest drug can also be chosen
•Choice should be justified
	The most likely be replaced by the new medicine studied in Scotland
	•Standard treatment
•Choice  should be justified
	•The standard technology used in current health care practices('gold standard' should be included)
•Choice should be justified
	The most appropriate alternative treatment in Sweden (eg.the most used)
	•The most frequently prescribed medicine 
•The medicine of first choice in clinical practice or the most
effective medicine can also be chosen
•Choice should be justified
	•Depends on the research question
•The most commonly used therapy 
•Or the most effective alternative
•Choice should be justified
	•Standard treatment:the interventions
which are recommended by clinical guidelines as first choice or in daily practice
•Or usual treatment:treatments which in clinical practice are routinely applied
•Choice should be justified
	Comparator that the proposed product is expected to substitute for, or replace

	Types of analysis
	•CUA is preferred
•CEA,CMA,CBA can also be used
•Choice should be justified
	•CEA,CUA,CMA or CBA,depending on the research question,cost of illness, BIA can be considered as additional type
•Choice should be justified
	•CUA is preferred
•CMA is recommended in specific situation,CEA if QALYs is not most appropriate outcome measure
	•CEA,CUA,CMA or CBA
•Choice should be justified
	•CEA,CUA,CMA or CBA,depending on the research question
•Choice should be justified
	•CUA is preferred
•CEA,CMA,CBA can also be used if CUA is unavailable
	CUA or CEA preferred, depending on the expected outcomes of the drug,and the disease,CCA,CMA or CBA can also be chosen
	•CUA is preferred
•CEA is more appropriate when only intermediate outcomes of the compared alternatives are available
•CBA is not suggested
	CUA is preferred
	•CEA,CUA preferred

	Preferred data sources for clinical effectiveness
	[bookmark: OLE_LINK7]•Data can be from:'RCTs(preferred),observational studies(supplement,prospective data is preferred),expert opinion(weakest choice)
•The details of the included RCTs or meta-analysis based on RCTs should be given
	•Systematic review of evidences,RCTs and meta-analysis are preferred,if this is unavailable,uncontrolled clinical studies can be accepted.
•Data can be from prospective,retrospective studies and modelling
•Clinical trial evidence should be considered based on the Jaded questionary of evidence
•The details of the included evidences should be given
	•Systematic review of evidences,the search strategies should be clear
•Data can be from:RCTs,systematic review with or without meta-analysis,expert opinion and other studies
•Direct comparisons are preferred,if it is unavailable,indirect comparisons can be used
•The details of the included key trials and methods of systematic review should be given
•ITT analysis should be conducted
	•Systematic review of evidences（including Direct comparisons of  RCTs,indirect RCTs,Non-RCTs),the search strategies should be clear
•The direct comparative,double-blindedRCTs are preferred
•The details of the trials should be given
•When using a meta-analysis,the detailed method should be given
	•Data can be from:RCTs,retrospective studies,meta-analysis,and pragmatic trials
•When the HE evaluation based on a clinical trial,the details of the design and results of the trial should be given,pragmatic trials are attractive
•When the economics evaluation based on a meta-analysis,the detailed method of the meta-analysis should be given
	
	•Systematic review of evidences,the search strategies should be clear
•Data can be from:meta-analysis of RCTs or RCTs(preferred),controlled clinical trial,cohort studies,epidemiological case,expert opinion
•When using a meta-analysis,the detailed method should be given
	•Data can be from:meta-analysis of
high quality RCTs(the most favorable),if it is available,evidence available in a higher hierarchy should be selected
•Data should be presented in a transparent way
	•Systematic review of evidences,the quality of evidence should be assessed,the search strategies should be clear,methods used to combine data should be reported
•Data can be from:RCTs,non-randomised study or modelling
•Direct comparisons or  evidence synthesis on the basis of
RCTs using direct comparisons are preferred,if it is unavailable,indirect comparisons or network meta-analysis can be used
	•Systematic review of evidences(including RCTs,prospective observational studies, registries,retrospective studies,indirect comparisons studies and meta-analyses,clinical practice guidelines, clinical pathways etc.)
•The direct comparisons of RCTs are preferred
•The details of the included evidences should be given

	Preferred type and measurement of outcome 
	•In CEA:natural units,eg,LYGs
•In CUA:years of life are weighted by the quality of life,quality of life can be valued using SG,TTO,EQ-5D,SF-36 etc,descriptive tools should be presented,the weighting that reflect quality of life should be from people that are familiar with the evolution of the disease
•In CBA:monetary valuation,can be valued using WTP(recommended)
•If the intermediate endpoints are used,it should be justified
	The final endpoints(survival, frequency of serious complications, frequency of hospital admissions, LYGs, QALYs)are preferred,the choice of intermediate endpoints should be explained
	In CUA:QALYs,utility can be valued using generic utility instrument
such as the EQ 5D,the choice of instrument should be justified,if it is unavailable,mappings,TTO,SG,values taken from previous studies reported in published literature can also be used but should be justified
	•In CEA:natural units
•In CUA:QALYs,All quality of life instruments should be validated using South African data and the details of the instruments should be stated.
•The final endpoints are preferred,the connection between  intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using direct or indirect methods(preferable) ,utility should be from a sample groups representative of the general population,quantity and quality of life presented in a disaggregated and aggregated forms
•In CBA:monetary valuation,can be valued using WTP
•Intermediate endpoints should be justified and the connection between  intermediate endpoints and final endpoints should be clear
	•In CUA:QALYs,utility can be valued using direct methods(eg SG,TTO) or indirect methods(health state preference instrument,eg,EQ-5D etc),indirect methods are recommended,utilities should be from an average of a population
•If the intermediate endpoints are used,model should be used to illustrate final endpoints
	•In CEA:natural units
•In CUA:QALYs,QALYs,utility can be valued using direct methods(eg SG,TTO,VAS) or indirect methods(health state preference instrument,eg,EQ-5D or SF-6D etc),utilities should be from a representative sample of  general population,quantity and quality of life presented in a disaggregated and aggregated forms
•In CBA:monetary valuation,can be valued using WTP
•The connection between  intermediate endpoints and final endpoints should be clear
	•In CUA:QALYs,EQ-5D(the Thai algorithm version) is the most preferred utility method,other direct and indirect utility methods such as VAS, SG, TTO, HUI,QWB, SF-6D, WTP can also be used but should be
justified,utilities should be from Thai people,mapping can be useful 
•The final endpoints are preferred,the connection between intermediate endpoints and final endpoints should be clear
	•In CEA:natural units
•In CUA:QALYs,utility can be valued using EQ-5D-5L and be valued using Dutch reference values,utilities should be from general population,
	•It is recommended that clinical events, life expectancy, and QALYs all be assessed and reported separately,utility can be valued using SG,TTO or health state preference instrument(eg,EQ-5D or SF-6D),the utility from the general population is preferred
•The intermediate endpoints should be avoided

	Costs
	•The quantities of resources and unit costs should be recorded,market prices are the best tool
•All direct and indirect(lost productivity) costs should be identified,it is also advisable to include intangible costs,these costs should always be reported separately
•Direct future health care costs should be included, indirect future health care costs(unrelated to their initial diagnosis or treatment) should not be included

	Costs to be included depend on the choice of perspective,society perspective(all costs should be included);health system perspective(only costs of health system are included);particular institution perspective(only costs of medical institution, medical insurance fund, medical insurance institutions, or health workers that undertake private-practice, etc.are covered);individual patient or his/her family perspective(only costs that are paid by patient or his/her family are covered).cost data should be from official sources
of data
	•The quantities of resources and unit costs should be recorded,the public list price should be used
•Costs relate to resources that are under the control of the NHS in
Scotland and social work,if a broader perspective on costs is used,non-NHS and non-social work costs should also be included
	•The type,natural units,unit costs of resources should be recorded,cost data source should be based on South African practice,costs should be presented in disaggregated form
•Indirect costs should not be included
	•The quantities of resources and unit costs should be recorded,prices from official publications or market prices are preferred,data source should be justified
•Depends on the choice of perspective
•Health care costs,labor losses,time loss,informal care should be distinguished
•Indirect costs should be included in the societal perspective,lost productivity should be valued using HCM or friction cost methods
•Marginal cost should be measured
	•The quantities of resources and unit costs should be recorded,all data should be based on data in Sweden,AUP for medicine must be used
•All relevant costs associated with treatment and illness should be included
•The lost productivity should also be included and can be valued by HCM
	•The quantities of resources and unit costs should be recorded
•From the societal perspective,direct medical costs, direct non-medical costs, and indirect costs should be included
•Indirect costs related to lost productivity can be valued using HCM(recommended) or the friction cost methods
	•The quantities of resources and unit costs should be recorded,market prices can be applied as a reasonable proxy of opportunity costs
•Depends on the perspective,direct medical and non-medical costs,indirect costs should be included(they should be presented separately),indirect costs should be valued by HCM
•Future health care cost should not be included
•Costs should be adjusted for inflation and currency conversions
	•The quantities of resources and unit costs should be recorded,all sources for cost data should be based on national data
•From societal perspective,all relevant costs(costs within the
health care system,costs for patient and
family,costs in other sectors) should be included
• The lost productivity
should be measured by friction cost methods, HCM is not recommended
[bookmark: _GoBack]•All future costs(related and unrelated) should be included
•Costs should be adjusted for inflation
	•All resources and costs data should be stated
•Resources consumed and unit cost should be recorded

	Modeling
	The details of models and justification for the choice of modeling technique should be given
	The details of the model should be given
	The details of models and justification for the choice of modeling technique should be given
	The details of models and justification for the choice of modeling technique should be given, the choice depends on the nature of disease, treatment, time horizon and input variable
	The details of models and justification for the choice of modeling technique should be given, the choice depends on the research question
	•Modeling accepted
•Model should be validated(Internal validation and External validation)
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated
	•The details of the model should be given
•Model should be validated
	•The details of models and justification for the choice of modeling technique should be given
•Model should be validated

	Time horizons
	Coincide with the duration of the
treatment and its consequences
	
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Cover the period when the main health effects and costs arise
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences
	Sufficiently long to reflect all important differences

	Discounting rate
	•5%for both costs and outcomes 
•Sensitivity analysis,including 0% for benefits if not valued monetarily
	5% for costs 
	•3.5%for both costs and outcomes 
•Sensitivity analysis with 0%-6%
	•5% for both costs and outcomes 
•Sensitivity analysis with 0%-10%
	•3% for both costs and outcomes 
•Sensitivity analysis with 0%-5%
	•3%for both costs and outcomes 
•Sensitivity analysis with 0% and 5%,also apply 3%to costs in sensitivity analysis and 0%to benefits in sensitivity analysis
	•5% for both costs and outcomes 
•Sensitivity analysis with 0%-10% 
	•3%for both costs and outcomes 
•Sensitivity analysis with 0%-6%
	•4% for costs and 1.5% for outcomes 
•Sensitivity analysis
	Both costs and outcomes should be discounted

	Uncertainty
	Sensitivity analysis,calculating lowest and highest values or specifying alternative values
	Sensitivity analysis
	For parameter uncertainty:One and two-way sensitivity analyses are mandatory,PSA may be submitted and is not mandatory,ways of presenting uncertainty are confidence ellipses and
CE plane and CEAC
	1-way sensitivity analysis is mandatory,2-way sensitivity analysis,PSA
	1-way sensitivity analysis is mandatory,2-way sensitivity analysis,PSA
	Sensitivity analysis
	The basic method is the 1-way sensitivity analysis. If it cannot meet the study needs, use multi-way sensitivity analysis 
	Parameter uncertainty:PSA(preferred),DSA,PSA can be presented in CEAC
	[bookmark: OLE_LINK17]1-way or multi-way sensitivity analysis,parameter uncertainty should be examined using PSA with CEAC and/or CE plane
	•Both 1-way sensitivity analysis and PSA should be conducted
•Comprehensive 1-way sensitivity analysis of all parameters,scenario analyses are also strongly recommended.
•CE plane and CEAC are recommended to display the results

	Presentation of results
	ICER,incremental costs and consequences  of each alternatives,total values should also be calculated
	
	•ICER
•Expected value of each component of cost and expected total costs,expected QALYs for each option should be presented
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Costs presented in a aggregated forms
	ICER
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER,total costs, total effectiveness, incremental costs,incremental effectiveness  of each alternatives 
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER,total costs and effects, incremental costs and effects
•Costs and outcomes presented in a disaggregated and aggregated form
	•ICER
•Costs and outcomes presented in a disaggregated and aggregated form

	Efficacy vs Effectiveness
	Effectiveness
	Effectiveness
	
	Effectiveness
	Both efficacy and effectiveness should be used 
	
	Effectiveness
	Effectiveness
	Effectiveness
	Effectiveness

	Equity
	
	
	Equity should be stated
	
	Equity should be stated
	
	Equity should be stated
	Equity should be stated
	
	

	Conflicts of interests
	Conflicts of interests should be stated
	
	
	
	Conflicts of interests should be stated
	Conflicts of interests should be stated
	Conflicts of interests should be stated
	Conflicts of interests should be stated
	
	



*=Including pharmacology, pharmacokinetics, pharmacodynamics, contraindications, warnings, precautions, adverse events, interactions, and/or dosing,co-concomitant therapies etc.
#=including epidemiological data,burden of disease,current treatments and existing clinical guidelines for the conditions.
[bookmark: OLE_LINK18]ACER=Average cost-effectiveness ratio;AQoL=The Assessment of Quality of Life;AUP=Apoteket’s Sales Price;BCBS=Blue Cross and Blue Shield;BIA=Budget impact analyses;CA=Cost analysis;CBA=Cost benefit analysis;CCA=Cost consequence analysis;CEA=Cost effectiveness analysis;CE=Cost effectiveness;CEAC=Cost effectiveness acceptability curves;CI=Confidence interval;CMA=Cost minimization analysis;CUA=Cost utility analysis;CVA=Cost value analysis;DSA=Deterministic sensitivity analysis;EQ-5D=The Europe quality of life  5D;EUnetHTA=European Network for Health Technology Assessment;EuroQol=Europe Quality of Life;GATE= Graphic appraisal tool for epidemiology;HCDM=Health care decision maker;HCM=Human capital method;HE=Health economic;HR-QoL=Health related quality of life;HTA=Health technology assessment;HUI=The health utilities index;ICER=Incremental cost effectiveness ratio;ICUR=Incremental cost-utility ratios;ITT=intention-to-treat;LYG=Life-year gained;MAUIs=multiattribute utility instruments;NICE=The national institute for health and care excellence;NIS=New Israeli Shekels;NHS=National Health Service;PBAC=The Pharmaceutical Benefits Advisory Committee;PBS=the Pharmaceutical Benefits Scheme;PE=Pharmacoeconomic;PHARMAC=The Pharmaceutical Management Agency;PSA=Probabilistic sensitivity analysis;PSS=Personal social services;QALYs=Quality-adjusted lifer-year;QWB=Quality of well-being;RCTs=Randomized controlled trials;RF=Russian Federation;RS=Rating scales;SF-6D=A subset of the Short Form 36;SG=standard gambles;SHI=Statutory health insurance;TTO=time trade-off;VAS=visual analogue scale;WTP=Willingness to pay
