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Foreword 

This year Agenas has produce a systematic review of the methodological instruments used in Health 

Technology Assessment (HTA), on the behalf of the Commissione Unica Dispositivi Medici (CUD) of the 

Italian Ministry of Health. 

Such systematic review comes from a long and laborious process of consultation with experts, 

(internal and external) reviewers, and other stakeholders.  

The approach followed to develop this review was structured in two different but complementary 

phases.  

The first phase consisted in the exploratory analysis of the methodological tools currently used in the 

HTA assessments by the Agencies joint the International Network for Agencies in HTA (INAHTA). Such 

methods were identified through the analysis of the methodological manuals or HTA reports produced by 

INAHTA agencies. 

The second phase, aimed to the detection of the empirical studies underlying the methodological 

tools used in the HTA assessment, was preliminary to the identification of the methodological approaches 

which may be defined the best practices.  

The need to investigate the methodological issues arose from the awareness that performing an 

HTA assessment, characterised by extremely different operative ways, call for a convergence on common 

methodological principles in order to standardise methods and procedures, to facilitate the understanding 

and the diffusion. 

Agenas, thus considered not to propose an original method, outside the objectives of the 

commissioned work, but rather to explore the best practices for carrying out an HTA assessment, to provide 

a methodological reference that ensures the reliability and efficacy of the results of the evaluation. 

 

 

Fulvio Moirano 

Executive Director of Agenas 
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Executive Summary 

Introduction 

Health Technology Assessment (HTA) is a very articulated evaluation process composed of several phases 

which must be strictly based on scientific methods. Knowledge of the methodological instruments developed 

and adopted for the assessment of health technologies is an indispensable prerequisite for carrying out an 

HTA analysis.  

Objectives and research questions  

We identified and analysed methodological instruments currently used in the various domains of HTA. We 

also identified the methodological approaches forming best practices on the basis of their degree of 

“certainty” and assessed the possibility of creating a common language by defining of a terminology of 

reference. 

Methods 

We identified HTA agencies members of INAHTA and scanned their websites looking for methodological 

manuals relating methods used by each agency. When this was not possible we identified and read the most 

recent HTA reports produced for a basket of interventions to clarify method used. We made an assessment 

of the methods used on the basis of two indicators: the robustness and acceptance of the method (e.g. 

what has been published on the specific method in the literature) and the number of empirical 

methodological studies (publications) on which each method or part of is based. To do this we carried out 

extensive searches for original articles reporting the results of empirical and plotted their frequency by HTA 

domain and checked bibliographies of identified manuals. The formulation of a common language was based 

on the preparation of a HTA glossary. 

Results 

We identified 23 manuals written in English or German from 13 agencies. We included 16 HTA reports from 

9 agencies. We classified agencies into seven profiles from those that had usable methods manual and 

produced HTA reports to the untraceable. Given the considerable complexity of the topic we only perform a 

descriptive analysis of methods. Two major problems were identified. Methodological manuals did not report 

methods used for their preparation and failed to provide justification for methods illustrated and their degree 

of empirical certainty. Manuals do not identify specific methods but provide a range of alternatives. Methods 

used for the evaluation of the “effectiveness” domain appear to be dominant and applied to the assessment 

of other domains (such as “safety”, “diagnostic accuracy” and “prognostic value”). Other domains 

supplement these with ad hoc methods such as focus groups. The “economic” domain methods are an 

unclear mix of systematic reviews of economic studies and economic evaluations (with or without an 

economic model). The “effectiveness”, “safety” and “economic” domains are those with less uncertainty in 
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their methods evidence. Standardized HTA terminology originates from various disciplines but may facilitate 

standardization of methodology and further empirical research. 

Conclusion 

Empirical studies on which to base robust methods are urgently needed. 
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1. Introduction 

The Health Technology Assessment (HTA) is a multidisciplinary process which studies the medical, social, 

organisational, ethical, and economic implications and the safety of development, diffusion, and use of 

health technologies  [http://www.inahta.org]. In this context health technology is broadly defined to include 

any health intervention undertaken to enhance the state of health of an individual or population, such as 

medical devices, electro-medical equipment, diagnostic-therapeutic procedures, organisational procedures, 

drugs and more [Battista et al, 1989]. 

The assessment of health technologies is based on scientific method to produce information useful for health 

policy choices [Battista et al, 1989]. In fact, HTA has the main objective of providing a scientifically robust 

information base to support political decision makers in the definition of an efficacious, efficient, safe health 

policy [Draborg, 2005]. 

Despite the political vocation, HTA must be strictly based on scientific research and methodology. So the 

knowledge of the methodological instruments developed and adopted for the assessment of health 

technologies is an indispensable prerequisite for carrying out an analysis of this type. This is even more 

important when looking at the current HTA panorama, characterised by different operative experiences not 

only in different nations but also within the single nation. Although there is much experience at the 

international level with the intention of achieving some degree of methodological standardisation, it was 

recently emphasised that the variability in the conduction of HTA is one of the principal limitations to the 

diffusion and use of the results produced [EUnetHTA WP4, 2008]. 

HTA activity in Italy has joined this complex, various and developing context. After considerable initial 

interest, there is now an emerging need for a convergence of all the workers involved in HTA activities, on 

common methodological principles in order to standardise methods and procedures, to facilitate the 

understanding and the diffusion. 

HTA is a very articulated evaluation process composed of several phases, which are now standardised 

[Busse R et al (ECHTA Working Group 4), 2002], but yet differ in the ways they are performed by the 

different actors (Figure 1). The purpose of this systematic review is to analyse the methodological tools used 

for health technologies assessment; so the analysis is strictly focused on the evaluation phase of a health 

technology within the entire HTA process (highlighted in yellow in the Figure 1). 
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Figure 1: HTA Process 

 

Source: Adapted from Busse et al. (ECHTA Working Group 4), 2002. 

Pointing out the best practices to perform an HTA assessment and the methodological principles underlying 

them, in the assessment phase, is a key priority to provide a methodological reference that ensures the 

reliability and efficacy of the results of the evaluation. 
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2. Objectives and research questions  

This systematic review seek to identify the methodological instruments currently used to carry out the 

assessment of health technologies, based on the available evidence, identifying the best practices.  

This systematic review has the following main objectives: 

1. Carry out an exploratory analysis of the methodological instruments and approaches utilised in HTA 

assessments, to provide a clear and systematic description o them. In particular, the methods used 

in the various domains of HTA have been analysed and systematized.  

2. Identify the methodological approaches which may be defined the best practices1 on the basis of 

their degree of “certainty”2. 

3. Create a common language through the definition of a terminology of reference. 

 

The study was aimed to answer the following research questions: 

1. Which are the methodologies used by the public health agencies to conduct HTA activities (by 

domain of the assessment e.g. economic evaluations, effectiveness evaluations, etc.)? 

2. What is the degree of certainty for each of these? 

3. Is there a common and standardised HTA terminology or can it be defined? 

 

 

 

 

 

 

 

 

                                                            
1 The term “best practices” is used to indicate those methods which are in widespread systematic use in HTA 
assessments for which there is a sufficient degree of certainty. 

2 The degree of "certainty" of methodological tools is defined by two indicators: the incidence of the method (how much 
has been published on the specific method in the literature) and the number of methodological empirical studies 
(publications) on which the specific method is based. 
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3. Analysis of the methods to conduct an Health 
Technology Assessment  

The analysis of the methods to conduct a HTA assessment was performed in  a two phase process, in which 

different instruments and information sources were used.  

The first phase, aimed at identifying the methodological tools used in the HTA assessments (and their 

empirical basis), was the analysis of the methodological manuals and HTA reports identified by consulting 

the websites of the HTA agencies. 

The second phase, intended to identify the empirical studies supporting the methodological tools used for 

HTA assessments, was a literature search by domain, on specific databases. 

3.1 Phase 1 – Exploratory analysis 

The first phase was carried out through an exploratory analysis, performed on the web sites of the HTA 

agencies/institutions/organisms in the International Network for Agencies in HTA (INAHTA). INAHTA joints 

50 HTA public agencies or organisations performing HTA activities (appendix 1). The purpose of the analysis 

was to examine the methodological manuals and HTA reports, produced by INAHTA agencies, to identify 

and investigate the methodological approaches adopted and to point out the various domains which make 

up the evaluation process or in which an HTA report is structured. 

3.1.1 Methods 

Firstly we evaluated the possibility of conducting a sample analysis of HTA agencies to define the target 

population of this review. The selected approach was to identify a random stratified sample, statistically 

representative of the population. Two independent potential approaches for stratification were examined, 

the “cultural background” and the “geographical area” of membership, We assumed  that these two 

variables could affect the ways of preparing  an HTA report (appendix 2). 

Hence, using a probabilistic approach and stratifying the study population in relation to those two variables, 

the sampling scheme resulted in two sample sizes so high (about 44 agencies out of 50) as to not justify a 

sample analysis.  

Therefore it was considered more appropriate to perform the exploratory analysis taking into account all 

INAHTA agencies.  

The results of the analysis were graphically represented by algorithms.  

3.1.1.1 Search strategy 

The methodological tools adopted in the HTA process were identified through the consultation of the 

websites of INAHTA agencies (linkable on the INAHTA websites (http://www.inahta.org/Members/Contact-

database/Post.aspx)). The search was performed in two steps: 

• Search of methodological manual; 

• Search of HTA report. 

http://www.inahta.org/Members/Contact-database/Post.aspx)
http://www.inahta.org/Members/Contact-database/Post.aspx)
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First we  searched to identify those agencies which had  a methodological manual  available. By manual we 

meant a document in which the methods used in the HTA assessment  in each domain were formalized. If 

no methodological reference manual was identified, the research was focused on HTA reports produced by 

the relevant HTA agencies. In the latter case the methodological practices used in the production of HTA 

reports were inferred from the reports produced, not without some degree of approximation. The 

assumption was that despite the methodological principles not being formalized in a manual, however, these 

could be reconstructed from the documents produced. The methodological manuals and HTA reports 

analyzed were selected on the basis of inclusion criteria listed in the paragraph 3.1.1.2. 

3.1.1.2 Inclusion criteria 

The inclusion criteria for the identification of methodological manuals were edited compared with those 

defined in our research protocol to be more inclusive. We  included: 

• HTA methodological manuals and handbooks for the production of HTA-like3 documents in Italian, 

German4 and English, without time restriction. 

The inclusion criteria for the selection of HTA reports were: 

• HTA reports in English, (most recent) for the different types of health technologies identified. 

We identified  the reports produced in the latest available year; of these, 1 report was selected for each type 

of health technology (drugs, medical devices, procedures, other) and where several reports were available 

for a specific type, the most recent was selected. If no reports on a specific type of health technology were 

published in the latest year, reference was made to the preceding year, while if the agency had never 

produced reports on that type of health technology, the analysis was limited to the latest reports produced 

and available. 

3.1.1.3 Analysis and Synthesis  

The search of the methodological manuals and the HTA reports was  developed assigning a list of agencies 

to four authors (MC, EF, SP and TJ)  to seek  the possible web publication of one or more methodological 

manuals for performing HTA evaluations or, if these were not identifiable , to investigate if HTA reports were 

published. An ad hoc form to collect the requested information was created (appendix 3).   

Some agencies were  contacted directly, using  the e-mail address of the contact person quoted in the 

INAHTA web site. The agencies were contacted if the information was not usable, since the methodological 

manual was written in a language different from English and Italian5, or if the information was uncertain, as 

                                                            
3 Documents describing the methods used in the production of parts of an HTA assessment.  

4 We chose  to include the documents written in Italian as the study is being conducted in Italy and documents in 
German as it is the mother tongue of one of the authors. 

5 The request was also sent to the agencies with methodological manuals published in German to allow the extraction in 
double of the information regarding the methodological content remarkable for the analysis (see page 17). 
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the examined site was not  in one of our three designated  languages. The agencies were asked to provide 

the information and the documents related to the methodological tools used in their HTA evaluations. Three 

typologies of requests were  sent according to our information needs: 

 agencies with an unusable methodological manual written in languages different from those quoted 

above: we  requested clarification about the availability of the English version of the methodological 

manual (and, if available, the agencies were asked to deliver it) (R1);   

 agencies lacking a methodological manual and producing unusable HTA reports (because reports 

were not downloadable or were in languages different from our designated languages): a request was 

sent to confirm the extracted information (lack of a methodological manual in English language). If a 

methodological manual was available in English we asked for delivery. If not we asked for  HTA reports 

produced in English by the same agency (R2);   

 agencies with an unusable website because of language  problems6: a request was  sent for the 

possible availability of a manual in English language. If we got a  positive answer , the delivery of the 

manual was asked, while in the case of negative answer, we asked for  HTA reports produced in English 

by the same agency (R3).    

Appendix 4 lists the agencies we contacted with the reasons for contacting each agency, the typology of 

request (R1, R2 and R3) and if the answer was given.    

 

Unlike what we stated in the research protocol, the methodological documents produced  by the Cochrane 

Collaboration were not considered in the analysis. The Cochrane Handbook [Higgins et al, 2005] was 

subsequently excluded because not directly related to HTA activity; it is a manual on systematic reviews 

following the Cochrane format. 

The methodological manuals and the HTA reports identified resulted from the exploratory  analysis and 

available in English and in Italian were analysed by three authors (MC, EF and SP), while the methodological 

manuals published in German were examined by one German speaking author (HM). The manuals in English 

were analysed in double, in independent way; the manuals in German was read by a single author7. Possible 

discrepancies were solved through consent or, if consensus was  impossible to reach, through the arbitration 

of a third reviewer (TJ). The main information was extracted using two extraction forms, reported 

respectively in appendix 5 (methodological manuals) and in appendix 6 (HTA reports), specifically created by 

the authors. 

Identified manuals  were sorted by year of publication from the oldest to the most recent and an 

identification number (id) was given to each of them in consecutive order; if the year of publication was the 

                                                            
6 Linguistic barriers due to the availability of documents and sites published in languages different from those known by 
the authors. 

7 As regards the manuals written in English and in Italian, the economic domain was investigated by MC and SP, while all 
the other domains were analyzed by MC and EF. 
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same, manuals order was carried out according to the alphabetical order of the HTA agencies8. The id  

number  of the manuals was reported in all relevant tabulations.    

In particular, with regard to the methodological manuals, the following information was extracted:   

- general information of the methodological manual (id, reference and year of publication of the manual);   

- information related to the agency that had produced it (name of the agency and the country in which it is 

situated);   

- information related to the contents (type of health technology considered in the manual, domains 

examined in the manual, objective stated in the manual, presence of a "method” section describing  the 

process for the production of the manual, bibliographical references of the "empirical studies" underlying the 

method outlined in the manual and which  justify the choice of using it).   

Extraction of the latter information was based two assumptions. First of all, "empirical study" means a study 

in which a method is examined and compared with one or more methodological alternatives  to validate the 

utility and the opportunity of using it. Accordingly, studies that are mere application of a method were 

excluded. Secondly, the selection of the bibliographical references of the empirical studies was performed by 

reading only the title of the bibliographical references cited in the analyzed methodological manuals. We 

cannot excluded  introducing some bias in this phase.  

Finally the "notes" field was entered. This field contains the default information for appraising the 

transparency of the production process of the manual, the observations and the personal comments of the 

extractor.   

Based on the preliminary results derived from reading the manuals we thought it appropriate to carry out a 

deeper analysis of the methodological contents. In particular  we extracted and analysed information related 

to the methodological tools outlined (general methods), the main elements of these tools (methodological 

path), to the punctual definition of the components of the method used by the single agencies (specific 

methods9), in addition to the rationale of this method and its elements.   

Because of the heterogeneity of the methodological documents, information about the methodological tools 

and their elements was collected in narrative way, as reported in the various analyzed manuals, without 

using a standard form. Extraction was done by one author (MC) and checked by a second (SP for the 

economic domain and EF for all the other domains). This activity was performed only on  manuals written in 

English, for two main reasons: the relevance of the information and the way of extraction made it imperative 

to ensure the check of the extracted information by a second extractor.   

The following information was extracted from HTA reports:   

- general information on the HTA report (bibliographical reference of the report);   

                                                            
8 The described method of classification was applied only to the manuals in English; the manuals in German were listed, 
at a later time by following the chronology of their publication (appendix 10). 

9 A "specific method"  is  the indication of specific databases in which to conduct the literature search (e.g. Pubmed and 
Embase), or the specific discount rate to use in the discounting of the costs and outcomes in economic evaluations, etc 
adopted by HTA agencies. 
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- information related to the agency that has produced it (name of the agency and country in which it is 

situated);   

- information related to the contents (type of health technology assessed in the report, domains examined in 

the report, objective stated, presence of a "method" section explaining the process for the production of the 

report, bibliographical references of the empirical studies underlying the employed methods);   

- information to appraise the transparency of the process of HTA report production and the observations and 

the personal comments of the extractor.   

A further element of analysis was the approach used in the health technology assessment.  

One study [Goodman, 1998] describes three fundamentally different approaches to health technology 

assessment:  

 Technology orientated HTA;  

 Problem orientated HTA;  

 Project or organisation orientated HTA.  

The first approach aims to assess the importance of a specific health technology, the second aims to find 

solutions or strategies of solution of clinical problems for which there are several different alternative 

technologies available, the purpose of the last can be to assess how a  specific technology can be fitted into 

a specific institution, programme or project [Kristensen et al, 2007]. 

In accordance with the analysis carried out on the methodological manuals, even for the HTA reports it was 

extracted information on general methodological tools, on their main elements and on the specific methods, 

in addition to empirical studies underlying them.  

The information on the methodological contents, both of manuals and HTA reports, was processed and 

analyzed. The results are presented, respectively, in paragraphs 3.1.2.2 and 3.1.2.3. Given the 

heterogeneity of the included manuals and HTA reports, the information gathered was synthesized in a 

qualitative manner, using both a tabulation and a narrative description. 

3.1.1.4 Appraisal of methodological quality 

The methodological quality of the manuals included in the analysis was appraised using an ad hoc checklist, 

due to the lack of a standard tool for assessing the quality of methodological documents. The instrument 

consists of 8 questions each of which can be answered by "Yes", "No", "Partly", "Not clear" or "Not reported" 

(appendix 7). Similarly to appraise the quality of the included HTA reports, the INAHTA checklist was used 

[INAHTA, 2001] to define the elements of an HTA report; this checklist has been adapted to take account of 

the aspects considered and analyzed in this systematic review (Box 1). In particular, since this study focused 

on aspects of method used for the HTA assessments, questions concerning general information and the 

rationale of the assessment have been simplified, while those related to the discussion of the results and the 

future actions have been omitted. 
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Box 1: Checklist of the elements of an HTA Report according to INAHTA – our modifications 

 

 

 

 

 

 

 

The possible answers in the INAHTA checklist for each question are: “Yes”, “No” and “Partly”; a further 

answer option “Not clear” was added (appendix 8). Any discrepancies between reviewers were solved by 

consensus or if  no consensus was possible, through the arbitration of a third reviewer. 

3.1.2 Results 

3.1.2.1 Results of exploratory analysis 

Exploration of the INAHTA agency sites (results are reported at appendix 9), showed an initial a picture 

needing10  further  investigation. Of the 50 agencies examined, 23 agencies11 (46 % of the total population) 

were directly contacted via an e-mail sent on July 16 2010. No reminder was sent. 12 out of 23  agencies 

responded (52%). For non-responders  we analyzed, when available, all information  from the site.  

The exploratory analysis, supplemented by information obtained through direct contact allowed the 

identification of 39 HTA methodological manuals, used by 24 agencies. We analysed only 32 of the 39 

manuals identified (produced by 18 agencies) as they were published in English (26) and German (6); no 

manual in Italian was found.  

The remaining 7 manuals (produced by 6 agencies) were excluded as 5 of them were published in Spanish12, 

1 in Swedish (SBU - Swedish Council on Technology Assessment in Health Care) and 1 in Norwegian (NOKC 

- Norwegian Knowledge Centre for the Health Services). 

                                                            
10 See  paragraph 3.1.1.3. 

11 A list of the agencies is in appendix 4. 

12 Of the five of the Spanish manuals, 2 are produced by OSTEBA (Basque Office for Health Technology Assessment), 1 
by AETSA (Andalusian Agency for Health Technology Assessment), 1 by ETESA (Department of Quality and Patient 
Safety of the Health Ministry of Chile) and 1 from CENETEC (Excelencia Tecnológica en Centro Nacional de Salud). The 
Basque Agency at the time of collection of this information was preparing a program in English for critical appraisal of 
evidence. 

Adapted checklist  

 Questions 3 and 4 on the preliminary information was 
kept (now questions 1 and 3) 

 Questions 6 and 7 relating to the rational have been 
rewritten (now question 4) 

 Questions 10 and 11 concerning the method have 
been retained (now questions 6 and 7) 

 Two questions were introduced (questions 2 and 5) 
to keep the analysis of HTA report consistent with the 
analysis of methodological manuals 
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It became clear that some agencies have produced their own HTA methodological manual, but also refer to 

other methods manuals or documents produced outside. In particular, several agencies refer to the manual 

of the UK’s York CRD (Centre for Reviews and Dissemination) [CRD, 2009] (e.g. DAHT @ DIMDI), or to 

documents developed in collaboration with other agencies within the same country (in the case of the 

Spanish AETS (Agencia de Evaluación de Tecnologias Sanitarias)) [Hausmann et al, 2010] [Mahtani Chugani 

et al, 2006] [Ruano Ravina et al, 2007] [Varela Lema et al, 2007] [Benguria Arrate et al, 2007]. 

 

Our analysis also showed that 20 agencies do not have a methodological manual, although some of them 

listed on their website a brief description of  methods used13, while others, in contrast, make explicit 

reference to sites/documents/projects of other organisations14. 

Fourteen of 20 agencies produced HTA reports while the remaining 6 did not seem to produce any reports15. 

For  analysis purposes we considered only the reports produced by 9 agencies, among the 14 agencies that 

produce HTA reports, as they were accessible and available online in English or Italian, for a total of 15 

reports. Reports from the remaining 5 agencies were not included as they were written in the national 

language [is the case of CEDIT (Comité d' Evaluation et de Diffusion des Innovations technologies) in French 

and regarding the AVALIA-t in Spanish], or were not downloadable [as for Indonesian agency HITAP (Health 

Intervention and Technology Assessment Program) IECS (Institute for Clinical Effectiveness and Health 

Policy) Argentina], or were considered confidential information [such as the Israel agency ICTAHC (Israel 

Center for Technology Assessment in Health Care)]. 

For  the 6 agencies16 excluded from the analysis of the methodological manuals because they did not meet 

our language inclusion criteria, the analysis continued investigating the presence or absence of a HTA report. 

We found that the NOKC (Norwegian Knowledge Centre for the Health Services) is the only one among 

these 6 agencies producing some  HTA documents in English. However SBU (Swedish Council on Technology 

Assessment in Health Care) claimed to publish reports of HTA in Swedish with English executive summary, 

while CENETEC (Excelencia Tecnológica en Centro Nacional de Salud), ETESA (Department of Quality and 

Patient Safety of the Health Ministry of Chile), AETS (Agencia de Evaluación de Tecnologias Sanitarias) and 

                                                            
13 This is  the case of AETMIS (Agence d´Évaluation des Technologies et des Modes d´Intervention en Santé), of the 
Agenas (Agenzia nazionale per i servizi sanitari regionali), of the NHSC (National Horizon Scanning Centre and ZonMw 
(The Medical and Health Research Council of The Netherlands). 

14 VASPVT (State Health Care Accreditation Agency under the Ministry of Health of the Republic of Lithuania) refers 
readers to the EUnetHTA website, AVALIA-t (Galician Agency for Health Technology Assessment) refers  to the UK’s CRD 
(Centre for Reviews and Dissemination) and NICE (National Institute for Clinical Excellence) and AHTA (Adelaide Health 
Technology Assessment) uses  MSAC-sourced methods. All are INAHTA members. 

15 The English agency NHSC (National Horizon Scanning Centre) which prepares  Horizon scanning reports in included in 
the list but is excluded from this review because it does not meet our inclusion criteria. 

16 NOKC and SBU reported either intending or in the process of producing a manual in English claimed to have intent or 
are translating the manual into English respectively. 
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OSTEBA (Basque Office for Health Technology Assessment) seem17 to produce HTA reports in Spanish only. 

We included two reports from NOKC, leading to an overall result of 17 reports analyzed, produced by 10 

agencies. 

 

Of the 50 agencies analyzed,  for 6 we could not detect with certainty the existence of a methodological 

manual and of the HTA report. In fact we found language problem for four agencies, whose website was 

completely or partially published in the national language at the time of consultation (June 2010). The four 

agencies are: AETSA (Andalusian Agency for Health Technology Assessment), UETS (Unidad de Evaluación 

de Tecnologías Sanitarias), AHTAPol (Agency for Health Technology Assessment in Poland) and DSI (Danish 

Institute for Health Research). The Korean CNHTA (Committee for New Health Technology Assessment) and 

the Agency of Malaysia MaHTAS (Health Technology Assessment Section, Ministry of Health Malaysia) had 

no accessible websites.  

Results are shown in the synthesis algorithm shown in Figure 2. 

 

                                                            
17 This finding was inferred by web site consultation, conducted on May 12nd, 2011. 
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Figure 2: Synthesis algorithm  
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After reading the full text of the 32 methodological manuals, we included 21 manuals, excluded a further 3 

manuals , while for 8 manual there was a disagreement between the reviewers. For manuals on which there 

was a disagreement a third reviewer/arbitrator included 2 manuals and excluded the remaining 6. Appendix 

10 shows the 23 manuals included and the 9 manuals excluded, specifying the reason for the exclusion. The 

manuals that meet the inclusion criteria of this systematic review were 23 (produced by 13 agencies), 

including 18 in English and 5 in German (Box 2). 

  
Box 2:  Synthesis of included manuals 

 

 

 

 

 

After full text reading of the methodological manuals, we found that five  of the 18 agencies initially included 

had no methodological guide. Therefore we decided to verify the eventual production of HTA reports, by 

consulting again the websites of the agencies (on May 12nd, 2011). From this investigation we found that all 

the agencies produce HTA reports, but only 3 published their reports in English [the ASERNIP–S (Australian 

Safety and Efficacy Register of New Interventional Procedures - Surgical), the NHS QIS (Quality 

Improvement Scotland) of the United Kingdom, and the FinoHTA (Finnish Office for Health Technology 

Assessment - Academy of Finland)]. The remaining 2 agencies publish their reports in the national language 

[CAHTA (Catalan Agency for Health Technology Assessment)18 and HAS (Haute Autorité de Santé) in 

France].  

The 5 report identified (produced by 3 agencies) were added to the 17 from the exploratory analysis 

(produced by 10 agencies). 

We considered a total of 22 HTA report produced by 13 agencies. After reading the full text of the HTA 

reports, we included 16 (produced by 9 agencies) reports, while 6 were excluded after application of 

inclusion criteria (Box 3). 

 

Box 3:  Synthesis of HTA reports included 

 

 

 

 

The list of included and excluded HTA reports, with reason for exclusion is at appendix 11. 

                                                            
18 The agency changed its name and is now called CAHIAQ (Catalan Agency for Health Information, Assessment and 
Quality). 

23 Manuals included 

English= 18 

German= 5 

16 HTA report included 

English = 16 
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3.1.2.2 Results of the analysis of methodological manuals 

The purpose of this systematic review was to identify, the methodological tools adopted for the assessment 

of health technologies by reading of the HTA methodology manuals. We defined 12 (52%) of the 23 

methodological manuals  as "partial"19, while the remaining 11 (48%) were "complete" (see appendix 12).  

The relevant information on methodological manuals is listed in Table 1. 

 

                                                            
19 “Complete manual” is a general and complete HTA guide. A “Partial manual” is focused on single feature and defined 
as HTA-like. 
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Id Institution Country Year Reference 
Category of 

Health 
Technologies 

Domain Objective Method 
Empirical 

study 
references 

Notes 

1 
CADHT (ex 
CCOHTA) 

CANADA 1996 

Canadian 
Coordinating Office 
for Health 
Technology 
Assessment. A 
GUIDANCE 
DOCUMENT 
FOR THE 
COSTING PROCESS 
Version 1.0. 1996 

NR Economic 

This document is intended to 
help researchers determine 
costs when undertaking 
economic evaluations. 

NO 2 

Funding: Partially private 
Disclosure of conflicts of interests: NR 
External review: YES 
Updating: NC  
______________________________ 
The document is a guidance  rather than a 
methodological manual. References are not 
related to the specific topic of economic 
assessment process. 

2 VATAP USA 1996 

VATAP. Report No. 
1 
Assessing 
Diagnostic 
Technologies. 1996 

Diagnostic 
technologies 

Diagnostic 
accuracy 

This report summarizes the 
approach of the Management 
Decision and Research Center 
Technology Assessment 
Program to evaluating 
diagnostic technologies. The 
following brief overview of 
some of the issues involved in 
assessing diagnostic tests will 
outline the design of studies 
used to evaluate the accuracy 
of and introduce 
measurements of diagnostic 
test accuracy. 

NO 7 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NC 
Updating: NR 
______________________________ 
The document describes how to conduct a 
systematic review of the diagnostic accuracy 
studies. It is essentially focused on the 
methodological quality appraisal of clinical 
trials conducted on the diagnostic technologies 
(basic requirement for the methodological 
quality of secondary assessments - HTA report 
and systematic reviews). 

3 VATAP USA 1996 

VATAP. Health Care 
Technology 
Assessment in VA - 
Primer. 1996 

Devices  
Equipment  
Supplies 
Drugs 
Medical and 
surgical 
procedures 
Systems of care 
Support systems 
Organisational and 
managerial 
systems 

Performance 
characteristics 
Clinical safety To introduce the purposes, 

scope and general approach of 
technology assessment in 
health care. The primer 
describes the role of 
technology assessment as a 
management tool in health 
care delivery, regulation and 
payment, and provides a basic 
framework for 
understanding technology 
assessment programs. 

NO 

0 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NC  
Updating: NR 
______________________________ 
It is not an exhaustive document or a manual 
on how to make an assessment HTA, but a 
general and academic guide  on HTA. 
References are not related to the content of 
the manual, but are referred to as suggested 
publications for more in depth information 
about technology assessment. 

Efficacy/Effecti
veness 

5 

Economic 
impacts 

0 

Social, legal, 
ethical and 
political 
impact 

0 

Table 1: Methodological manuals 
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4 
CADHT (ex 
CCOHTA) 

CANADA 1997 

Canadian 
Coordinating Office 
for Health 
Technology 
Assessment. 
Guidelines for 
economic 
evaluation of 
pharmaceuticals: 
Canada. 2nd ed. 
Ottawa: Canadian 
Coordinating office 
for Health 
Technology 
Assessment 
(CCOHTA); 1997. 

Pharmaceutical 
products 

Economic 

These guidelines provide 
assistance for directing  
pharmcoeconomics studies, as 
well as providing a template 
for the final reports of 
evaluations; with the purposes 
of providing standardized and 
reliable information for the 
target audience. 

NO  93 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: YES 
Updating: NC  
______________________________ 
The document is a guidance rather than a 
methodological manual framed in three parts. 
Part 1 summarizes all the guidelines, Part 2 
explains the formulation of each guideline and 
Part 3 provides the reporting format. 

7 CADHT CANADA 2003 

The Canadian 
Agency for Drugs 
and Technologies in 
Health (CADTH). 
Guidelines for 
Authors of CADTH 
Health Technology 
Assessment 
Reports. 
June 2001 
Revised May 2003 

Health 
technologies  

Efficacy/Effecti
veness 

This document aims to 
provide authors of CCOHTA 
HTA reports with: 
• a summary of the overall 
process for production of HTA 
reports; 
• a standard report template 
to be used by authors; and 
• a bibliography of suggested 
HTA methodological 
guidelines. 

NO 

1 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review: YES  
Updating: NR  
______________________________ 
This manual describes the procedures for the 
production of an HTA report, giving indications 
for its format. 

Economic 0 

8 CADHT CANADA 2006 

Guidelines for 
economic 
evaluation of 
health 
technologies: 
Canada  
[3ed Edition]. 
Ottawa: Canadian 
Agency for Drugs 
and Technologies in 
Health; 2006 

Health 
technologies  

Economic 

The objective of these 
guidelines is to assist the 
“doers” of economic 
evaluations (i.e., analysts) to 
produce credible and 
standardized economic 
information that is relevant 
and useful to decision makers 
in Canada’s publicly funded 
health care system. 

NO 32 

Funding: Public 
Disclosure of conflicts of interests: YES 
External review: YES 
Updating: NR 
______________________________ 
This document is a guidance, rather than a 
methodological manual, for the production of 
economic evaluations. It explains the 
methodological path to follow. 
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9 CVZ 
THE 
NETHERL
ANDS 

2006 

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

Drug  Economic 

The guidelines are intended 
for designing, conducting and 
reporting pharmacoeconomic 
research, but are applicable to 
economic evaluations in 
general within the field of 
health care. 

NO  13 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: NR  
______________________________ 
These guidelines are used to assess the cost-
effectiveness of a drug, for which the 
reimbursement is requested. The paper is 
structured as follows: 
 - guideline; 
 - explanation; 
 - references. 

11 DACEHTA 
DENMAR
K 

2007 

Kristensen FB & 
Sigmund H (ed.) 
Health Technology 
Assessment 
Handbook 
Copenhagen: 
Danish Centre for 
Health Technology 
Assessment, 
National Board of 
Health, 2007 

Health 
technologies  

Efficacy/Effecti
veness 

The handbook describes the 
methods to produce HTA 
reports: 
1) Highlighting the importance 
of optimal use of existing 
studies and data material 
before any primary data 
generation – where strictly 
necessary – is initiated 
2) Presenting up-to-date, 
research-based methods 
within not only the 
development areas of ethics, 
patient and organisation, but 
also the more established HTA 
elements of technology and 
economy. 
3) Supporting the HTA process 

NO 

10 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: NR 
______________________________ 
This document is a methodological handbook 
on HTA. It is divided into parts: the first part is 
an introductory describing how an HTA is 
initiated. The second part contains 
considerations and methods that are common 
to the domains of analysis. The third part 
focuses on the specific approaches for different 
domains (technology, patient, economics, and 
organisation). 

Technology 
(Safety) 

0 

Patient (Social) 1 

Organisation 0 

Economic 6 

Ethical 0 

12 
DECIT 
CGATS  

BRAZIL 2007 

Methodological 
Guidelines for 
Appraisals on 
health technology 
assessment for the 
Ministry of Health 
of Brazil [2007]  

Health 
technologies  

Effectiveness 

The Methodological 
Guidelines for Appraisals on 
Health Technology 
Assessment for the Ministry of 
Health of Brazil have the aim 
of contributing to the 
standardization, qualification, 

NO 2 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: NR 
______________________________ 
This document is a methodological manual 
focuses on the HTA appraisal. It describes very 
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Economic 

and evaluation of opinions 
elaborated by the Ministry of 
Health, whose demand is 
expected to raise to the 
degree that the HTA are 
instituted as one of the 
elements to be considered in 
the process of incorporation 
of new technologies in the 
country. 

0 

briefly the information to be contained in the 
report and the report framework. 

13 KCE BELGIUM 2007 

Cleemput I, Van 
Den Bruel A, Kohn 
L, Vlayen J, Vinck I, 
Thiry N, et al. 
Search for Evidence 
& Critical Appraisal: 
Health Technology 
Assessment (HTA). 
Brussels: Belgian 
Health Care 
Knowledge Centre 
(KCE); 2007. KCE 
Process notes 
(D2007/10.273/40)  

Health 
technologies  

Effectiveness 

This document aims to 
provide a methodological 
approach to literature search 
for HTA. 

NO 

0 

Funding: NR 
Disclosure of conflicts of interests: NO  
External review: NR 
Updating: NR 
______________________________ 
This document  explains the procedure for the 
preparation of an HTA report adopted and 
followed in KCE. In particular it describes the 
methodological approach adopted by KCE to 
perform the searches in the different domains. 

Economic 1 

Ethical and 
patient (social) 
issues  

0 

Organisational 
and legal 
issues 

0 

17 IQWiG 
GERMAN
Y 

2008 

IQWiG, Institute for 
Quality and 
Efficiency in Health 
Care. General 
Method. 
Version 3.0 of 
27.05.2008 

Drug  
Non-drug 
therapeutic 
intervention 

Effectiveness 
The General Methods explain 
the legal and scientific basis of 
the Institute for Quality and 
Efficiency in Health Care 
(IQWiGc). The tasks and 
structure of the Institute are 
described in this document, as 
are the scientific tools applied 
in the preparation of IQWiG’s 
products. 

NO 

27 Funding: NR 
Disclosure of conflicts of interests: NR 
External review: YES 
Updating: YES  
______________________________ 
This manual describes how the various 
assessments are carried out in this Institution. 
Chapter 6 describes the general methodological 
aspects. 

Diagnostic 
accuracy 

2 

Safety 6 
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18 CADHT CANADA 2009 

Jacobs P, Yim R. 
Using Canadian 
administrative 
databases to derive 
economic data for 
health technology 
assessments. 
Ottawa: Canadian 
Agency for Drugs 
and Technologies in 
Health; 2009. 

NR Economic 

The objectives of this report 
are to summarize the 
economic data in Canadian 
administrative databases and 
to show how an analyst can 
use this information in HTAs. 

NO none 

Funding: Public 
Disclosure of conflicts of interests: NO 
External review: YES 
Updating: NR 
______________________________ 
The manual describes an instrument to 
synthesize data recorded in Canadian 
administrative databases, in order to derive the 
economic information to be used in HTA 
economic evaluations. Since the administrative 
database is strictly dependent on the context, 
generalizability would be difficult. 

19 CRD UK 2009 

Centre for Reviews 
and Dissemination. 
CRD’s guidance for 
undertaking 
reviews in health 
care. 2009 

Health 
Interventions 

Effectiveness 

The aim is to promote high 
standards in commissioning 
and conduct, by providing 
practical guidance for 
undertaking systematic 
reviews evaluating the effects 
of health interventions. This 
guide focuses on the methods 
relating to use of aggregate 
study level data. 

NO 

83 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: YES 
Updating: NR 
______________________________ 
This manual presents the systematic review as 
a methodological tool for assessing various 
domains. In particular for the evaluation of 
effectiveness the method of "qualitative 
research" should be used to support the 
interpretation of the results from the 
"systematic review" approach. 

Diagnostic 
accuracy 

37 

Prognostic 
value 

21 

Public health 
21 

Safety 34 

Economic 12 
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20 IQWiG 
GERMAN
Y 

2009 

IQWiG, Institute for 
Quality and 
Efficiency in Health 
Care. General 
Methods for the 
Assessment of the 
Relation of Benefits 
to Costs 
Version 1.0 of 
19.11.2009 

Health 
interventions 

Economic 

This report describes a 
method to be used for the 
health economic evaluations 
generated by this institution. 
The method serves as 
guidance to prepare topic-
specific report  regarding 
health economic evaluations. 

NO 29 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NC 
Updating: NR 
______________________________ 
The evaluations conducted by IQWiG consider 
the adequacy of the price of health 
technologies and will provide information for 
setting a maximum price reimbursable for 
these technologies. Evaluations are carried out 
after the intervention has been approved (ex 
post ).  
It is important to remember that IQWiG has not 
been charged with developing a method that 
allows the prioritising within the health system. 
In other words, it is not to compare the quality 
/ price of a new intervention with those of 
health in general ( or, in other therapeutic 
areas ). The challenge was to examine how  the 
information on current alternative 
interventions , in a given area, can be used to 
guide therapeutic decision-makers in 
determining the maximum reimbursable prices.  
The method to determine the benefits ( in the 
evaluation of benefits) is described in id 17). 

21 

MSAC - 
Medical 
Services 
Advisory 
Committee 

AUSTRALI
A 

2005 

Medical Services 
Advisory 
Committee. 
Funding for new 
medical 
technologies and 
procedures: 
application and 
assessment 
guidelines. 
September 2005. 

Health 
technologies and 
procedures 

Effectiveness 

These guidelines describe the 
minimum amount of 
information that Medical 
Services Advisory Committee 
(MSAC) requires in order to 
assess an application for a 
new service in terms of its 
safety, effectiveness and cost-
effectiveness. 

NO 

4 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: YES  
______________________________ 
This document is a guide to indicate to 
applicants for the funding of a new service 
under the Medicare Benefits Scheme, which 
information provide and how. It is also 
indicated how the information contained in the 
application will be evaluated. We have 
extracted the methodological information 
reported in the sections on collection, analysis, 
synthesis of information. 

Safety 0 

Diagnostic 
accuracy 

1 

Econonic 3 

22 

MSAC - 
Medical 
Services 
Advisory 
Committee 

AUSTRALI
A 

2005 

Medical Services 
Advisory 
Committee. 
Guidelines for the 
assessment of 
diagnostic 
technologies. 

Diagnostic 
technologies 

Effectiveness 
The objective of these 
guidelines is to promote a 
methodologically sound, 
consistent and transparent 
approach for conducting and 
reporting MSAC assessments 
of diagnostic tests in response 

NO 

24 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: NR 
______________________________ 
The evaluation reports of diagnostic tests are 
based on systematic  review  regarding the 

Safety 1 



31 

August 2005 

Economic 

to the current research while 
taking these ongoing 
challenges into account. 

0 

safety, clinical effectiveness and cost - 
effectiveness of the new test compared to the 
standard; in addition an economic evaluation is 
carried out. 

23 

MSAC - 
Medical 
Services 
Advisory 
Committee 

AUSTRALI
A 

2008 

Medical Services 
Advisory 
Committee. 
Economics Section 
of MSAC 
Guidelines. August 
2008. 

Health services Economic 

This section of the guidelines 
describes an appropriate 
approach to constructing an 
economic analysis to inform a 
decision. This section of the 
guidelines provides guidance 
on how to present the three 
attributes of an economic 
evaluation and its sensitivity 
analyses in a format that is 
transparent and consistent 
with the principles and 
practices acceptable to MSAC. 

NO none 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review: NR 
Updating: NR 
______________________________ 
Guide for the conduction of an economic 
assessment to be included in a HTA report or in 
the application to be submitted to the MSAC 
for funding the new service in the public 
program ( Medicare ). 

26 IHE CANADA 2009 

IHE Report: HTA on 
the net: A guide to 
Internet Sources of 
Information - 
Eleventh Edition 
September 2009 

Health 
technologies  
(drugs excluded) 

Effectiveness 

This guide focuses on Internet 
sites, particularly those that 
may be useful for people 
involved in health care in 
Alberta, Canada, but health 
technology other sources. 

NO  none 

Funding : NR 
Disclosure of conflicts of interests:  NR 
External review: YES  
Updating: YES yearly 
______________________________ 
This document consists of a list of sites 
(organised by sections, even if - as specified in 
the text -  although each resource is included in 
a single section could be placed in other ). This 
list of sources of information is a prerequisite 
for information specialists when undertaking a 
full search of evidence for the production of an 
HTA report. The document lists the criteria for 
selecting sites:  
1) Reliability (sites developed by no-profit 
organisations);  
2) Currency (updated regularly);  
3) Applicability (containing useful information 
for HTA );  
4) Validity (of method);  
5) Usability of the site. 

Safety 

Economic 
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27 LBI-HTA AUSTRIA 2007 

Ludwig Boltzmann 
Institut for Health 
Technology 
Assessment (LBI-
HTA). (EXTERNES) 
MANUAL. 
SELBSTVERSTÄNDN
IS UND 
ARBEITSWEISE. TEIL 
1. 2007 

NR NR 

The objective is to make 
transparent the production 
process of  HTA reports 
transparent according to 
international standards. 

YES 3 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review:  YES 

28 LBI-HTA AUSTRIA 2007 

Ludwig Boltzmann 
Institut for Health 
Technology 
Assessment (LBI-
HTA).  (INTERNES) 
MANUAL ABL UFE 
UND METHODEN. 
TEIL 2. 2007 

NR NR 

To describe the mission and 
vision, and internal 
procedures relating to the 
HTA process.  
To promote the utilization of 
the procedure, translating the 
international theoric model in 
practice according to the own 
context. 
To make the process of the 
choice of the topic to be 
assessed in an HTA report, 
transparent. 

YES 38 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review:  YES 

29 
DAHTA@DI
MDI 

GERMANI
A 

2008 

Handbuch für 
Autoren zur 
Erstellung von HTA-
Berichten. Version: 
02_08. 2008 

Equipments, 
procedures, 
structures 

Clinical aspects 

To guide and support the 
production of an HTA report. 

NO none 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review:  NR 

Economic 
aspects 

Ethical, social 
and legal 
aspects 

31 GÖG AUSTRIA 2009 

Gesundheit 
Österreich GMBH 
Geschäftsbereich 
BIQG. 
PROZESSHANDBUC
H FÜR 
HEALTH 
TECHNOLOGY 
ASSESSMENT. 
VERSION 1 
2009 

NR NR 

To increase the efficiency and 
quality of HTA reports.  
To improve the comparison 
between the HTA reports.  
To provide transparency with 
respect to the customer and 
the public through the 
publication of the manual. 

YES none 

Funding: NR 
Disclosure of conflicts of interests: NR 
External review:  NR 
______________________________ 
This manual describes a standardized path for 
the production of an HTA report. The 
description of the project, timing, resources 
and quality control is reported. 

32 GÖG-BIQG AUSTRIA 2010 
Gesundheit 
Österreich GMBH 
Geschäftsbereich 

NR Clinical aspects 
To improve the quality of HTA 
reports.  
To provide transparency on 

YES 38 
Funding: NR 
Disclosure of conflicts of interests: NR 
External review: YES 

mailto:DAHTA@DIMDI
mailto:DAHTA@DIMDI
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BIQG. 
Methodenhandbuc
h für Health 
Technologie 
Assessment. Verion 
1.2010 

Psycho-social 
aspects 

the methodology used.  
To standardize the 
methodology used.  
To ensure a standard for all 
HTA reports produced in 
Austria. 

______________________________ 
This manual reports numerous references 
related to topics covered, but not the 
references on the methods to produce the 
manual itself. The manual contains sections on 
how to obtain consensus ( Delphi, focus groups 
etc. ), and sections on how to do statistical 
calculations and contains checklist for the 
evaluation of the studies. 

Legal aspects 

Organisational 
aspects 

Economic 
aspects 
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Our analysis of methodological manuals revealed variation in "type of health technology"20 assessed. This 

information is not reported in 6 of the 23 manuals included (26%). Instead 17 manual report  this 

information, but only 4 (24%) consider the methods used for assessment of specific categories. In particular 

2 manuals refer to  drug21 and 2  diagnostic technologies assessment. In contrast,  the remaining 13 

manuals (76%) refer to much broader categories such as "health technology", "health interventions" and " 

health services". They contain (in a more or less exhaustive manner) all health interventions that could 

affect patient’s health. and included a wide range of technologies such as medical devices, equipment, 

medications, medical and surgical procedures, systems of care support systems and organisational and 

managerial system. 

The domains considered by methodological manuals regarding the assessment process are: effectiveness 

(EFF), diagnostic accuracy (ACC), prognostic value (PRO), safety (SAF), organisational aspect (ORG), ethical 

and social aspects (ETH-SOC), economics (ECO) 22. Three of the 23 manuals do not specify any domain 

while domains coverage in the remaining 20 is as follows: the economic aspects are examined in 18 manual 

(90%), effectiveness in 12 (60%), safety in 7 (35%), ethical and social aspects in 5 (25%), diagnostic 

accuracy in 4 (20%), organisational in 3 (15%), the prognostic value only in 1 (5%). These percentages are 

represented in Figure 3. 

 

 

 

 

 

 

                                                            
20 The concept of health technology in the field of HTA is very broad, including all the procedures, tools and methods 
involved in the process of health promotion, prevention, diagnosis, treatment and rehabilitation in order to promote the 
welfare of the individual. Therefore, the health technology in question can be: medical devices, medical equipment, 
surgical procedures, organizational processes, support systems and information technology, drug, health promotion 
programs, screening programs, etc.. 

21 Manuals focused on drugs explicitly state that the methods described could be applied to any health intervention.  

22 Although they are explicit, the legal aspects are usually deal with together with the organisational aspects or with the 
social or ethical aspects. Therefore they are not considered as a separate field. 
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Figure 3: Distribution of domains quoted in methodological manuals  

 

The number of domains included in manuals was variable. Of the 20 included manuals reporting  this 

information, 8 manuals were focused on one domain, while the remainder (12 of 20, equal to 60%) consider 

more domains related to the evaluation of a health technology. In Figure 4, the manuals were grouped 

numerically in relation to the number of domains analyzed. 

Figure 4: Frequency of domains assessed in the manuals 

 

In 19 of 23 documents, representing 83%, there is no "methodological section" explaining the process 

followed for the preparation of the manual. It is important in a manual evaluation to identify not only the 

methods described and the empirical studies that validate them, but also how it was assembled. This 

information provides the rationale of the proposed method choices. The authors believe that the process 
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leading to the drafting of a manual is important in terms of validity and reliability of the content and 

increases the degree of sharing. The collection of this information is important both for the reason described 

above is for the evaluation of the transparency of the document. The results of the quality assessment of  

manual methods are listed at appendix 13. 

A common feature of 14 of the 18 included manuals in English is that they do not have specific methods for 

the assessment of a given domain, but rather suggest a general methodological tool and a path containing 

different solutions depending on the concrete situation23. Due to this consideration we decided to take only 

the general methodological tools and the key elements that characterize the included manuals. Finally, we 

noted the number of empirical studies (indicated by references) that support the entire methodological 

approach and, where available, the individual steps of the approach. Information on general methods and 

their main components have been grouped by domain and are listed in appendix 14. References of empirical 

studies are available on specific request sent to the authors of this review. 

In conclusion, from the analysis of information extracted from 18 manuals in English, it appears  that there 

are domains in which the use of methodological tools24 is more standardized.  

The evaluation of the "effectiveness" of a health technology is carried out mainly using the method of the 

research literature, more or less systematic, up to the "systematic review" of literature that represents the 

most comprehensive and structured methodological tool.  

The essential and common elements of such methodological tools appear to be: the literature search, 

consistent with the research question, study selection, based on predefined criteria for inclusion and 

exclusion, quality assessment  of the included studies and synthesis data. A similar consideration may also 

be made for the "diagnostic accuracy" and "prognostic value", the assessment of which is carried out 

through methodological tools that range from literature searches to systematic reviews. Finally, the tools 

used in the analysis of "safety " aspects of "organisational" aspect  and "ethical-social" of health technology 

appear to be based on the method used to evaluate the effectiveness, to which explicitly refer. Nevertheless 

they indicated and taken into account additional, specific issues, such as specialized information sources to 

consult for information retrieval. 

Regarding the assessment of the "economic" domain, the methodological approaches used were: systematic 

review of economic studies, analysis/estimates of cost, economic evaluation (EE) (with the formulation of an 

economic model) and economic analysis (EA) (composed of the review/research of economic studies and 

economic evaluation). Of the 16 manuals that consider this out of the 18 included and available in English, 

                                                            
23 The exception are the manual of the CVZ (ID 9), the manual of IQWiG (ID 17) for some elements, as well as the 
manuals of MSAC (IDs 22 and 23). 

24 This analysis refers to the general methodological tools used in the field of assessment, without defining the specific 
methods. 
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13 give details of a methodological approach. In particular, in 2 manuals (15%) report the assessment  of 

the analysis/cost estimates, 2 manuals follow the approach of the systematic review of economic studies, six 

(46%) follow economic evaluation approach and the remaining 3 (23%) offer a more structured approach to  

economic analysis. 

Finally, the "references of empirical studies" identified amounted to a total of 46125, although the distribution 

varies depending on the scope of assessment. For the "effectiveness" domain the number of references is 

156 (33.8%) while for and "economic" domains the number is 195 (42.3%). For the other domains the 

number of references is quite small. In particular 47 empirical studies for "diagnostic accuracy" (10.2%), 41 

for "safety" (8.9%), 21 for "prognostic value" (4.6%) and 1 empiric study for aspects of “ethical-social" 

(0.2%) were found. No empirical studies referred to "organizational" aspects. This result is influenced by the 

fact that economic and effectiveness domains are the most discussed in the methodological manuals. Finally 

it is important to specify that we have not eliminated the duplicates of empirical studies and then the same 

study, mentioned in various manuals, may have been counted several times. 

3.1.2.3 Results of the analysis of the HTA reports 

As described in "Methods" section of this review, when we could not identify a methodological manual, 

methods were reconstructed from reports produced by the “non-manual” HTA INAHTA agencies. In our 

analysis, we included 16 HTA reports for which information is reported in Table 2. 

                                                            
25The analysis of the "references of empirical studies" took into account only the methodological manuals in English. 
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Table 2: HTA Reports 

Id Reference Institution Country Title Objective 
Category of 

Health 
Technologies 

Domain Method 
Empirical 

study 
references 

Notes 

1 Huynh [2008] 

Agence 
d’évaluation des 
technologies et 
des modes 
d’intervention en 
santé (AETMIS) 

CANADA 

Comparison of 
Efficacy, 
Effectiveness and 
Safety of 
Fibrinolysis and 
Primary 
Percutaneous 
Coronary 
Intervention 
(PPCI) for ST-
segment 
Elevation 
Myocardial 
Infarction 
(STEMI) 

Primary objective: 
To compare the efficacy  and 
effectiveness  of PPCI and FL, in 
terms of mortality reduction 
Secondary objectives: 
Efficacy: 
• To compare the incidences of 
reinfarction associated with PPCI 
and FL 
Safety: 
• To compare the incidences of 
strokes associated with PPCI and 
FL 
• To compare the incidences of 
major bleeds associated with 
PPCI and FL 

Procedure 
Safety 
Effectiveness/
Efficacy 

YES 5 

Funding: Private funds 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
-------- 
HTA report (monograph). 
The chapter "methods" 
describes generally the 
methodological tools used 
that are explained in details 
in the appendices. 

2 Lobè [2009] 

Agence 
d’évaluation des 
technologies et 
des modes 
d’intervention en 
santé (AETMIS) 

CANADA 

Comparative 
Analysis of 
Bedpan 
Processing 
Equipment 

To compare the use of bedpan 
washers for reusable bedpans 
and that of macerators for 
disposable bedpans. 

Medical device 

Effectiveness 
Safety 
Organisationa
l aspects 
Economic  
Context 
analysis 

YES none 

Funding: Private funds 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
-------- 
HTA report (technical 
report). The chapter 
"methods" is very poor; it is 
focused on the literature 
research without describing 
the methods used in the 
assessment of each 
domains. 

3 Coeytaux 
[2010] 

Agency for 
Healthcare 
Research and 
Quality (AHRQ) 

USA 
ECG-based Signal 
Analysis 
Technologies 

To identify and describe devices 
and methods for ECG-based 
signal analysis that are being 
used, or are proposed to be used, 
for the diagnosis of CAD;  
To summarize the available 
clinical and scientific evidence on 
the use of ECG-based signal 
analysis technologies for the 
diagnosis of suspected CAD in the 
ambulatory setting under 
nonprovocative conditions. 

Medical device Diagnostic 
accuracy YES 5 

Funding: Public funds 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
----------- 
Two separate literature 
searches are performed to 
address the two objectives, 
but the methodology is the 
same. 
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4 Oremus 
[2010] 

Agency for 
Healthcare 
Research and 
Quality (AHRQ) 

USA 

Diagnosis and 
Treatment of 
Secondary 
Lymphedema 

The primary goals of the 
assessment were to examine the 
performance of diagnostic tests 
for preclinical or clinically 
significant secondary 
lymphedema, as well as to assess 
conservative, 
nonpharmacological, and 
nonsurgical treatments for 
secondary lymphedema. 

Procedure Effectiveness 
Safety YES 3 

Funding: Public funds 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
----------- 
Consistently with our 
inclusion criteria, we chose 
to consider only the second 
research related to 
treatment (procedure), 
having already evaluated 
the diagnostic accuracy of a 
medical device (see 
previous report). 

7 McKenna 
[2010] 

NETSCC, HTA -
 NIHR 
Coordinating 
Centre for Health 
Technology 
Assessment 

UK 

A systematic 
review and 
economic 
evaluation of the 
clinical 
effectiveness and 
cost-effectiveness 
of aldosterone 
antagonists for 
postmyocardial 
infarction heart 
failure 

The primary objective was to 
evaluate relative clinical 
effectiveness and cost-
effectiveness of spironolactone 
and eplerenone in patients with 
postMI HF and explore the 
possibility of conducting an 
indirect comparison of them. A 
second objective was to 
undertake value-of information 
(VOI) analyses to determine the 
need for further research relevant 
to decision-making and to help 
inform the design of future 
studies. 

Drug 

Effectiveness 
(including 
Safety) 

YES  none Funding: NC 
Conflicts of interests: NO 
External review: YES 
Updating: NR 
-------- 
In the executive summary 
there are two paragraphs 
of method concerning the 
effectiveness and cost-
effectiveness analyses. 

Economic YES 9 

8 Hislop [2010] 

NETSCC, HTA -
 NIHR 
Coordinating 
Centre for Health 
Technology 
Assessment 

UK 

Systematic review 
of the clinical 
effectiveness and 
cost-effectiveness 
of rapid point-of-
care tests for 
the detection of 
genital chlamydia 
infection in 
women and men 

To assess whether or not the 
Chlamydia Rapid Test (CRT) 
could improve detection of genital 
chlamydia, and whether it is more 
effective than current practice 
using nucleic acid amplification 
tests (NAATs) and, also, to 
establish the incremental cost-
effectiveness of the CRT 
(compared with current practice), 
and patients’ own preferences for 
chlamydia testing services. 

Medical device 

Effectiveness  
Diagnostic 
accuracy 

YES 9 
Funding: NC 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
-------- 
In the executive summary 
there are two paragraphs 
of method concerning the 
effectiveness and cost-
effectiveness analyses 

Social aspects YES none 

Economic YES none 
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9 MAS [2010] 

Medical Advisory 
Secretariat 
Ministry of Health 
and Long-Term 
Care (MAS) 

CANADA 

Cardiac Magnetic 
Resonance 
Imaging for the 
Diagnosis of 
Coronary Artery 
Disease 

To determine the diagnostic 
accuracy of cardiac magnetic 
resonance imaging (MRI) for the 
diagnosis of patients with 
known/suspected coronary artery 
disease (CAD) compared to 
coronary angiography. 

Medical device 

Diagnostic 
accuracy YES 3 

Funding: NC 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 

To determine the cost 
effectiveness of cardiac magnetic 
resonance imaging (cardiac MRI) 
for the diagnosis of patients with 
suspected CAD as compared to: 
stress ECHO, stress contrast 
ECHO, SPECT, and CT 
angiography. 

Economic 

NO, but it 
is explained 
in several 

not specific 
sections 

none 

10 MAS [2010] 

Medical Advisory 
Secretariat 
Ministry of Health 
and Long-Term 
Care (MAS) 

CANADA 

Population-Based 
Smoking 
Cessation 
Strategies 

To provide a summary of existing 
evidence-based reviews of the 
clinical and economic outcomes of 
population-based smoking 
cessation strategies. 

Other 

Efficacy YES none Funding: NC 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 
-------- 
The health technology 
assessed in this report is a 
public health strategy. Economic 

NO, but it 
is explained 
in several 

not specific 
sections 

none 

11 Amicosante 
2009] 

Agenzia nazionale 
per i servizi 
sanitari regionali 
(AGENAS) 

ITALY 

Technologies for 
the 
identification of 
osteoporosis 

To  evaluate the evidence on the 
technologies for the identification 
of osteoporosis in the target 
population in Italy, considering 
different outcomes such as 
diagnostic accuracy, safety and 
economic impact. 
To perform a cost-effectiveness 
analysis comparing the gold 
standard, DEXA, with the most 
widespread alternatives in the 
target population. 

Medical device 

Diagnostic 
accuracy YES 

none 

Funding: Public funds 
Disclosure of conflicts of 
interests: NO 
External review: YES 
Updating: NR 

Context 
analysis YES 

Economic YES 
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12 HIQA [2009] 

Health 
Information and 
Quality Authority 
(HIQA) 

IRELAND 

Health technology 
assessment 
(HTA) of a 
population-based 
colorectal cancer 
screening 
programme in 
Ireland 

To evaluate the cost-effectiveness 
of various options for a 
population-based colorectal 
cancer screening programme in 
Ireland compared to a policy of 
no screening and relative to each 
other. 

Other 

Clinical 
Efficacy(in 
terms of 
Diagnostic 
accuracy and 
including 
Safety)  
Economic 

YES none 

Funding: NC 
Disclosure of conflicts of 
interests: NO 
External review: NC 
Updating: YES 
-------- 
The health technology 
assessed in this report is a 
public health strategy. 

13 Merlin [2010] 

Adelaide Health 
Technology 
Assessment 
(AHTA) 

AUSTRAL
IA 

Unattended sleep 
studies in the 
diagnosis and 
reassessment of 
obstructive sleep 
apnoea 

To carry out a structured 
evaluation of the safety, 
effectiveness and cost-
effectiveness of unattended sleep 
studies.  

Medical device 

Safety 
Effectiveness(
including 
Diagnostic 
accuracy) 

NO, but it 
is explained 
in several 

not specific 
sections 

1 

Funding: Public 
Disclosure of conflicts of 
interests: NR 
External review: NR 
Updating: NR 

To inform on the additional costs 
and additional gains (health or 
other socially relevant outcomes) 
of the proposed service over the 
comparator when used in the 
Australian healthcare system. 

Economic 

NO, but it 
is explained 
in several 

not specific 
sections 

none 

14 Liufu [2009] 

Adelaide Health 
Technology 
Assessment 
(AHTA) 

AUSTRAL
IA 

Cryotherapy for 
Recurrent 
Prostate Cancer 
and Renal Cancer 

To determine whether there is 
sufficient evidence, in relation to 
safety, effectiveness and cost-
effectiveness, to have argon-
based cryotherapy for the 
treatment of recurrent or 
persistent prostate cancer after 
radiotherapy. 
To determine whether there is 
sufficient evidence, in relation to 
safety, effectiveness and cost-
effectiveness, to have argon-
based cryotherapy for the 
treatment of small renal cancer. 

Procedure 

Safety 

NO, but it 
is explained 
in several 

not specific 
sections 

none 

Funding: Public 
Disclosure of conflicts of 
interests: NR 
External review: NR 
Updating: NR 
-------- 
The elements of the 
method extracted for the 
economic domain refers to 
the first objective (this 
choice relies on the fact 
that the methodological 
approach followed was the 
same for the 2 goals). 

Effectiveness 

To provide information on the 
additional costs and benefits 
(clinical or social) of the proposed 
service compared to the 
comparator in the context of the 
Australian health system. 

Economic 

NO, but it 
is explained 
in several 

not specific 
sections 

none 
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15 Brinson 
[2009] 

Health Services 
Assessment 
Collaboration 
(HSAC) 

NEW 
ZEALAND 

The effectiveness 
of interventions 
to increase the 
delivery of 
effective smoking 
cessation 
treatments in 
primary care 
settings - ABCs 

To provide a summary of the 
evidence pertaining to the 
effectiveness of interventions 
aimed at increasing the like hood 
of Health Care Professionals 
(HCPs) in influencing and 
supporting smokers to make a 
successful quit attempt.  

Other Effectiveness YES none 

Funding: Public  
Disclosure of conflicts of 
interests: NR 
External review: NR 
Updating: NR 
-------- 
The health technology 
assessed in this report is a 
public health strategy. 

16 Craig [2006] 
NHS Quality 
Improvement 
Scotland 

UK 

The use of 
epoetin alfa 
before 
orthopaedic 
surgery in 
patients with mild 
anaemia 

To assess the effectiveness of 
epoetin alfa in adults with mild 
anaemia scheduled to undergo 
major orthopaedic surgery. (Not 
explicitly indicated as objective)  

Drug 

Clinical 
Effectiveness YES none 

Funding: NC 
Disclosure of conflicts of 
interests: NR 
External review: YES 
Updating: NR 

To evaluate the cost effectiveness 
of epoetin alfa treatment in adults 
with mild anaemia before 
orthopaedic 
surgery. (Not explicitly indicated 
as objective)  

Economic YES none 

To consider important concerns 
for anaemic patients who require 
orthopaedic surgery that is often 
associated with a risk of high 
blood loss. (Not explicitly 
indicated as objective)  

Patient 
(Social) 

NO (it is 
explained in 
several not 

specific 
paragraphs

) 

none 

17 Craig [2008] 
NHS Quality 
Improvement 
Scotland 

UK 

The clinical and 
cost effectiveness 
of 
thromboelastogra
phy/thromboelast
ometry 

To evaluate from the perspective 
of NHS Scotland, the clinical and 
cost effectiveness of using 
thromboelastography and 
thromboelastometry analysers 
(both abbreviated to TE 
hereafter) compared with 
standard laboratory tests/assays 
(SLTs) and clinical discretion (CD) 
alone, to diagnose the cause of 
unexplained bleeding 
during or after surgery. 

Medical device 

Clinical 
Effectiveness YES none 

Funding: NC 
Disclosure of conflicts of 
interests: NR 
External review: YES 
Updating: NR 

Economic YES none 

Patient 
(Social) 

NO (it is 
explained in 
several not 

specific 
paragraphs

) 

none 
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Organisationa
l aspects 

NO (it is 
explained in 
several not 

specific 
paragraphs

) 

none 

18 Ritchie [2007] 
NHS Quality 
Improvement 
Scotland 

UK 

The clinical and 
cost effectiveness 
of screening for 
meticillin-
resistant 
Staphylococcus 
aureus (MRSA) 

To appraise the literature 
considering various aspects of 
MRSA colonisation and infection, 
with the principal intent of 
populating the economic model. 

Procedure 

Clinical 
Effectiveness YES none 

Funding: NC 
Disclosure of conflicts of 
interests: NR 
External review: YES 
Updating: NR 

Economic YES none 

Patient 
(Social) YES none 

Organisationa
l aspects 

NO (it is 
explained in 
several not 

specific 
paragraphs

) 

none 

Legal and 
Ethical 
aspects 

NO  none 
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Analysis of the 16 included HTA reports shows that the distribution of the variable “health technology 

typology” assessed in the reports was as follows: 7 reports (44%) assessed medical devices, 4 (25%) 

assessed procedures, 3 (19%) assessed other technology types26 and 2 (12%) assessed drugs. The 

distribution is shown in Figure 5.  

 

Figure 5: Health technologies assessed in the reports (expressed as percentages) 

 

 

The same domains assessed in the HTA reports are the ones dealt with in the methodological manuals 

identified and included in the review: effectiveness (EFF), diagnostic accuracy, prognostic value (PRO), 

safety (SAF), organisational aspects (ORG), ethical and social aspects (ETH-SOC) and economic aspects 

(ECO). Context analysis is also assessed in the reports (CONT). That is the assessment of the setting in 

which the technology is employed. The most frequently assessed domains in the 16 included HTA reports 

are economics and effectiveness, which were assessed in 12 (75%) reports, followed by diagnostic accuracy 

and safety which were assessed respectively in 6 and 7 reports (38% and 44%), ethical and social aspects 

which were assessed in 5 (31%) reports. Organisational aspects and context analysis were assessed in only  

3 and 2 reports respectively (19% and 13%). No report assessed the prognostic value domain (Figure 6). 

 

 

 

 

 

 

 

 

                                                            
26 The technology type “Other” comprises Public Health Interventions. 
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Figure 6: Distribution of domains assessed in the 16 included reports (expressed as percentages) 

 

Comparing the content of the 16 included HTA reports with the manuals we noticed that the domains which 

are most frequently mentioned in the manuals are also the ones most frequently cited in the manuals. 

Similarly both manuals and reports deal with more than one domain (14 reports out of 16, or 87,5%). 

Figure 7 shows the distribution of HTA reports by number of assessment domains.  

 

Figure 7: Frequency of domains assessed by HTA report numbers  

 

The differences and variety of approaches to assessment described by Goodman (see paragraph 3.1.1.3) is 

reflected in the HTA reports included in our review. The focus of some reports is the technology (as in the 

case of the Canadian MAS report on MRI [MAS, 2010]. Other reports focus on the relevant pathology or 
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health problem as the AHRQ report on the diagnosis and treatment of secondary lymphoedema [Oremus, 

2010]. Ultimately the scope of the HTA report affects the conduct of the evaluation.  

All included HTA reports report methods used, but in a few reports there is no dedicated methods section.  

The extraction summaries of each report show a high level of transparency and clarity in the description of 

the rationale for the evidence search strategy and methods used and in data extraction and synthesis (see 

appendix 15). The proportion of the 16 reports by their level of detailed reporting of the main research 

phases are shown in Figures 8 and 9. 

 

Figure 8: Proportion of reports describing the main research elements  

 

 

 

We identified general methods used in the research and construction of the report by reading the complete 

text of the HTA reports, as we did for methodological manuals. However reading the reports allowed us to 

identify methods used by each agency. These data are ported by single HTA report in appendix 16 and 

Figure9: Proportion of reports describing data extraction, appraisal and synthesis    
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whenever possible they were broken down by assessment domain27. We identified the number of empirical 

studies supporting the various used methods by scanning the reports’ references. The list of references is 

available from the authors on request. 

From our analysis of the general methods28 used in the 16 reports we have observed the following:    

 The effectiveness domain was assessed in 12 reports. 6 (50%) carried out a systematic review (SR), 

the other 6 (50%) carried out a literature review29 (LR) with unclear methods; 

  The diagnostic accuracy and safety domains were assessed using evidence from the same evidence 

search; 

 The ethical-social domain was assessed on the basis of LR in 3 reports (50% of reports including the 

domain), the Focus Group (FG) method in 2 (33%) reports and in one case on the basis of unclear 

methods (NR);   

 The context and organisational domains were assessed using ad hoc questionnaire surveys (Q_S) o 

using Focus groups (FG); 

 Economic aspects were assessed in 12 reports using economic analysis (EA)30 in 8 reports (67%), 

economic evaluation (EE) in 3 reports (25%) and LR in 1 report (8%).  

These data are shown in Figure 10. 

 

 

 

 

 

 

 

 

 

 

 

 

 

                                                            
27 Some HTA reports contain a single description of methods used. Consequently methods are reported in a single block; 
in other HTA reports methods description is split and described by domain. 

28 The analysis was carried out on general methodological instruments used. 

29 As the method was not described as “systematic” we have not classified it as such. 

30 For an explanation of EA and EE see page 36. 
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Figure 10: Methods used by domain in the 16 included HTA reports 

 

Finally we identified references to 35 empirical studies. Fourteen of these supported effectiveness and safety 

methods (40%), 12 supported diagnostic accuracy (34%) methods and 9 (26%) supported the economic 

domain methods, a finding similar to that in methodological manuals.  

 

Although our analysis was conducted on two groups of HTA agencies (those with methodological manuals 

and those which produce HTA reports) we conclude that the methods used in the reports for each domain 

reflect those described in the manuals assessed by us. In other words, there is convergence between 

methods described and suggested and methods used in the two different groups of agencies. 

3.1.2.4 Results  synthesis 

This paragraph synthesizes the relevant results of our analysis of the HTA manuals and reports. 

The evaluation domains assessed in the methodological manuals and HTA reports are:  
 Economic (ECO) 

 Efficacy (EFF) 

 Safety (SAF) 

 Diagnostic accuracy (ACC) 

 Ethical-Social (ETH-SOC) 

 Organisational (ORG) 

 Prognostic value (PRO) 

 Context (CONT) 

The methodological tools used for assessment of “efficacy”, “safety”, “diagnostic accuracy” and “prognostic 

value” are generally based on literature search, conducted at various levels, ranging from simple search of 

individual databases to the systematic review of the literature. This conclusion is apparent both from reading 

of the manuals and of HTA reports 
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The methodological tools used in the analysis of “organisational”, “ethical-social” and “context” aspects, from 

reading of methodological manuals, seems to be based on methods used in assessing the effectiveness, 

however taking into account additional and specific aspects. Whereas, in HTA reports, the evaluation of 

these domains is carried out using techniques based on ad-hoc questionnaires, such as focus group and 

survey, next to analysis of the available literature. 

 

Regarding the evaluation of “economic” domain, the examination of methodological manuals and HTA 

reports shows that the methodological approach used may consist in the systematic review of economic  

studies, in the cost analysis/estimation, in cost-consequences analysis, in economic evaluation and economic 

analysis. 

 

Classification of INAHTA Agencies 

Classification of Agencies members of INAHTA, object of our analysis, was made on the basis of exploratory 

analysis, of direct contact with agencies e from reading of documents . 

The classification parameters were as follows: 

 availability of a methodological document; 

 availability of HTA reports. 

Figure 11 provides a graphical representation of the logical path by which the agencies surveyed were 

classified. 

Methodological manuals and HTA reports are defined “usable”, if available in English, German or Italian and 

accessible through the Internet; while “full manual” and “partial manual” reference was made respectively  

to those documents that provide a general and comprehensive guide for HTA assessment and those which 

might otherwise have focused on individual aspects of HTA and that we defied earlier as HTA-like. The 

agencies that have methodological manuals, whether partial or complete, were included among those with 

comprehensive methodological manual.  

 

The question mark in Figure 11 shows the situations of uncertainty, which was not possible to understand 

and interpret, based on knowledge of the authors. Seven profiles were identified in which to distribute 

INAHTA member agencies. 
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Figure 11: Classification algorithm of INAHTA agencies 
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It follows that the agencies participating at INAHTA can be classified as follows: 

a. Agencies that have a methodological manual: 

 

 

 

 

 

 

b. Agencies that do not have a methodological manual but still produce HTA report: 

 

 

 

 

 

 

c. Agencies that do not have a methodological manual and do not produce HTA report:  

 

 

 

 

 

 

d. Agencies that, based on information available to us, it was not possible to classify: 

 

 

 

 

The profile 5 collects the agencies that produce HTA reports are not included in this analysis for reasons of a 

different nature: not meet the criteria for inclusion language (AVALIA-T e CAHTA, Spain; CEDIT e HAS, 

France), not accessible (HITAP, Thailand e IECS, Argentina) and reserved, that is for internal use only 

(ICTAHC, Israel). 

A more detailed analysis of the situation of the profile 6, however, shows slightly different situations. 

Profile 1 
 

CADHT, Canada 
CRD, United kingdom 
DACEHTA, Denmark 
DAHTA @DIMDI , Germany 
GÖG, Austria 
IQWiG, Germany 
LBI-HTA, Austria 
MSAC, Australia 
VATAP-VA, USA 
 
 

Profile 2 
 

CVZ, The Netherlands 
DECIT-CGATS, Brazil 
IHE, Canada 
KCE, Belgium 

Profile 3 
 

AETS, Spain 
CENETEC, Mexico  
ETESA, Chile  
NOKC, Norway 
OSTEBA, Spain 
SBU, Sweden 
 

Profile 4 
 

AETMIS, Canada 
AGENAS, Italia 
AHRQ, USA 
AHTA , Australia 
HIQA-HIQA, Ireland 
HSAC, New  Zealand 
MAS, Canada 
NHS QIS, United kingdom 
 
NETSCC HTA - NIHR, UK 

Profile 5 
 

AVALIA-T, Spain 
CAHTA, Spain 
CEDIT, France 
HAS, France 
HITAP, Thailand 
IECS, Argentina 
ICTAHC, Israel 
 
 

Profile 6 
 

ASERNIP-S, Australia 
CDE, Taiwan 
GR, The Netherlands 
FINOHTA, Finland 
MTU-SFOPH, Switzerland 
NHSC, United kingdom 
UVT, Italia 
VASPVT, Lithuania 
ZonMw, The Netherlands 
 
 

Profile 7 
 

AETSA, Spain 
AHTAPol, Poland 
CNHTA, Korea 
DSI, Denmark 
MaHTAS, Malaysia 
UETS, Spain 
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Some Agencies - CDE (Center for Drug Evaluation), MTU-SFOPH (Medical Technology Unit - Swiss Federal 

Office of Public Health), UVT (HTA Unit in A. Gemelli Teaching Hospital) e VASPVT (State Health Care 

Accreditation Agency under the Ministry of Health of the Republic of Lithuania) - seem to have no 

methodological manuals and not produce any type of HTA document, according to a survey on the website. 

The Dutch agency ZowMw (The Medical and Health Research Council of The Netherlands) plays only the role 

of funding agency for evaluation projects and for HTA research carried out in research institutions. 

Otherwise, the English NHSC (National Horizon Scanning Centre) is devoid of a methodological manual and 

do not prepares HTA documents, but focuses exclusively on new or emerging health technology 

assessments (Horizon Scanning) that are not subject to analysis of this systematic review. Finally, after 

analyzing the text of the HTA documents identified, also Australian ASERNIP-S, Finnish FinoHTA and Dutch 

GR were included in this group because, even though they produce HTA documents, were not found to be 

HTA report. 
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3.2 Phase 2 – Systematic literature search 

After the exploratory analysis a systematic review of scientific literature was conducted to identify available 

empirical studies relating to the methods and tools used in HTA evaluations. 

3.2.1 Methods 

3.2.1.1 Search strategy 

The search strategy of the available literature has been developed for each individual assessment domain 

resulting from the analysis of methodological manuals and HTA reports, made in the previous phase:  

 Economic (ECO) 

 Efficacy (EFF) 

 Safety (SAF) 

 Diagnostic accuracy (ACC) 

 Ethical-Social (ETH-SOC) 

 Organisational (ORG) 

 Prognostic value (PRO) 

 Context (CONT) 

 

Each search was conducted by consulting of three international databases (MedLine, EMBASE, Cochrane 

Library) and, based on the findings of previous research, we identified key words and their combination. In 

particular, it is worth noting that the literature search on the "Economic" domain was shared with the 

“Systematic review of economic evaluation studies on the use of PET - CT for the staging of tumors” [Paone 

et al, 2011], as an activity common to the two systematic reviews. Details of the search strategy are 

presented in appendix 17. 

3.2.1.2 Inclusion and exclusion criteria 

In the systematic review were included all types of methodological studies, without time restriction, which 

meet the following criteria: 

• Methodological documents that strictly relate to HTA31; 

• studies that investigate the methodological tools used in assessing the domains of healthcare 

technology and used in the production of HTA reports; 

• studies which provided a description of the methods used and their characteristic features; 

• studies published in English and Italian; 

• studies on which the securities were only appointed method without providing a description were not 

considered. 

                                                            
31 Methodological tools developed and/or used for HTA evaluations. 
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3.2.1.3 Selection of studies 

The studies identified by the search strategies were managed using the program ProCite (ver. 5 Windows).  

The selection process for inclusion of studies followed the following steps: 

1. inclusion on the basis of reading the title and abstract (if available); 

2. collection of the full text; 

3. application of the criteria for inclusion on the basis of reading the full text of articles collected.  

The selection of studies was conducted by a single reviewer (TJ) on the basis of reading of title and, if 

available, of abstract. The selection was stopped at the completion of the activity described in paragraph 2 

The complexity of the analysis made in the previous phase and of the identification of methodological tools 

described in the methodological manual and the choice to extract out the main elements (see paragraph 

3.1.2.2), accompanied by limited human resources and time available, did not allow to complete this activity. 

In addition this not allowed to perform a manual search of references of selected documents and integrate 

literature with the search of conference proceedings, unpublished articles, websites and consulting experts in 

the field. 

3.2.1.4 Data extraction 

Data extraction phase was not conducted as the studies selection process was not completed.  

3.2.1.5 Assessment of methodological quality  

It was not possible to assess the methodological quality as the selection process was not completed. 

3.2.1.6 Analysis and synthesis 

The above issues have allowed the partial development of this activity. In particular, information relating to 

selected empirical studies have been analyzed and processed in relation to assessments domains. In 

addition, based on preliminary analysis of extracted information, it was possible to calculate the indicators of 

methodological "certainty" for evaluation domain. We can therefore only report a preliminary analysis of 

results. 

3.2.2 Results 

The reasons listed above, not letting the completion of this part of the systematic review, allowed the 

presentation of preliminary results obtained and their partial analysis.  The selection process of studies 

identified through the literature search described above, is shown in Figure 12, that copy the "Quorum 

statement adapted" [Moher et al, 2003] limited to the activities completed (steps 1 and 2). 
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Figure 12: Quorum statement 
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Looking at the situation above described, some conclusions can be drawn in relation to the domains of 

assessment:  

 If we consider only the number of citations resulting from the search into the selected databases, 

amounting to 5691, the domains with greater frequency of references in relation to the 

"methodological tools" are represented by “effectiveness" domain, with 1781 references (31.3%), 

and “economic” domain, with 1709 entries (30%). The “ethical–social” domain ranks third in order 

of frequency (14.9%), with a number of reference equal to 850, while the domain of "safety" is 

represented by 793 references (13.9%). The frequency of citations for the domains of "diagnostic 

accuracy", with 109 references (1.8%) and "organisational" with 101 references (1.9%) is modest, 

even lower than those for the "context" domain (221 references, 3.9%) and "prognostic value" 

domain (127 references, 2.2%). (Figure 13) 

Figure 13: Number of references found 

 

 

 If, however, we assessed only the number of “methodological” citations (n 335) selected through a 

filtering process based on titles/abstract alone, the situation slightly differs. The “economic” domain 

shows the highest frequency of “methodological" references (n 153, 45.7%), followed by the 

“effectiveness” domain, with 78 entries (23.3%), the "diagnostic accuracy" domain, with 37 citations 

(11%) percentage significantly higher than the previous situation, and by "safety" domain with 23 

entries (6.9%), the latter with a lower number of references in respect of the previous analysis. 

Furthermore 'ethical-social" domain shows a smaller number of citations (n 14, 4.2% ), while the 

share of citations for the domain " prognostic value" is equal to 17 (5.1%). Finally, the 

"organisational" and "context" domains show a slight decrease, with 4 (1.2%) and 9 (2.7%) 

bibliographic entries selected respectively. (Figure 14) 
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Figure 14: Number of references selected 

 

 

 If we look at the selection rate32, we observe that the highest value is achieved from “diagnostic 

accuracy” domain (34% of the citations coming from empirical methodological studies). The 

“prognostic value” domain, despite the modest number of citations, has a fairly high rate of selection 

(13%), followed by “economic” domain (9%). For the other domains (effectiveness, context, 

organisational) only 4 citations out of 100 appear to be empirical studies. Finally, very low 

percentages of citations have been found for “safety” and “ethical-social” domains. (Figure 15) 

Figure 15: Selection rate 

 

                                                            
32 The "selection rate" measures the percentage of selected references (as empirical studies underlying methodological 
tools) out of the frequency of citations found for each domain. It reflects the probability that a bibliographic reference 
resulting from the research literature represents an empirical study. 
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 A qualitative analysis, based on title/abstracts only, of the number of empirical studies cited, shows 

that, although “diagnostic accuracy” domain has the highest selection rate (frequency of empirical 

studies found), 10 citations out of 37 (27%) were conference abstracts. For the “safety” domain 7 of 

23 selected references were conference abstracts (17%), for some other references was not 

possible to retrieve the full text (13%), a situation that concerns 24 of the 153 references selected 

for the “economic” domain (16%). The results of this analysis are minor for the other domains. 
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4. Methodological approaches as best practices  

4.1 Methodological tools 

The second objective of this study was to identify those methodological approaches defined as the best 

practices according to their degree of certainty, to guide the choice of methodology tools for conducting of 

health technologies assessments to those with a more solid scientific basis.  

4.1.1 Methods 

The identification of methodological tools has been made on the basis of two indicators: the “impact of the 

method” (e.g. what has been published on the specific method in the literature) and the “number of 

empirical methodological studies” (publications) on which is based the method described in the 

methodological manual/HTA report. 

4.1.2 Results 

The analysis did not allow us to answer this question for two main reasons. First, it was difficult to identify 

specific methodological tools from the analysis of the methodological manuals selected. Secondly, some 

problems have been encountered during the examination of the manual. The methodology documents 

examined provide overall guidance on how to conduct the assessment or part of it (referring to empirical 

studies or not ), but they do not cover the method/s used to define of these guidelines and they do not cite 

the empirical studies on which these methods are based. This lack of information has moved the 

methodological uncertainty to the next level. This uncertainty surrounds not only the scientific basis of a 

well-defined method, but also wraps the very definition of the method, since the manuals themselves, 

without a section that explains the method by which they have been produced, seem to lack a sound 

scientific basis.  

However, it is possible to draw some preliminary considerations about the level of “Certainty” in respect of 

the empirical basis of the methodological approaches, considering two indicators:  

1st indicator – “Impact of the method”: Bibliographic citations resulting from the literature search (phase 2) 

for all the methodological tools used in each assessment domain;  

2nd indicator – “Number of empirical studies”: Empirical studies identified in Phase 1 (analysis of HTA 

reports, and manuals33) and phase 2 (selection of empirical studies) in relation to each assessment domain.  

 

 

 

 

 

 

 

                                                            
33 Data refer only to the manuals in English. 
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Table 3: Impact of method and number of empirical studies by domain 

 

 

 

 

 

 

 

 

 

 

The “Certainty” of the methods used in the assessment domains, measured in terms of quartiles, was 

classified as (Table 4):  

• Low (number of studies included in the 1st quartile34);  

• Medium / low (number of studies included in the 2nd quartile);  

• Middle / High (number of studies included in the 3rd quartile);  

• High (number of studies included in the 4th quartile). 

Table 4: Quartiles of impact of method and number of empirical studies  

 Impact of the 
method 

Number of empirical 
studies 

1st quartile 122,5 13,5 

2nd quartile (mediana) 507 51 

3rd quartile 1064,75 124 

 

The domains are shown in the diagram of dispersion (scatter plot) (Figure 16) depending on the level of 

certainty that seems to characterize the methodological empirical basis to support all of the methods used 

for its assessment. 

   

 

 

 

 

                                                            
34 In statistics, quartiles are values that divide a population into 4 equally populated subgroups. 
 

DOMAIN Impact of the 
method 

Number of 
empirical studies 

ECO 1709 357 
EFF 1781 248 
ACC 109 96 
PRO 127 38 
SAF 793 64 

CONT 221 9 
ORG 101 4 

ETH-SOC 850 15 
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Figure 16: Scatter plot – Certainty by domain  

 

Citations number 
High                                                                                                 Low 

  

  

 

The domains with more methodological certainty appear to be “effectiveness”, “economic” and “safety”, 

while the domains “context”, “prognostic value” and ”organisational” are characterized by greater 

uncertainty. “Diagnostic accuracy”  and “ethical- social” domains are in an intermediate situation. 
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5. Common language  

5.1 Glossary 

The ultimate goal of this review is the formulation of a common language through the definition of a 

reference terminology. 

5.1.1 Methods  

The formulation of a common language was carried through the preparation of a glossary for the HTA. The 

glossary has been created as part of the Strategic Plan "Tools and methods for governing the processes of 

technological innovation, clinical and organisational in the National Health Service - An integrated system of 

research" financed by the Ministry of Health [2007 TARGETED RESEARCH - STRATEGIC PROGRAM]. It is the 

result of a work based on the experience gained by participating in projects promoted by various bodies and 

analysis of definitions maintained by the authors of several books published in recent years.  

The glossary is accessible from the online “ambiente di collaborazione" created by the project and 

coordinated by AGENAS. The glossary represents a tool "in progress", it is constantly being updated by 

integrating it with new terms and concepts. 

5.1.2 Results  

The glossary is available, after registration, at the following link: 

http://hta.agenas.it/AMBIENTECOLLABORAZIONE/Account/Login.aspx  

 

 

http://hta.agenas.it/AMBIENTECOLLABORAZIONE/Account/Login.aspx
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6. Limitations Of Systematic Review 
The authors are aware that this review has limitations in some parts of the analysis. In particular, in the first 

phase: 

 some manuals have been excluded because they were published in languages other than English, 

Italian and German; 

 INAHTA agencies were contacted directly only for the uncertain situations, to verify somehow the 

information gathered through the exploratory analysis; 

 manuals and reports were not considered if published after the exploratory research, carried out in 

June 2010; 

 the selection of citations of empirical studies have been made solely on the basis of the title given in 

the methodological manuals (and in the HTA report), resulting inevitably affected by the bias 

inherent in this approach. 

Regarding the second phase, despite the extensive literature search carried out, it is possible that relevant 

studies for systematic review could not have been included because the selection method used, based on 

title/abstract only (where available).  

Finally, some limitations including the indicators used to measure the level of certainty of the empirical basis 

of all the methods used to analyze the domain of assessment.  

In particular, the estimate of the 1st indicator (incidence method) is based on the assumption that all the 

citations resulting from the literature search are publications on the methods used in each domain of 

assessment. For the measurement of the 2nd indicator (number of empirical studies), the identification of 

empirical studies have been conducted on the basis of the title only (phase 1) and Title/abstract (phase 2).  

Some efforts have been aimed at trying to identify the empirical studies underlying the methodological tools 

used, but the authors are aware that what has been found does not represent the totality of the empirical 

base available to date and, therefore, any suggestion coming from the readers of this review regarding 

empirical studies not included in our analysis will be appreciated.  
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7. Discussion 
Given the considerable complexity of the topic, we could only perform a descriptive analysis of the actual 

context in the field of HTA methods. This study represents an exploratory review of the methodological tools 

used in the assessment of HTA. The aims of the study were to answer to the most important questions, 

although sometimes in a preliminary way. The HTA agencies members of INAHTA have been set in relation 

to the two parameters under investigation: the availability of a methodological document or the availability 

of HTA report. Seven different profiles have been identified. Profile 1 collects the agencies that have a 

methodological manual "usable" and "complete"; the profile 2 those with the methodological manual 

"usable" but "partial", while those with manual "not usable" were incorporated into the profile 3. The profiles 

number 4 and 5 correspond to the agencies without a methodological manual but which produce HTA 

reports, "usable" and "not usable" respectively. Agencies which do not have a methodological manual and 

do not produce HTA reports represent the profile 6, while the agencies characterized by uncertainty 

represent  the profile 7. In relation to the methodological tools used in assessments of HTA, two orders of 

problems arise from this analysis: 

 The methodological documents identified lack of an explanation on the method/s used for the 

production of the manual and thus, indirectly, do not provide the methodological basis for the 

definition and adoption of the method illustrated. This lack is borne not only on the level / degree of 

transparency in the manual but also on the methodological robustness. It follows that the 

uncertainty methodology is transposed to a higher level: the uncertainty seems to affect not only 

the scientific basis of well-defined method, it falls within the definition of the same method.  

 Manuals rather than define, in clear and precise terms, the method that the agency must follow, 

suggest a methodological approach with different options depending on the specific methodological 

baseline. This did not allow to single out specific methods and, therefore, and we decided to detect 

the elements / steps of this method, the main path, or to think in terms of general methodological 

tools used in the field of assessment rather than specific methods.  

However, the analysis of the methodological manuals and of HTA reports has allowed us to draw conclusions 

regarding the evaluation of the areas identified.  

The evaluation of the “effectiveness”, “safety”, “diagnostic accuracy” and “prognostic value” related to a 

health technology is generally carried out through the literature search, which may be carried out more or 

less systematically, using the deepest and structured instrument of systematic review of the literature. The 

analysis of the “organisational”, “ethical-social” and “context” domains appears to be guided by the method 

used in the evaluation of effectiveness, supplemented by additional, specific aspects.    

The specific assessment of these domains is carried out using techniques such as focus groups and surveys 

based on questionnaires developed ad hoc, integrated by the analysis of the available literature. Regarding 

the assessment of the “economic” domain, through the assessment of methodological manuals and HTA 

reports it is clear that the methodological approach used may consist of systematic review of economic 

studies, cost estimation analysis, cost-consequences analysis, economic evaluation (with the formulation of 

an economic model) and economic analysis that consists on the review/research of economic studies 
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together with the economic evaluation. It is important to report the absence of a section of methods within 

the manuals that describes how they were prepared and which explains the rationale of the proposed 

methodological paths. 

Although the difficulties described above have not allowed to identify methodological approaches to be 

defined as the best practices according to their degree of "certainty", some preliminary considerations have 

been expressed about the level of "certainty" of the empirical basis of the generality of the methodological 

approaches used  in the evaluation of each area, rather than specific methods. The certainty has been 

defined on the basis of two indicators: the number of citations resulting from the research literature related 

to the entirety of tools / methodological approaches used in each area of evaluation (defined as "Effect of 

method"), the number of empirical studies identified by the analysis of manuals and reports of HTA, the 

selection of studies arising from the literature search in relation to each domain of evaluation (defined as 

"number of empirical studies"). The confidence level, measured as a function of quartiles, allows us to 

classify the domains “effectiveness”, “safety” and “economic” such as those with more methodological 

"certainty", while the domains of “context”, “organisational” and “prognostic value” appear to be 

characterized by greater uncertainty. The “diagnostic accuracy” and “ethical-social” domains are placed in 

between. 

in conclusion, the presence of a common and standardized terminology within the world of HTA, has allowed 

the definition of a common language, which is crucial in order to reach some degree of standardization of 

methodology and to improve the dissemination and the use of evaluation results produced, that represent 

phases of the evaluation process not covered by this analysis. 

In conclusion, the results of this review show how activities of the Health Technology Assessment seem to 

be dominated by the practice, by custom, by habits and not by methods based on an empirical approach 

[Galilean approach: formulation of hypothesis and verification thereof; resulting  acceptance / rejection of 

the same based on the result. We must also take into account that the experiment must be repeatable and 

predictive]. This element of methodological weakness, reasonable for a new and not often used discipline, 

can no longer find excuses for HTA. Therefore, the effort of all researchers should be addressed to 

strengthen and enhance the empirical basis of the tools used for the HTA method, to date surprisingly 

modest. This need should be pursued taking into account that the HTA is an miscellaneous discipline, that 

there is no body of HTA evidences, but there are corpora represented by different domains that are not 

originally born from HTA and for HTA. 

Several initiatives have been undertaken in Europe to harmonize the methodological approaches used. 

Among them the project EUnetHTA Joint Action should be mentioned. This project aims to create a 

sustainable network of collaboration, creating tools for the assessment of HTA in order to promote and 

facilitate the exchange of information and the transferability of these between different contexts (countries, 

setting, etc.). 
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Appendix 1 – INAHTA Agencies 

N° Agency Country 

1 AETMIS - Agence d´Évaluation des Technologies et des Modes d´Intervention en Santé CANADA 
2 AETS - Agencia de Evaluación de Tecnologias Sanitarias SPAIN 
3 AETSA - Andalusian Agency for Health Technology Assessment SPAIN 
4 Age.na.s - The agency for Regional Healthcare ITALY 
5 AHRQ - Agency for Healthcare Research and Quality USA 
6 AHTA - Adelaide Health Technology Assessment AUSTRALIA 
7 AHTAPol - Agency for Health Technology Assessment in Poland POLAND 
8 ASERNIP-S - Australian Safety and Efficacy Register of New Interventional Procedures –Surgical AUSTRALIA 
9 AVALIA-T - Galician Agency for Health Technology Assessment SPAIN 

10 CADTH - Canadian Agency for Drugs and Technologies in Health CANADA 
11 CAHTA - Catalan Agency for Health Technology Assessment and Research SPAIN 
12 CDE - Center for Drug Evaluation TAIWAN,CHINA REP. 
13 CEDIT - Comité d´Evaluation et de Diffusion des Innovations Technologiques FRANCE 
14 CENETEC - Centro Nacional de Excelencia Tecnológica en Salud MEXICO 
15 CNHTA - Committee for New Health Technology Assessment KOREA 
16 CRD - Centre for Reviews and Dissemination UK 
17 CVZ - College voor Zorgverzekeringen THE NETHERLANDS 
18 DACEHTA - Danish Centre for Health Technology Assessment DENMARK 

19 DAHTA @DIMDI - German Agency for HTA at the German Institute for Medical Documentation and 
Information GERMANY 

20 DECIT-CGATS - Secretaria de Ciência, Tecnologia e Insumos Estratégicos, Departamento de 
Ciência e Tecnologia BRAZIL 

21 DSI - Danish Institute for Health Services Research - DACEHTA -Danish Centre for Health 
Technology Assessment  DENMARK 

22 ETESA - Department of Quality and Patient Safety of the Ministry Health of Chile CHILE 
23 FinOHTA - Finnish Office for Health Technology Assessment- Academy of Finland FINLAND 
24 GÖG - Gesunheit Österreich GmbH AUSTRIA 
25 GR - Gezondheidsraad THE NETHERLANDS 
26 HAS - Haute Autorité de Santé FRANCE 
27 HIQA-HIQA IRELAND 
28 HITAP - Health Intervention and Technology Assessment Program THAILAND 
29 HSAC - Health Services Assessment Collaboration NEW ZEALAND 
30 ICTAHC - Israel Center for Technology Assessment in Health Care ISRAEL 
31 IECS - Institute for Clinical Effectiveness and Health Policy ARGENTINA 
32 IHE - Institute of Health Economics CANADA 
33 IQWiG - Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen GERMANY 
34 KCE - Belgian Federal Health Care Knowledge Centre BELGIUM 
35 LBI of HTA - Ludwig Boltzmann Institut für Health Technology Assessment AUSTRIA 
36 MaHTAS - Health Technology Assessment Section, Ministry of Health Malaysia MALAYSIA 
37 MAS - Medical Advisory Secretariat CANADA 
38 MSAC - Medical Services Advisory Committee AUSTRALIA 
39 MTU-SFOPH - Medical Technology Unit - Swiss Federal Office of Public Health SWITZERLAND 
40 NETSCC, HTA - NIHR Coordinating Centre for Health Technology Assessment UK 
41 NHS QIS - Quality Improvement Scotland UK 
42 NHSC - National Horizon Scanning Centre UK 
43 NOKC - Norwegian Knowledge Centre for the Health Services NORWAY 
44 OSTEBA - Basque Office for Health Technology Assessment SPAIN 
45 SBU - Swedish Council on Technology Assessment in Health Care SWEDEN 
46 UETS - Unidad de Evaluación de Tecnologías Sanitarias SPAIN 
47 UVT - HTA Unit in A. Gemelli Teaching Hospital ITALY 

48 VASPVT - State Health Care Accreditation Agency under the Ministry of Health of the Republic of 
Lithuania LITHUANIA 

49 VATAP - VA Technology Assessment Program USA 
50 ZonMw - The Medical and Health Research Council of The Netherlands THE NETHERLANDS 
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Appendix 2 - Sample Analysis 

Sampling plan 
The target population in the statistical survey was represented by the 50 agencies members of INAHTA, 

each of them represents an unit of analysis.  In particular, a simple random stratified sampling scheme was 

used. 

The first stratification parameter evaluated was the variable "cultural background" that divided into 6 strata 

(subsets of) the target population.  The choice of this parameter was justified by the fact that it is likely to 

imagine that the cultural factor influences and affects the methodological approach to HTA adopted by the 

different agencies.  In particular, on the basis of the criterion "cultural background", the following 6 strata 

was identified: 

1.  Anglo-Saxon (North America, UK, Eire, Australia, New Zealand); 

2.  Latin American (Central and South America); 

3.  Eastern (Taiwan, Korea, Thailand, Malaysia); 

4.  Mediterranean (France, Italy, Spain, Israel); 

5.  Northern European (Sweden, Denmark, Finland, Norway); 

6.  Central and Eastern European (Germany, Poland, Austria, Switzerland, Lithuania). 

 

In a second step, we proceeded to the evaluation of the second stratification parameter the "geographical 

area".  The population was distributed into 3 strata: America (North, Central and South America), Pacific 

area (Australia, New Zealand, Malaysia, Thailand, Taiwan and Korea) and Europe (in which, in addition to 

European countries, Israel was included). 

In both the options, the choice of stratification variable was intended to ensure homogeneity within the 

stratum and non-homogeneity across the strata. 

The sample size was identified by quantifying a simple random stratified sample with proportional allocation   

of observation units in the strata. 
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Appendix 3 – Extraction form of exploratory analysis  
The form, as an Excel worksheet, was structured in different fields to collect the following information: 

• Identification number of the agency according to the alphabetical order. 

• Name of the agency. 

• Country. 

• Methodological manual: provide information about the availability of a methodological manual 

adopted for HTA or HTA-like evaluations. Specifying: 

a.  Yes: please mark with an "X" if a methodological guidance document is available; we created a 

folder named "agency acronym_AR_M stands" containing the manual and all related documents; 

b.  No: if no methodological manual is available; 

c.  Not reportable: if the content of the site is unusable because eg.  published only in the national 

language, not English/Italian/German; extractors were asked to specify the reason. 

• Language: specify the language in which manual is available. 

• URL: report the link of the document. 

Only if no methodological manual was identified, the extractor were asked to proceed with the research of 

HTA reports. The following data were collected: 

• HTA reports: mark with an "X" if HTA reports are published. Specifying: 

a.  Yes: please mark with an "X" if the agency produces HTA reports; a folder was created named 

"agency acronym _AR_R" containing the HTA reports identified; 

b.  No: if no HTA report was identified; 

c.  Only executive summary: if only the abstract or the executive summary are available, not the full 

report; and if some reports are available in full text, while others only the abstract is available “X 

Partly” was reported. 

d.  Not reportable: if the content of the site is unusable because e.g.  published only in the national 

language, not English/Italian/German; extractors were asked to specify the reason. 

•  Language: specify the language in which HTA reports are published (full text version). 

•  URL: report the link of the document. 

•  Notes: field for the observations of the extractor. 

•  Date of access: the day the research was carried out. 
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Appendix 4 – Contacted agencies  
Agency Country Info need Request Answer 

DAHTA @DIMDI - German Agency for HTA at 
the German Institute for Medical 
Documentation and Information 

GERMANY Agency with methodological 
manual in German R1 YES 

ETESA - Department of Quality and Patient 
Safety of the Ministry Health of Chile CHILE Agency with methodological 

manual in Spanish R1 NO 

GÖG - Gesunheit Österreich GmbH AUSTRIA Agency with methodological 
manual in German R1 NO 

LBI of HTA - Ludwig Boltzmann Institut für 
Health Technology Assessment AUSTRIA Agency with methodological 

manual in German R1 YES 

OSTEBA - Basque Office for Health 
Technology Assessment SPAIN Agency with methodological 

manual in Spanish R1 YES 

AHTA - Adelaide Health Technology 
Assessment AUSTRALIA 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 YES 

CEDIT - Comité d´Evaluation et de Diffusion 
des Innovations Technologiques FRANCE 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 NO 

HITAP - Health Intervention and Technology 
Assessment Program THAILAND 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 NO 

IECS - Institute for Clinical Effectiveness and 
Health Policy ARGENTINA 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 NO 

SBU - Swedish Council on Technology 
Assessment in Health Care SWEDEN 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 YES 

ZonMw - The Medical and Health Research 
Council of The Netherlands 

THE 
NETHERLANDS 

Agency lacking a methodological 
manual and producing unusable 
HTA reports 

R2 YES 

UETS - Unidad de Evaluación de Tecnologías 
Sanitarias SPAIN Agency with unusable website R3 NO 

AETS - Agencia de Evaluación de Tecnologias 
Sanitarias SPAIN Agency with unusable website R3 YES 

AETSA - Andalusian Agency for Health 
Technology Assessment SPAIN Agency with unusable website R3 NO 

AHTAPol - Agency for Health Technology 
Assessment in Poland POLAND Agency with unusable website R3 NO 

AVALIA-T - Galician Agency for Health 
Technology Assessment SPAIN Agency with unusable website R3 YES 

CENETEC - Centro Nacional de Excelencia 
Tecnológica en Salud MEXICO Agency with unusable website R3 YES 

CNHTA - Committee for New Health 
Technology Assessment KOREA Agency with unusable website R3 NO 

CVZ - College voor Zorgverzekeringen THE 
NETHERLANDS Agency with unusable website R3 YES 

DSI - Danish Institute for Health Services 
Research - DACEHTA -Danish Centre for 
Health Technology Assessment  

DENMARK Agency with unusable website R3 NO 

ICTAHC - Israel Center for Technology 
Assessment in Health Care ISRAEL Agency with unusable website R3 YES 

MaHTAS - Health Technology Assessment 
Section, Ministry of Health Malaysia MALAYSIA Agency with unusable website R3 NO 

NOKC - Norwegian Knowledge Centre for the 
Health Services NORWAY Agency with unusable website R3 YES 
 

R1: request about the availability of the English version of the methodological manual (and, if available, the 

agencies were asked to deliver it);  

R2: request to confirm the unavailability of a methodological manual in English language. If available we 

asked for delivery, while if not we asked for HTA reports produced in English; 

R3: request about the availability of a manual in English language. If available we asked for delivery, 

otherwise we asked for HTA reports produced in English.  
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Appendix 5 – Extraction form for methodological manuals 

 

Extractor data 

Name of the extractor: 

Date of extraction: 

Name of the second extractor: 

 

General data 

 

The form is composed of the following fields:  

Id – Identification number of the manual  

Agency – Name of the agency 

Country – Country where the agency is situated 

Year – Publication year of the manual 

Reference of the manual – if the reference is not quoted in the manual, it was reported the agency 

name.manual title.pubblication year  

Type of technology – Type of health technology considered in the manual  

Domain – Domain examined in the manual 

Objective – Objective stated in the manual 

Method - Presence of a "method” section describing  the process for the production of the manual 

Bibliographical references of the empirical studies – List of the bibliographic references of empirical 

studies  underlying the method outlined in the manual 

Notes – Field containing some required information on the “funding”, the “disclosure of conflicts of 

interests”, the “external review”, the “updating”, as well as the observations and personal comments of the 

extractor 

 

NB Do not leave blank spaces. If the is no answer to the question write NR (Not Reported), NA (Not 
Applicable) or NC (Not Clear)  
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Appendix 6 – Extraction form for HTA Reports  

 

Extractor data 

Name of the extractor: 

Date of extraction: 

Name of the second extractor: 

 

General data 

 

The form consists of the following fields:  

Reference of the HTA report – Name of first author, [year of publication of the report ]  

Agency – Name of the agency 

Country – Country where the agency is situated 

Objective - The aim of the report  

Technology type - Type of technology considered in the report  

Domain - Domain examined in the report 

Method - Presence of a methods section explaining the process for the production of the report  

Bibliographical references of empirical studies - List of references for empirical studies underlying 

methods used 

Notes - Field containing some required information on the “funding”, the “disclosure of conflicts of 

interests”, the “external review”, the “updating”, as well as the observations and personal comments of the 

extractor 

 

NB Do not leave blank spaces. If the is no answer to the question write NR (Not Reported), NA (Not 
Applicable) or NC (Not Clear)  
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Appendix 7 – Evaluation form of methodological manual 
quality  

The checklist consists of 8 questions each of which can be answered by "Yes" (Y), "Partly" (P), "No" (N), 

"Not clear" (NC) or "Not reported" (NR).  

 Question Y/P/N/NC/NR 

1.  
Is the work procedure to produce the 
methodological document explicit? 

 

2.  Is the work procedure clear enough?  

3.  
Are the involved  competences/expertise 
listed? 

 

4.  
Is a mechanism to reach the agreement 
expected (in case of disagreement)? 

 

5.  Is there disclosure of conflict of interests?   

6.  Are the sources of funding declared?  

7.  
Is the manual evaluated by external 
reviewers? 

 

8.  
Is the description of the domains clear 
enough? 

 

9.  Is the manual updated regularly?  
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Appendix 8 – Evaluation form of the HTA report quality  

The possible answers in the INAHTA checklist for each question are: “Yes”, “Partly” (P) and “No”, a 

further answer option “Not clear” (NC) was added. 

ITEMS YES P NO NC 
Preliminary 
1.  Statement regarding conflict of interest?     
2.  Statement of sources of funding?     
3.  Statement on whether report externally reviewed?     
Razionale 
4. Clear statement of the objective?     
Method 
5. Clear description of the method followed to produce 
the report? 

    

6. Details on sources of information and literature search strategies provided? 
Search strategy     
Databases     
Year range     
Language restriction     
Primary data     
Other kind of information resources     
Complete reference list of included studies     
List of excluded studies     
Inclusion criteria     
Exclusion criteria     
7. Clear information on basis for the assessment and interpretation of selected data and information? 
Method of data extraction described?     
Critical appraisal method (for quality assessment of 
the literature) described? 

    

Method of data synthesis described?     
Results of the assessment clearly presented, e.g. in 
the form of evidence tables? 

    

Context (eventuale) 
(Medico-) legal implications considered?     
Economic analysis provided?     
Ethical implications considered?     
Social implications considered?     
Other perspectives (stakeholders, patients, 
consumers) considered? 

    

 
Source: Adapted from INAHTA checklist for HTA reports
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Appendix 9 – Exploratory analysis: Results 

The INAHTA Agencies websites were searched from the 22nd of June 2010 to 30th of June 2010. 
 
 

Agency Country 

Methodological 
manual 

Language URL 

HTA Report  

Language URL 
Yes No 

Not 
reported 

Yes No 
Only 

executive 
summary 

Not 
reported 

AETMIS - Agence 
d´Évaluation des 
Technologies et des Modes 
d´Intervention en Santé 

Canada   X      X    X partly   English/Fre
nch 

http://www.aetmis.gouv.qc.ca
/site/en_publications2009.pht

ml 

AETS - Agencia de 
Evaluación de Tecnologias 
Sanitarias 

Spain     X 
language Spanish        X 

language Spanish 

http://www.isciii.es/jsps/organ
izacion/evaluacion_fomento/p
ublicaciones_agencia/publicaci

ones.jsp 
AETSA - Andalusian Agency 
for Health Technology 
Assessment 

Spain     X 
language Spanish        X 

language Spanish 
http://www.juntadeandalucia.
es/salud/servicios/aetsa/infor
mes.asp  

Age.na.s - The agency for 
Regional Healthcare Italy   X      X        English/Itali

an 

http://www.agenas.it/innovazi
one_sperimentazione_sviluppo

.html  
AHRQ - Agency for 
Healthcare Research and 
Quality 

USA   X      X        English http://www.ahrq.gov/clinic/tec
hix.htm 

AHTA - Adelaide Health 
Technology Assessment Australia   X      X        English http://www.adelaide.edu.au/a

hta/pubs/  

AHTAPol - Agency for Health 
Technology Assessment in 
Poland 

Poland     X 
language Polish        X 

language Polish   

ASERNIP-S - Australian 
Safety and Efficacy Register 
of New Interventional 
Procedures -Surgical 

Australia X     English 

http://www.surgeons.o
rg/Content/NavigationM
enu/Research/ASERNIP
S/ASERNIPSPublication
s/Review_Group_Info_

Manual2003.pdf 

            

AVALIA-T - Galician Agency 
for Health Technology 
Assessment 

Spain     X 
language Spanish        X 

language Spanish   

CADTH - Canadian Agency 
for Drugs and Technologies 
in Health 

Canada X     English 

http://www.cadth.ca/in
dex.php/en/hta/reports

-
publications/search?&ty

pe=2 

            

http://www.aetmis.gouv.qc.ca/site/en_publications2009.phtml
http://www.aetmis.gouv.qc.ca/site/en_publications2009.phtml
http://www.aetmis.gouv.qc.ca/site/en_publications2009.phtml
http://www.isciii.es/jsps/organizacion/evaluacion_fomento/publicaciones_agencia/publicaciones.jsp
http://www.isciii.es/jsps/organizacion/evaluacion_fomento/publicaciones_agencia/publicaciones.jsp
http://www.isciii.es/jsps/organizacion/evaluacion_fomento/publicaciones_agencia/publicaciones.jsp
http://www.isciii.es/jsps/organizacion/evaluacion_fomento/publicaciones_agencia/publicaciones.jsp
http://www.juntadeandalucia.es/salud/servicios/aetsa/informes.asp
http://www.juntadeandalucia.es/salud/servicios/aetsa/informes.asp
http://www.juntadeandalucia.es/salud/servicios/aetsa/informes.asp
http://www.agenas.it/innovazione_sperimentazione_sviluppo.html
http://www.agenas.it/innovazione_sperimentazione_sviluppo.html
http://www.agenas.it/innovazione_sperimentazione_sviluppo.html
http://www.ahrq.gov/clinic/techix.htm
http://www.ahrq.gov/clinic/techix.htm
http://www.adelaide.edu.au/ahta/pubs/
http://www.adelaide.edu.au/ahta/pubs/
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPSPublications/Review_Group_Info_Manual2003.pdf
http://www.cadth.ca/index.php/en/hta/reports-publications/search?&type=2
http://www.cadth.ca/index.php/en/hta/reports-publications/search?&type=2
http://www.cadth.ca/index.php/en/hta/reports-publications/search?&type=2
http://www.cadth.ca/index.php/en/hta/reports-publications/search?&type=2
http://www.cadth.ca/index.php/en/hta/reports-publications/search?&type=2
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CAHTA - Catalan Agency for 
Health Technology 
Assessment and Research 

Spain X     English 

http://www.gencat.cat/
salut/depsan/units/aatr
m/html/en/Du8/index.h

tml  

            

CDE - Center for Drug 
Evaluation 

Taiwan, 
China Rep.   X        X         

CEDIT - Comité 
d´Evaluation et de Diffusion 
des Innovations 
Technologiques 

France   X      X        

French 
(recommen
dations in 
English) 

http://cedit.aphp.fr/english/in
dex_present.html  

CENETEC - Centro Nacional 
de Excelencia Tecnológica 
en Salud 

Mexico     X 
language Spanish        X 

language Spanish   

CNHTA - Committee for New 
Health Technology 
Assessment 

Korea     
X 

unavailabl
e site 

         
X 

unavailab
le site 

    

CRD - Centre for Reviews 
and Dissemination UK X      English 

http://www.york.ac.uk/
inst/crd/systematic_revi

ews_book.htm 
http://www.hta.ac.uk/9

42 

            

CVZ - College voor 
Zorgverzekeringen 

The 
Netherlands     X 

language Dutch        X 
language Dutch   

DACEHTA - Danish Centre 
for Health Technology 
Assessment 

Denmark X       English 
http://www.sst.dk/Engli
sh/DACEHTA/Toolbox.a

spx  
            

DAHTA @DIMDI - German 
Agency for HTA at the 
German Institute for Medical 
Documentation and 
Information 

Germany X     German 
http://www.dimdi.de/st
atic/en/hta/methoden/s

ammlung/index.htm   
            

DECIT-CGATS - Secretaria 
de Ciência, Tecnologia e 
Insumos Estratégicos, 
Departamento de Ciência e 
Tecnologia 

Brazil X       English 

http://portal.saude.gov.
br/portal/saude/profissi
onal/visualizar_texto.cf

m?idtxt=25516  

            

DSI - Danish Institute for 
Health Services Research - 
DACEHTA -Danish Centre 
for Health Technology 
Assessment  

Denmark     X 
language Danish        X 

language Danish   

ETESA - Department of 
Quality and Patient Safety of 
the Ministry Health of Chile 

Chile X     Spanish 

http://webhosting.reds
alud.gov.cl/minsal/archi
vos/Evaluacion_tecnolo
gias_salud/guiametodol
ogica/calidad_prestador
es_evaluacion_PautaGu

iasClinicas.pdf 

            

http://www.gencat.cat/salut/depsan/units/aatrm/html/en/Du8/index.html
http://www.gencat.cat/salut/depsan/units/aatrm/html/en/Du8/index.html
http://www.gencat.cat/salut/depsan/units/aatrm/html/en/Du8/index.html
http://www.gencat.cat/salut/depsan/units/aatrm/html/en/Du8/index.html
http://cedit.aphp.fr/english/index_present.html
http://cedit.aphp.fr/english/index_present.html
http://www.sst.dk/English/DACEHTA/Toolbox.aspx
http://www.sst.dk/English/DACEHTA/Toolbox.aspx
http://www.sst.dk/English/DACEHTA/Toolbox.aspx
http://www.dimdi.de/static/en/hta/methoden/sammlung/index.htm
http://www.dimdi.de/static/en/hta/methoden/sammlung/index.htm
http://www.dimdi.de/static/en/hta/methoden/sammlung/index.htm
http://portal.saude.gov.br/portal/saude/profissional/visualizar_texto.cfm?idtxt=25516
http://portal.saude.gov.br/portal/saude/profissional/visualizar_texto.cfm?idtxt=25516
http://portal.saude.gov.br/portal/saude/profissional/visualizar_texto.cfm?idtxt=25516
http://portal.saude.gov.br/portal/saude/profissional/visualizar_texto.cfm?idtxt=25516
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
http://webhosting.redsalud.gov.cl/minsal/archivos/Evaluacion_tecnologias_salud/guiametodologica/calidad_prestadores_evaluacion_PautaGuiasClinicas.pdf
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FinOHTA - Finnish Office for 
Health Technology 
Assessment- Academy of 
Finland 

Finland X     English 

http://www.aka.fi/Tied
ostot/Tiedostot/Julkaisu
t/9_06%20Methods%2
0for%20Evaluating.pdf  

            

GÖG - Gesunheit Österreich 
GmbH Austria X      German 

http://www.goeg.at/ind
ex.php?pid=arbeitsbere
ichedetail&ab=174&sm
ark=methods&noreplac

e=yes 

           

GR - Gezondheidsraad The 
Netherlands   X      X        English 

http://www.gezondheidsraad.
nl/en/publications/proton-

radiotherapy 

HAS - Haute Autorité de 
Santé France X     English 

http://www.has-
sante.fr/portail/jcms/c_

541195/general-
method-for-assessing-
health-technologies 

            

HIQA-HIQA Ireland   X      X        English http://www.hiqa.ie/publication
s.asp  

HITAP - Health Intervention 
and Technology Assessment 
Program 

Thailand   X      X        English 
http://www.hitap.net/backoffi
ce/report/reports_display2_en
.php?id=252 

HSAC - Health Services 
Assessment Collaboration New Zealand   X      X        English http://www.healthsac.net/publ

ications/publications.php?t=2  

ICTAHC - Israel Center for 
Technology Assessment in 
Health Care 

Israel     X 
language Hebrew        X 

language Hebrew   

IECS - Institute for Clinical 
Effectiveness and Health 
Policy 

Argentina   X      X    
X 

 in English/ 
Spanish 

  Spanish 

http://www.iecs.org.ar/iecs-
visor-

publicacion.php?cod_publicaci
on=1199&origen_publicacion

=publicaciones  

IHE - Institute of Health 
Economics Canada X     English 

http://www.ihe.ca/publi
cations/library/2009/HT
A%20on%20the%20Ne

t/  

           

IQWiG - Institut für Qualität 
und Wirtschaftlichkeit im 
Gesundheitswesen 

Germany X       English/Ger
man 

http://www.iqwig.de/m
ethods.427.en.html             

KCE - Belgian Federal Health 
Care Knowledge Centre Belgium X     English 

http://kce.fgov.be/inde
x_en.aspx?SGREF=522

3&CREF=16108  
           

LBI of HTA - Ludwig 
Boltzmann Institut für 
Health Technology 
Assessment 

Austria X      German/ES 
in English 

http://eprints.hta.lbg.ac
.at/713/              

MaHTAS - Health 
Technology Assessment 
Section, Ministry of Health 
Malaysia 

Malaysia     
X 

unavailabl
e site 

         
X 

unavailab
le site 

   

http://www.aka.fi/Tiedostot/Tiedostot/Julkaisut/9_06%20Methods%20for%20Evaluating.pdf
http://www.aka.fi/Tiedostot/Tiedostot/Julkaisut/9_06%20Methods%20for%20Evaluating.pdf
http://www.aka.fi/Tiedostot/Tiedostot/Julkaisut/9_06%20Methods%20for%20Evaluating.pdf
http://www.aka.fi/Tiedostot/Tiedostot/Julkaisut/9_06%20Methods%20for%20Evaluating.pdf
http://www.goeg.at/index.php?pid=arbeitsbereichedetail&ab=174&smark=methods&noreplace=yes
http://www.goeg.at/index.php?pid=arbeitsbereichedetail&ab=174&smark=methods&noreplace=yes
http://www.goeg.at/index.php?pid=arbeitsbereichedetail&ab=174&smark=methods&noreplace=yes
http://www.goeg.at/index.php?pid=arbeitsbereichedetail&ab=174&smark=methods&noreplace=yes
http://www.goeg.at/index.php?pid=arbeitsbereichedetail&ab=174&smark=methods&noreplace=yes
http://www.gezondheidsraad.nl/en/publications/proton-radiotherapy
http://www.gezondheidsraad.nl/en/publications/proton-radiotherapy
http://www.gezondheidsraad.nl/en/publications/proton-radiotherapy
http://www.has-sante.fr/portail/jcms/c_541195/general-method-for-assessing-health-technologies
http://www.has-sante.fr/portail/jcms/c_541195/general-method-for-assessing-health-technologies
http://www.has-sante.fr/portail/jcms/c_541195/general-method-for-assessing-health-technologies
http://www.has-sante.fr/portail/jcms/c_541195/general-method-for-assessing-health-technologies
http://www.has-sante.fr/portail/jcms/c_541195/general-method-for-assessing-health-technologies
http://www.hiqa.ie/publications.asp
http://www.hiqa.ie/publications.asp
http://www.hitap.net/backoffice/report/reports_display2_en.php?id=252
http://www.hitap.net/backoffice/report/reports_display2_en.php?id=252
http://www.hitap.net/backoffice/report/reports_display2_en.php?id=252
http://www.healthsac.net/publications/publications.php?t=2
http://www.healthsac.net/publications/publications.php?t=2
http://www.iecs.org.ar/iecs-visor-publicacion.php?cod_publicacion=1199&origen_publicacion=publicaciones
http://www.iecs.org.ar/iecs-visor-publicacion.php?cod_publicacion=1199&origen_publicacion=publicaciones
http://www.iecs.org.ar/iecs-visor-publicacion.php?cod_publicacion=1199&origen_publicacion=publicaciones
http://www.iecs.org.ar/iecs-visor-publicacion.php?cod_publicacion=1199&origen_publicacion=publicaciones
http://www.iecs.org.ar/iecs-visor-publicacion.php?cod_publicacion=1199&origen_publicacion=publicaciones
http://www.ihe.ca/publications/library/2009/HTA%20on%20the%20Net/
http://www.ihe.ca/publications/library/2009/HTA%20on%20the%20Net/
http://www.ihe.ca/publications/library/2009/HTA%20on%20the%20Net/
http://www.ihe.ca/publications/library/2009/HTA%20on%20the%20Net/
http://www.iqwig.de/methods.427.en.html
http://www.iqwig.de/methods.427.en.html
http://kce.fgov.be/index_en.aspx?SGREF=5223&CREF=16108
http://kce.fgov.be/index_en.aspx?SGREF=5223&CREF=16108
http://kce.fgov.be/index_en.aspx?SGREF=5223&CREF=16108
http://eprints.hta.lbg.ac.at/713/
http://eprints.hta.lbg.ac.at/713/
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MAS - Medical Advisory 
Secretariat Canada   X       X        English 

http://www.health.gov.on.ca/
english/providers/program/ma
s/tech/reviews/pdf/rev_smoki

ng_20100114.pdf 

MSAC - Medical Services 
Advisory Committee Australia   X       X        English 

http://www.msac.gov.au/inter
net/msac/publishing.nsf/Conte
nt/1134-1 

MTU-SFOPH - Medical 
Technology Unit - Swiss 
Federal Office of Public 
Health 

Switzerland   X        X        

NETSCC, HTA - NIHR 
Coordinating Centre for 
Health Technology 
Assessment 

UK   X      X        English http://www.hta.ac.uk/Project
Data/PjtSearchResult.asp  

NHS QIS - Quality 
Improvement Scotland UK X     English http://www.sign.ac.uk/

pdf/sign50.pdf             

NHSC - National Horizon 
Scanning Centre UK   X      X        English 

http://www.haps.bham.ac.uk/
publichealth/horizon/outputs/c

hronological.shtml 
NOKC - Norwegian 
Knowledge Centre for the 
Health Services 

Norway     X 
language Norwegian        X 

language Norwegian   

OSTEBA - Basque Office for 
Health Technology 
Assessment 

Spain X      Spanish/Ba
sque 

http://www.osanet.eus
kadi.net/r85-

osteba/es/contenidos/i
nformacion/osteba_for
macion/es_osteba/oste

ba_formacion.html 

            

SBU - Swedish Council on 
Technology Assessment in 
Health Care 

Sweden   X      X    X   
Sweden 
(partly in 
English) 

http://www.sbu.se/en/Publish
ed/Post.aspx?epslanguage=E

N%2cEN 

UETS - Unidad de 
Evaluación de Tecnologías 
Sanitarias 

Spain     X 
language Spanish        X 

language Spanish  

UVT - HTA Unit in A. Gemelli 
Teaching Hospital Italy   X        X         

VASPVT - State Health Care 
Accreditation Agency under 
the Ministry of Health of the 
Republic of Lithuania 

Lithuania   X        X         

VATAP - VA Technology 
Assessment Program USA X       English http://www4.va.gov/VA

TAP/Publications.asp              

ZonMw - The Medical and 
Health Research Council of 
The Netherlands 

The 
Netherlands   X            X 

language 
English/Dut
ch 

  

 

http://www.health.gov.on.ca/english/providers/program/mas/tech/reviews/pdf/rev_smoking_20100114.pdf
http://www.health.gov.on.ca/english/providers/program/mas/tech/reviews/pdf/rev_smoking_20100114.pdf
http://www.health.gov.on.ca/english/providers/program/mas/tech/reviews/pdf/rev_smoking_20100114.pdf
http://www.health.gov.on.ca/english/providers/program/mas/tech/reviews/pdf/rev_smoking_20100114.pdf
http://www.msac.gov.au/internet/msac/publishing.nsf/Content/1134-1
http://www.msac.gov.au/internet/msac/publishing.nsf/Content/1134-1
http://www.msac.gov.au/internet/msac/publishing.nsf/Content/1134-1
http://www.hta.ac.uk/ProjectData/PjtSearchResult.asp
http://www.hta.ac.uk/ProjectData/PjtSearchResult.asp
http://www.sign.ac.uk/pdf/sign50.pdf
http://www.sign.ac.uk/pdf/sign50.pdf
http://www.haps.bham.ac.uk/publichealth/horizon/outputs/chronological.shtml
http://www.haps.bham.ac.uk/publichealth/horizon/outputs/chronological.shtml
http://www.haps.bham.ac.uk/publichealth/horizon/outputs/chronological.shtml
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.osanet.euskadi.net/r85-osteba/es/contenidos/informacion/osteba_formacion/es_osteba/osteba_formacion.html
http://www.sbu.se/en/Published/Post.aspx?epslanguage=EN%2cEN
http://www.sbu.se/en/Published/Post.aspx?epslanguage=EN%2cEN
http://www.sbu.se/en/Published/Post.aspx?epslanguage=EN%2cEN
http://www4.va.gov/VATAP/Publications.asp
http://www4.va.gov/VATAP/Publications.asp
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Appendix 10 – Methodological manuals Included and 
Excluded  

Included 

Id Agency Country Title [Publication year] 

1 CADTH Canada A guidance document for the costing process [1996] 

2 VATAP VA USA Assessing Diagnostic Technologies [1996] 

3 VATAP VA USA Health Care Technology Assessment in VA [1996] 

4 CADTH Canada Guidelines for economic evaluation of pharmaceuticals: Canada [1997] 

7 CADTH Canada Guidelines for Authors of CADTH Health Technology Assessment Reports [2003] 

8 CADTH Canada Guidelines for economic evaluation of health technologies: Canada [2006] 

9 CVZ The 
Netherlands Guidelines for pharmacoeconomic research, updated version [2006] 

11 DACEHTA Denmark Health Technology Assessment Handbook [2007] 

12 DECIT CGATS Brazil Methodological Guidelines for Appraisals on health technology assessment for 
the Ministry of Health of Brazil [2007]  

13 KCE Belgium Search for Evidence & Critical Appraisal Health Technology Assessment (HTA) 
[2007] 

17 IQWiG Germany General Methods [2008] 

18 CADTH Canada Using Canadian administrative databases to derive economic data for health 
technology assessments [2009] 

19 CRD UK CRD’s guidance for undertaking reviews in health care [2009] 

20 IQWiG Germany General Methods for the Assessment of the Relation of Benefits to Costs [2009] 

21 MSAC Australia Funding for new medical technologies and procedures: application and 
assessment guidelines [2005] (TR) 

22 MSAC Australia Guidelines for the assessment of  diagnostic technologies [2005] 

23 MSAC Australia Economics Section of the MSAC Guidelines [2008] 

26 IHE Canada Health Technology on the Net A Guide to Internet Sources of Information [2009] 
(TR) 

27 LBI-HTA Austria Ludwig Boltzmann Institut for Health Technology Assessment (LBI-HTA). 
(Externes) Manual. Selbstverständnis und arbeitsweise [2007] 

28 LBI-HTA Austria Ludwig Boltzmann Institut for Health Technology Assessment (LBI-HTA).  
(Internes) Manual abl ufe und methoden [2007] 

29 DAHTA@DIMDI Germany Handbuch für Autoren zur Erstellung von HTA-Berichten [2008] 

31 GÖG Austria Gesundheit Österreich GMBH Geschäftsbereich BIQG. Prozesshandbuch für 
Health technology assessment [2009] 

32 GÖG-BIQG Austria Gesundheit Österreich GMBH Geschäftsbereich BIQG. Methodenhandbuch für 
Health Technologie Assessment [2010] 

 

(TR): final decision by third reviewer 
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Excluded 

Id Agency Country Title [Publication year] Reason 

5 CRD UK Systematic reviews of trials and other studies [1999] 
Methodological manual 

more recent (TR) 

6 ASERNIP S Australia ASERNIP-S Systematic Review Process [2003] 
Pseudo- methodological 

manual (TR) 

10 FinOHTA Finland 
Methods for Evaluating the Impact of Basic Research 
Funding [2006] 

It is not a methodological 
manual on assessment, but 

a study focused on the 
analysis of international 
initiatives to assess the 
impact of basic research 

14 HAS France General method for assessing health technologies [2007] 
Pseudo- methodological 

manual (TR) 

15 CADTH Canada 
PRESS: Peer review of electronic search strategies 
[2008] 

It is not a methodological 
manual on assessment, but 

an empirical study  

16 CAHTA Spain Handbook o HTA capacity building [EUnetHTA, 2008] 

It is not a methodological 
manual on assessment, but 
a guide to establish and to 

sustain an HTA activity 
(TR) 

24 MSAC Australia 
Guidelines for preparing submissions to the 
Pharmaceutical Benefits Advisory Committee (Version 
4.3) [2008] 

It is not a methodological 
manual on assessment, but 
a guide for the submission 
to the regulatory authority 

(TR) 

25 NHS QIS UK SIGN 50 A guideline developer’s handbook [2008] 

It is not a methodological 
manual on assessment, but 
a methodological manual 
to produce and appraise 

guidelines (TR) 

30 GÖG Austria 

Gesundheit Österreich GMBH Geschäftsbereich BIQG.  
Vorarbeiten zum methodenhandbuch für hta-berichte 
übersicht zu nationalen und internationalen 
htamethodenhandbüchern [2009] 

It is not a methodological 
manual on assessment, but 

an overview of 
international and Austrian 
methodological manuals 

 

(TR): final decision by third reviewer 

A pseudo-methodological document is a document that only explains the assessment procedure without 
methodological contents 
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Appendix 11 – HTA Report Included and Excluded 

Included 

Id Agency Country Title [Publication year] 

1 AETMIS Canada 
Comparison of Efficacy, Effectiveness and Safety of Fibrinolysis and Primary 
Percutaneous Coronary Intervention (PPCI) for ST-segment Elevation Myocardial 
Infarction (STEMI), monograph. [2008] 

2 AETMIS Canada Comparative Analysis of Bedpan Processing Equipment. Technical note 
prepared by Christine Lobè. [2009] 

3 AHRQ USA ECG-based Signal Analysis Technologies. AHRQ Technology Assessment Report. 
[2010] 

6 AHRQ USA Diagnosis and Treatment of Secondary Lymphedema. AHRQ Technology 
Assessment Report. [2010] 

7 
NETSCC, HTA -

 NIHR 
UK 

A systematic review and economic evaluation of the clinical effectiveness and 
cost-effectiveness of aldosterone antagonists for postmyocardial infarction heart 
failure. [2010] 

8 
NETSCC, HTA -

 NIHR 
UK 

Systematic review of the clinical effectiveness and cost-effectiveness of rapid 
point-of-care tests for the detection of genital chlamydia infection in women and 
men. [2010] 

9 MAS Canada 
Cardiac magnetic resonance imaging for the diagnosis of coronary artery 
disease: an evidence-based analysis. [2010] 

10 MAS Canada 
Population-based smoking cessation strategies: a summary of a select group of 
evidence-based reviews. [2010] 

11 AGENAS Italy Tecnologie per l’identificazione dell’osteoporosi. [2009] 

12 HIQA Ireland 
Health technology assessment (HTA) of a population-based colorectal cancer 
screening programme in Ireland. [2009] 

13 AHTA Australia 
Unattended sleep studies in the diagnosis and reassessment of obstructive sleep 
apnoea. [2010] 

14 AHTA Australia Cryotherapy for Recurrent Prostate Cancer and Renal Cancer. [2009] 

15 HSAC 
New 

Zealand 
The effectiveness of interventions to increase the delivery of effective smoking 
cessation treatments in primary care settings - the ABCs. [2009] 

16 NHS - QIS UK 
The use of epoetin alfa before orthopaedic surgery in patients with mild 
anaemia. [2006] 

17 NHS - QIS UK 
The clinical and cost effectiveness of thromboelastography/thromboelastometry. 
[2008] 

18 NHS - QIS UK 
The clinical and cost effectiveness of screening for meticillin-resistant 
Staphylococcus aureus (MRSA). [2007] 
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Excluded 

Id Nome Paese Title [Publication year] Reason 

5 
Health Council of 
the Netherlands 

(Gr) 

The 
Netherlands 

Proton radiotherapy. [2009] 
It is not an HTA report, 

but an HS report 

6 
Health Council of 
the Netherlands 

(Gr) 

The 
Netherlands 

Ribavirin Evaluation of the effects on 
reproduction, recommendation for 
classification. [2010] 

It is not a full report of 
HTA, but a report on the 

recommendation for 
classification of a drug  

19 NOKC Norway 

Psychological, social and sexual consequences 
of female genital mutilation/cutting (FGM/C): a 
systematic review of quantitative studies. 
[2010] 

It is not a full report of 
HTA, but a systematic 

review  

20 NOKC Norway 
Cost-effectiveness of varenicline, bupropion and 
nicotine replacement therapy for smoking 
cessation. [2010] 

It is not a full report of 
HTA, but an economic 

evaluation 

21 ASERNIP-S Australia 
Technology Overview: da Vinci Surgical Robotic 
System. [2004] 

It is not a full report of 
HTA, but a technology 

overview  

22 FinOHTA Finland 
The use of videoconferencing for mental health 
services in Canada and Finland. [2007] 

It is not a full report of 
HTA, but a survey on the 
diffusion and utilization of 

a technology  
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Appendix 12 – Complete and Partial Methodological 
manuals  

Id Agency Country Title [Publication year] Complete/Partial 

1 CADTH Canada A guidance document for the costing process [1996] Partial 

2 VATAP VA USA Assessing Diagnostic Technologies [1996] Partial 

3 VATAP VA USA Health Care Technology Assessment in VA [1996] Partial 

4 CADTH Canada Guidelines for economic evaluation of 
pharmaceuticals: Canada [1997] Partial 

7 CADTH Canada Guidelines for Authors of CADTH Health Technology 
Assessment Reports [2003] Complete 

8 CADTH Canada Guidelines for economic evaluation of health 
technologies: Canada [2006] Partial 

9 CVZ The 
Netherlands 

Guidelines for pharmacoeconomic research, updated 
version [2006] Partial 

11 DACEHTA Denmark Health Technology Assessment Handbook [2007] Complete 

12 DECIT CGATS Brazil 
Methodological Guidelines for Appraisals on health 
technology assessment for the Ministry of Health of 
Brazil [2007]  

Partial 

13 KCE Belgium Search for Evidence & Critical Appraisal Health 
Technology Assessment (HTA) [2007] Partial 

17 IQWiG Germany General Methods [2008] Complete 

18 CADTH Canada 
Using Canadian administrative databases to derive 
economic data for health technology assessments 
[2009] 

Partial 

19 CRD UK CRD’s guidance for undertaking reviews in health 
care [2009] Complete 

20 IQWiG Germany General Methods for the Assessment of the Relation 
of Benefits to Costs [2009] Partial 

21 MSAC Australia 
Funding for new medical technologies and 
procedures: application and assessment guidelines 
[2005]  

Complete 

22 MSAC Australia Guidelines for the assessment of  diagnostic 
technologies [2005] Complete 

23 MSAC Australia Economics Section of the MSAC Guidelines [2008] Partial 

26 IHE Canada Health Technology on the Net A Guide to Internet 
Sources of Information [2009]  Partial 

27 LBI-HTA Austria 
Ludwig Boltzmann Institut for Health Technology 
Assessment (LBI-HTA). (Externes) Manual. 
Selbstverständnis und arbeitsweise [2007] 

Complete 

28 LBI-HTA Austria 
Ludwig Boltzmann Institut for Health Technology 
Assessment (LBI-HTA).  (Internes) Manual abl ufe 
und methoden [2007] 

Complete 

29 DAHTA@DIMDI Germany Handbuch für Autoren zur Erstellung von HTA-
Berichten [2008] Complete 

31 GÖG Austria 
Gesundheit Österreich GMBH Geschäftsbereich 
BIQG. Prozesshandbuch für 
Health technology assessment [2009] 

Complete 

32 GÖG-BIQG Austria 
Gesundheit Österreich GMBH Geschäftsbereich 
BIQG. Methodenhandbuch für Health Technologie 
Assessment [2010] 

Complete 
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Appendix 13 – Quality appraisal of included methodological manuals 

 

Legend: “Y” (Yes), “P” (Partly), “N” (No), “NC”(Not Clear), “NR” (Not Reported), “-” (unavailable information) 

 

ID  

Is the work 
procedure to 
produce the 

methodological 
document explicit? 

Is the work 
procedure clear 

enough? 

Are the involved  
competences/ex
pertise listed? 

Is a mechanism to 
reach the agreement 
expected (in case of 

disagreement)? 

Is there disclosure 
of conflict of 
interests? 

Are the 
sources of 
funding 

declared? 

Is the manual 
evaluated by 

external reviewers? 

Is the description of 
the domains clear 

enough? 

Is the 
description of 

the 
methodological 
elements  clear 

enough? 
1 NC N P (reviewers) N N S S S NC 
2 N N S N N N NC S NR 
3 N N S N N N NC S NR 
4 P N P (reviewers) N N N S S NC 
7 N N N N N N S S NR 
8 N N S N S S S S NR 
9 P N NC N N N NR S NR 
11 N N S N N N NR S NR 
12 P N NC N N N NR N NR 
13 N N N N S N NR S NR 
17 Y N N N N N S S S 
18 N N P (reviewers) N S S S S NR 
19 N N P (reviewers) N N N S S NR 
20 Y P S N N N NC S NR 
21 N N N N N N NR S S 
22 N N P (authors) N N N NR S NR 
23 N N N N N N NR S NR 
26 N N NC  N N N S N S 
27 Y - - - N N S N - 
28 Y - - - N N S N - 
29 N - - - N N NR S - 
31 Y - - - N N NR N - 
32 Y - - - N N S S - 
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Appendix 14 – General methodological tools and 
methodological paths (Manuals) 
The line "Bibliographical references of the empirical studies" indicate the total number of empirical studies in support of 
the general methodological tool, while the data [n° Ref SE] in orange indicates the number of bibliographic references of 
the empirical studies underlying the specific elements of the general methodological tool. The total doesn't equalize the 
sum of the partial numbers since the same reference can underlie more elements.  

“EFFECTIVENESS”  

ID 3 
Title VATAP. Health Care Technology Assessment in VA - Primer. 1996 
Agency VATAP 
Country USA 
Bibliographical ref of 
empirical studies (Ref 
ES) 

535 

Methodological Path 
[n° Ref ES] 

Introductory teaching manual on HTA; it does not define a methodological path. 

 
ID 7 
Title The Canadian Agency for Drugs and Technologies in Health (CADTH). Guidelines for Authors 

of CADTH Health Technology Assessment Reports. June 2001 - Revised May 2003 
Agency CADHT (ex CCOHTA) 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

1  

Methodological Path 
[n° Ref ES] 

CLINICAL REVIEW method, which consists of the following elements: 
- Literature search  
- Selection criteria and method 
- Data extraction strategy 
- Strategy for quality appraisal  
- Methods for data  

 
ID 11 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country Denmark 
Bibliographical ref of 
empirical studies (Ref 
ES) 

10 

Methodological Path 
[n° Ref ES] 

This manual defines a methodological path for HTA assessment. The HTA is based on a 
systematic approach that is embodied in the search of the evidence, but there is no single 
method or one limited field of research.  There are methodological elements common to the 
various domains of analysis, concerning: 
LITERATURE SEARCH 
- Formulation of search protocol 
- Background and presentation of the problem, formulation of the research questions, 
inclusion and exclusion criteria 
- Choice of databases and other information sources 
- Formulation of search strategies for each source 

                                                            
35 The empirical studies of this manual are not related to specific domains, but they are the same listed for all domains 
considered to in this manual. 
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- Evaluation of searches 
ASSESSMENT OF LITERATURE [6] 
Literature is selected on the basis of defined inclusion/exclusion criteria, in addition literature 
is assessed according to accepted methodological standards.  In particular: 
1) EPIDEMIOLOGICAL AND CLINICAL STUDIES 
- Selection of relevant studies on the basis of the research questions (abstract/full text) 
- Quality assessment of included studies (internal validity and external validity) through 
checklist 
2) QUALITATIVE STUDIES 
- Assessment of qualitative studies (list of criteria) 
- Synthesis of qualitative studies: meta-ethnography or narrative summary 
DATA GENERATION, ANALYSIS AND ASSESSMENT [4] 
- Methods for generating qualitative data: interviews, interviews and discussions of focused 
groups, participant observation, fieldwork 
- Methods for generating quantitative data: questionnaires, surveys. 
- Methods for analyzing qualitative data: theory-based analysis or qualitative computer-
based programs 
- Questionnaires-based surveys  
- Register analyses and assessment of register data 
- Measurement of health status 

 
ID 12 
Title Methodological Guidelines for Appraisals on health technology assessment for the Ministry of 

Health of Brazil [2007] 
Agency DECIT-CGATS 
Country Brazil 
Bibliographical ref of 
empirical studies (Ref 
ES) 

2  

Methodological Path 
[n° Ref ES] 

Method of LITERATURE SEARCH (that is less extensive or in-depth than a systematic review)  
- Formulation of the question of the HTA assessment (according to PICPO36)  
- Description: epidemiological, demographic and social aspects of the technology being 
assessed and the alternative technologies  
- Search for evidence  
- Criteria for inclusion/exclusion of studies 
- Evaluation of the quality of evidence [1] 
- Presentation of study results  
- Interpretation of results (specifying the statistical tools used) [1] 
- Recommendations 

 
ID 13 
Title Cleemput I, Van Den Bruel A, Kohn L, Vlayen J, Vinck I, Thiry N, et al. Search for Evidence & 

Critical Appraisal: Health Technology Assessment (HTA). Brussels: Belgian Health Care 
Knowledge Centre (KCE); 2007. KCE Process notes (D2007/10.273/40) 

Agency KCE 
Country Belgium 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none37  

Methodological Path Methodological approach to the LITERATURE SEARCH for HTA. 

                                                            
36 The acronym PICPO stands for: Population (P), Intervention/Technology (I), Comparator (C), Parameter of evaluation 
e.g. efficacy (P) and Outcomes (O). 

37 In the text there are several references indicating the author and year of publication, however the bibliography of the 
document lacks the complete bibliographic reference. The only exception is a checklist to assess the economic evaluation 
studies cited in the Methodological Path field reported in the Economic domain section. 
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[n° Ref ES] As regards the domain of Effectiveness, it provides the methodological tools used by the 
agency to perform the following steps: 
- Formulating the research question (according to the PICO38) and developing the protocol 
- Locating studies 
- Selecting studies 
- Critical appraisal of the evidence 
- Data extraction, tables of evidence and levels of evidence (GRADE, for clinical evidence) 
[Guyatt G et al, 2006] 
- Analysing and interpreting results 

 
ID 17 
Title IQWiG, Institute for Quality and Efficiency in Health Care. General Method. 

Version 3.0 of 27.05.2008 
Agency IQWiG 
Country Germany 
Bibliographical ref of 
empirical studies (Ref 
ES) 

27 

Methodological Path 
[n° Ref ES] 

This methodological manual should be considered as a general guide, the specific steps that 
will be undertaken in the assessment of a specific clinical intervention will depend, among 
other things, on the research question and the scientific evidence available.  The following 
methodological path was extracted from the chapter  6 "General Methodological aspects", 
which outlines, as a methodological tool, the SYSTEMATIC LITERATURE SEARCH.  The path 
consists of the following elements: 
LITERATURE SEARCH 
- General principles of the topic-related literature searches [11] 
- Search procedure for primary publications 
- Other data sources for literature searches 
- Selection of relevant studies 
- Documentation and literature monitoring  
- Consideration of legal aspects of data protection/confidentiality 
QUALITY assessment of INDIVIDUAL STUDIES 
- Relationship between study type and research question 
- Ranking of different study types/evidence levels 
- Aspects of the assessment of bias potential of results [1] 
- Interpretation of sub-groups analyses 
- Assessment of prognostic studies [1] 
- Assessment of the consistency of published data  
Consideration of SECONDARY LITERATURE 
- Classification of Systematic Reviews [1] 
- Benefits assessment on the basis of systematic reviews and HTA reports 
- Consideration of published meta-analysis [1] 
Specific STATISTICAL ISSUES 
- Description of effects and risks 
- Evaluation of statistical significance 
- Evaluation of clinical relevance [1] 
- Demonstration of a difference 
- Demonstration of equivalence [1] 
- Adjustment principles and multi-factorial methods  
- Meta-analyses [6] 
- Handling of unpublished or partially published data 
- Description of types of bias [2] 
QUALITATIVE METHODS 
- Qualitative Studies [2] 
- Consultation techniques  

                                                            
38 The acronym PICO stands for: Population (P), Intervention (I), Comparator (C) and Outcomes (O). 
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ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
Country United Kingdom 
Bibliographical ref of 
empirical studies (Ref 
ES) 

83 

Methodological Path 
[n° Ref ES] 

In relation to the Effectiveness domain, the method outlined in the manual is the 
SYSTEMATIC REVIEW (SR).  
The systematic review is planned in the review protocol [6], which defines the content of 
the SR. The review protocol describes in details: the Background, the review question 
(PICOS39), the review objectives (consistent with the review question) and the 
inclusion/exclusion criteria. While, search strategy, study selection, data extraction, quality 
assessment, data synthesis and dissemination are briefly outlined.  
IDENTIFYING RESEARCH EVIDENCE  
- Minimizing publication and language biases [2]   
- Searching electronic databases  
- Searching other sources [2]   
- Constructing the search strategy for electronic databases  
- Documenting the search 
STUDY SELECTION  
- Process for studies selection [2]   

o Masking/Blindness [1]   
o Dealing with the lack of information  
o Dealing with the duplicates [2]   

DATA EXTRACTION  
- Design  
- Content  
- Software 
- Piloting data extraction  
- Process of data extraction [3]   
QUALITY ASSESSMENT 
- Defining quality:  

o Appropriateness of study design  
o Risk of bias [8]   
o Other aspects of study quality (choice of outcome measure, statistical issues, 

quality of reporting [6], quality of the intervention [2], generalisability [1]) 
- Impact of study quality on estimates of effect [4] 
- The process of quality assessment in systematic reviews:  

o Tools for assessing quality [6] 
o Checklist by type of study design [4] 

DATA SYNTHESIS 
- Narrative synthesis [4] 
- Quantitative synthesis of comparative studies [37]  

 
 
ID 21 
Title Medical Services advisory Committee. Funding for new medical technologies and procedures: 

application and assessment guidelines. August 2005.  
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 

4 

                                                            
39 The acronym PICOS stands for: Popolation (P), Intervention (I), Comparator (C), Outcomes (O) and Study design (S). 
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ES) 
Methodological Path 
[n° Ref ES] 

As regards the Effectiveness domain the methodological tool outlined in the manual is the 
LITERATURE SEARCH (less in-depth and extensive than a systematic review). 
- Defining the review question 
- Selecting the database to be explored [1] 
- Defining the search terms, time horizon, search strategy  
-  (possible) Carrying out a systematic check of the bibliography of the included studies, 
contacting the researchers, contacting the relevant manufacturers  
- Assessment of the Studies (level, quality and strength of the evidence) [4] 
a) Checklist by the National Health and Medical Research Council [NHMRC, 1999] 
b) RCTs (criteria are listed), NRCTs (issues to be considered are listed), Systematic reviews e 
meta-analyses (criteria are provided) 
c) Classification scale of the studies; outcome measures (continuous or dichotomous); p-
value. 
- Relevance of the evidence: a classification scheme of the relevance of the studies  
- Synthesis of the evidence: Meta-analyses (if possible) or systematic reviews  

  
ID 22 
TITLE Medical Services advisory Committee. Guidelines for the assessment of diagnostic 

technologies. August 2005 
AGENCY MSAC 
COUNTRY Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

24 

METHODOLOGICAL 
PATH 
[n° Ref ES] 

MSAC’s assessments of diagnostic tests are based on a SYSTEMATIC REVIEW of the best 
available evidence about the new test (index test) compared to existing diagnostic tests for 
the same clinical indication [3]. The main elements of this methodological tool are:  
Developing a review PROTOCOL 
- Providing background information 
- Formulating research question and search strategy (according to PPICO40) 
- Identifying the evidence 
- Appraising the evidence 
- Data extraction 
- Data synthesis 
Identifying the EVIDECE [3] 
- Data sources 
- Search terms and strategy [2] 
- Finding evidence on adverse events [1] 
- Selection criteria 
- The quorum statement 
APPRAISING STUDIES of diagnostic tests [8]  
- Appraising studies that evaluate the impact of the index test on outcomes [1] 
- Appraising studies when a linked evidence approach is used [1] 
ANALYSING the DATA  
- Measuring diagnostic test accuracy [1] 
- Data extraction 
- Describing the characteristics and results of individual studies 
- Identifying and interpreting heterogeneity between studies [2] 
- Identifying a test threshold effect 
- Statistical methods for pooling data [2] 

 
ID 26 

                                                            
40 The acronym PPICO stands for: Population (P), prior tests (P), performed to further define the tested population and 
spectrum of disease, Intervention (I) - the new test, Comparator (C) – the existing test and Outcomes (O). [Richardson 
et al 1995] [Boussuyt et al 2003]   
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Title IHE Report: HTA on the net: A guide to Internet Sources of Information - Eleventh Edition 
September 2009  

Agency IHE 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

This manual does not define a methodological path, but contains several lists of sites to 
search to conduct comprehensive research for the production of an HTA report. 

 

“DIAGNOSTIC ACCURACY”  

ID 2 
Title VATAP. Report No. 1 Assessing Diagnostic Technologies. 1996 
Agency VATAP 
Country USA 
Bibliographical ref of 
empirical studies (Ref 
ES) 

7 

Methodological Path 
[n° Ref ES] 

This document is a guide to conduct primary studies to evaluate the accuracy of diagnostic 
tests [4]:  
- Description of the essential elements for conducting studies potentially free of bias that 
provide indications on the usefulness of the test [1].    
 
Methodological tool: SYSTEMATIC REVIEW 
The review of the published literature is based on 3 analytical tools:  
- Assessment of Quality of individual studies of diagnostic accuracy. Evidence Based 
Medicine (EBM) Criteria for diagnostic tests are applied to individual studies cited in reports 
of HTA [2];  
- Assessment of the diagnostic efficacy level of the study. The point of a systematic review is 
to examine the final value or benefit derived from any particular diagnostic test using a 
hierarchical model to assess the efficacy of diagnostic tests [1];  
- Classification of the available evidence based on the degree to which support a causal link 
between the use of technology and improved health outcomes and classification of the 
evidence collected with a comprehensive literature search according to the methodological 
rigor [1]. 
Steps to follow (REVIEW PROTOCOL):  
1) To conduct the searches in MEDLINE and other databases, retrieving full texts articles 
that meet inclusion criteria.  
2) To apply inclusion criteria to the bibliographies of retrieved articles, and retrieve 
additional articles.  
3) To review the articles (full text) and assign to level of Fryback and Thornbury (1991) 
diagnostic efficacy hierarchical model.  
4) To assign to technical efficiency level of Fryback and Thornbury (1991) diagnostic efficacy 
hierarchical model.  
5) To assign to diagnostic accuracy efficacy level. 
6) To assign to diagnostic thinking efficacy level if it meets EBM criteria for evaluations of 
diagnostic tests.  
7) To further refine judgment of methodological quality, grade diagnostic accuracy or 
thinking efficacy studies. 

 
ID 17 
Title IQWiG, Institute for Quality and Efficiency in Health Care. General Method. 

Version 3.0 of 27.05.2008 
Agency IQWiG 
Country Germany 
Bibliographical ref of 
empirical studies (Ref 

2 specific references (referring to 27 reported in Effectiveness domain section) 
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ES) 
Methodological Path 
[n° Ref ES] 

As regards Diagnostic accuracy domain, the methodological tool outlined is the SYSTEMATIC 
LITERATURE SEARCH reported in the Effectiveness domain section, to which it refers. 

 
ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
Country United Kingdom 
Bibliographical ref of 
empirical studies (Ref 
ES) 

37 

Methodological Path 
[n° Ref ES] 

In relation to the Diagnostic Accuracy domain, the method described in the manual is the 
SYSTEMATIC REVIEW (SR). The main elements of the methodological path are the same 
reported in the Effectiveness domain section; however, when assessing this domain, some 
differences in this approach and its specific elements should be considered [4]. In particular, 
as regards:  
Defining the REVIEW QUESTION 
- Population [3] 
- Intervention (index test) 
- Reference standard - comparator [3] 
- Outcome measures [1] 
- Study design [5] 
IDENTIFYING RESEARCH EVIDENCE  
- Sources [1] 
- Database searching [2] 
PUBLICATION BIAS [2] 
DATA EXTRACTION [2] 
QUALITY ASSESSMENT [12] 
DATA SYNTHESIS 
- Assessment of statistical heterogeneity [2] 
- Meta-analysis [5] 
- Software  

 
ID 21 
Title Medical Services advisory Committee. Funding for new medical technologies and procedures: 

application and assessment guidelines. September 2005.  
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

1 specific reference (referring to 4 reported in Effectiveness domain section) 

Methodological Path 
[n° Ref ES] 

As regards the Diagnostic accuracy domain, the manual refers to MSAC manual titled  
“Guidelines for the assessment of diagnostic technologies. August 2005” (ID 22). In 
particular, concerning the LITERATURE SEARCH, this manual points out that: 
- The method for assessing the effectiveness domain is used (with search words related to 
the diagnostic test) 
- Data extraction by a standardized form  
- Studies assessment (appraising the level of evidence, the study quality and applicability of 
results)  
a) Checklist by the National Health and Medical Research Council [NHMRC, 2005] + 5 cited 
criteria  
b ) Appraisal form of the diagnostic tests41; QUADAS [Whiting P et al, 2003] [1] 
c ) Two issues to consider 

 

                                                            
41 The manual refers to “The Diagnostic Test Appraisal Form” by Bossuyt et al (2003). 
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“PROGNOSTIC VALUE”  

ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
Country United Kingdom 
Bibliographical ref of 
empirical studies (Ref 
ES) 

21 

Methodological Path 
[n° Ref ES] 

In relation to the Prognostic value domain, the method described in the manual is the 
SYSTEMATIC REVIEW (SR) [3]. The main elements of the methodological path are the same 
reported in the Effectiveness domain section; however, when assessing this domain, some 
differences in this approach and its specific elements should be considered. In particular, as 
regards:  
Defining the REVIEW QUESTION: setting inclusion criteria 
- Population/study design 
- Intervention [1] 
Defining the REVIEW QUESTION: other considerations 
- Publication Bias and sample size [2] 
- Cutpoints [2] 
- IPD (individual patient data) versus summary data [2] 
IDENTIFIYING REASEARCH EVIDENCE [2] 
DATA EXTRACTION [1] 
QUALITY ASSESSMENT [2] 
- Generic criteria 
- Context-specific criteria [1] 
- Implementing quality assessment [1] 
- Quality of reporting [1] 
DATA SYNTHESIS 
- Outcome measures [6] 
- Adjustment for other variables [1] 
- Sensitivity analyses 

 

“SAFETY (TECHNICAL FEATURES)”  

ID 3* 
Title VATAP. Health Care Technology Assessment in VA - Primer. 1996 
Agency VATAP 
Country USA 
Bibliographical ref of 
empirical studies (Ref 
ES) 

(referring to 5 references reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

Introductory teaching manual on HTA; it does not define a methodological path. 

* The Performance Characteristics domain examined in this document was assimilated to Safety domain. 
 
ID 11** 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country Denmark 
Bibliographical ref of 
empirical studies (Ref 
ES) 

None specific reference (referring to 10 references reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Technology (Safety) domain is the same 
outlined  for the Effectiveness domain. Additional elements should be taken into account in 
an HTA, when assessing this domain:  
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- Qualitative and Quantitative description of the clinical problem, in terms of:  
number of patients affected by the technology, number of patients who can benefit from the 
technology, actual burden of disease (mortality, years of life lost, etc.), economic importance 
of the clinical problem;  
- Description and definition of technology in terms of:  
technical properties, type, purpose and field of application, maturity and diffusion and 
comparators;  
SYSTEMATIC REVIEW of LITERATURE (as described above and in the Cochrane Handbook 
[Higgins JPT et al, 2005])  
Specific part  
Specific sources of information: information and data collected from primary sources 
(databases and registers) or conducting a clinical trial as part of the HTA. When data from 
registers and clinical databases are used, it must always be stated: the ways of collection 
and coding, inclusion/exclusion criteria, and data must be assessed (in terms of quality and 
representativeness).  
Risk and Safety issues (both the patient and the staff): defining these aspects in terms of:  
safety requirements for the application of the technology, identifying risks and hazardous 
effects, assessing the importance (frequency and seriousness) and analysis of the risks and 
harmful effects, preventive measures, in comparison with alternative technologies. 

** The Technology domain examined in this document was assimilated to Safety domain. 
 
ID 17 
Title IQWiG, Institute for Quality and Efficiency in Health Care. General Method. 

Version 3.0 of 27.05.2008 
Agency IQWiG 
Country  Germany 
Bibliographical ref of 
empirical studies (Ref 
ES) 

6 specific references (referring to 27 reported in Effectiveness domain section) 

Methodological Path 
[n° Ref ES] 

As regards Safety domain, the methodological tool outlined is the SYSTEMATIC LITERATURE 
SEARCH reported in the Effectiveness domain section, to which it refers. 

 
ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
Country United Kingdom 
Bibliographical ref of 
empirical studies (Ref 
ES) 

34 

Methodological Path 
[n° Ref ES] 

In relation to the Safety domain, the basic principle for conducting a SYSTEMATIC REVIEW 
(SR) [3], described in the Effectiveness domain section, also apply to the review of adverse 
effects. However some differences in this approach and its specific elements, concerning the 
safety evaluation and tolerability of an intervention, should be considered. In particular, as 
regards:  
Defining the REVIEW QUESTION 
- Population 
- Intervention  
- Comparator 
- Outcomes [1] 
- Study design [4] 
IDENTIFIYING adverse effects EVIDENCE 
- Search strategy [3] 
- Potentially useful sources [6] 
DATA EXTRACTION [1] 
QUALITY ASSESSMENT [2] 
- Quality assessment criteria [10] 
- The quality of the reporting of adverse effects in primary studies [5] 
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- Generalisability [1] 
DATA SYNTHESIS 
- Consideration of potential sources of heterogeneity [1] 
- Methods of data synthesis [5]  

 
ID 21 
Title Medical Services advisory Committee. Funding for new medical technologies and procedures: 

application and assessment guidelines. September 2005.  
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

None specific reference (referring to 4 reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Safety domain is the same outlined  for the 
Effectiveness domain, to which it refers. Additional specific elements should be taken into 
account in Safety domain assessment.  
Specific part – the search could be integrated from: 
- Unpublished studies, reasons for subjects discounting in a trial or switching to an 
alternative treatment, reviews by regulatory authority, reports from expert advisory groups 
and safety warnings 
- Synthesis of data  (balance sheet summary of "expected benefits" and  "expected harms") 

 
ID 22 
Title Medical Services advisory Committee. Guidelines for the assessment of diagnostic 

technologies. August 2005 
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

24 references reported in Effectiveness domain section of which 1 specific reference 

Methodological Path 
[n° Ref ES] 

As regards  Safety domain, the methodological tool outlined is the SYSTEMATIC REVIEW 
described in the Effectiveness domain section, to which it refers.  

 
ID 26 
Title IHE Report: HTA on the net: A guide to Internet Sources of Information - Eleventh Edition 

September 2009  
Agency IHE 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

This manual does not define a methodological path, but contains several lists of sites to 
search to conduct comprehensive research for the production of an HTA report. 

 

“ORGANISATIONAL DOMAIN”  

ID 11 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country Denmark 
Bibliographical ref of 
empirical studies (Ref 
ES) 

None specific reference (referring to 10 reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Organisational domain is the same outlined  
for the Effectiveness domain. Additional and specific elements should be taken into account 
in an HTA, when assessing this domain:  
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ORGANISATIONAL ANALYSIS42 
- Preliminary description of the organisation in terms of: 
organisational history, institutionalising and culture, internal structures and processes 
(formal and informal), the surrounding of the organisation (composed by technical elements 
and institutional elements). 
- Identification and selection of the key variables for the organisational analysis (through the 
modified model of Leavitt [Leavitt, 1965]) in terms of: 
structure (formal and informal), task (unambiguous, routine), people (persons employed in 
the organisation), technology (hardware and software), surroundings (stakeholder groups).   
- To define and to analyze the dimensions to appraise the organisational impact of the new 
technology, in terms of:   
process - work flow; staff, training and resources; interaction and communication;   
structure - centralisation/decentralisation; economy;   
cultures - views and standards among staff and patients. 
POLITICAL-ADMINISTRATIVE ANALYSIS43 
- Analysis of management problems and options associated with the given technology, in 
terms of:   
management of resources, coordination, establishment of objectives, monitoring and control, 
evaluation of the activity and the results, sanctioning;   
- Analysis of the alternative management tools and their importance for the given 
technology, in terms of:   
resources control, transparency and administratively manageable solution, political 
acceptance/legitimacy by the general public, equality (consumption and access) and 
fairness, coordination and interaction, attracting and retaining staff - human resources 
development, management competences, robustness, freedom of choice - flexibility for 
patients, planning capability.   
SYSTEMATIC REVIEW of the LITERATURE (Specific part):  
- To appraise the generalisability of the literature review results and conclusion for the 
context in question.   
Sources of additional information: looking at grey literature and bibliographical references in 
the discovered literature. The literature included in the organisational analysis has to be 
carefully assessed (results and conclusions should be produced in systematic and 
transparent way) 

 
ID 13 
Title Cleemput I, Van Den Bruel A, Kohn L, Vlayen J, Vinck I, Thiry N, et al. Search for Evidence & 

Critical Appraisal: Health Technology Assessment (HTA). Brussels: Belgian Health Care 
Knowledge Centre (KCE); 2007. KCE Process notes (D2007/10.273/40) 

Agency KCE 
Country Belgium 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none44 

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Organisational and legal aspects domain is 
the same outlined  for the Effectiveness domain. Specific information sources should be 
consulted, when assessing this domain, apart from the literature databases described for the 
Effectiveness assessment.  
To address organisational and legal issues, it is often useful to study the organisation and 

                                                            
42 Organisational analysis is typically focused more closely on the organizational conditions and change processes 
attached to the actual production of care services.  

43 Administrative analysis looks at the structures for decision making and coordination across levels and the managerial 
tools used to carry out political decisions, to ensure and control the operation of the health care system. 

44 In the text there are several references indicating the author and year of publication, however the bibliography of the 
document lacks the complete bibliographic reference. The only exception is a checklist to assess the economic evaluation 
studies cited in the Methodological Path field reported in the Economic domain section. 
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legislation with respect to the technology in other countries, so: 
- Legal aspects: legislative European databases. 
- Organisational aspects: grey literature. 

 

“ETHICAL-SOCIAL DOMAIN”  

ID 3* 
Title VATAP. Health Care Technology Assessment in VA - Primer. 1996 
Agency VATAP 
Country USA 
Bibliographical ref of 
empirical studies (Ref 
ES) 

(referring to 5 reported in Effectiveness domain section) 

Methodological Path 
[n° Ref ES] 

Introductory teaching manual on HTA; it does not define a methodological path. 

*The Social, legal, ethical and political impact domain examined in this document was assimilated to Ethical-Social 
domain. 
 
ID 11** 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country Denmark 
Bibliographical ref of 
empirical studies (Ref 
ES) 

1 specific reference (referring to 10 reported in Effectiveness domain section 

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Patient (Social) domain is the same 
outlined  for the Effectiveness domain. Additional and specific elements should be taken into 
account in an HTA, when assessing this domain:  
- Consideration of the remarkable aspects for the patient*** in terms of:   
knowledge and experiences of a given technology; preferences, needs and expectations of 
the technology; visions and requirements concerning the technology, economic aspects and 
organisation; influence of the customs, attitudes and traditions on patients’ preferences and 
experiences; importance of the technology for patient everyday life; opportunity and limits of 
the self-care and the empowerment of the patient.   
- To define the perspective of analysis:   
single individual, individuals' group, society. 
PRELIMINARY LITERATURE SEARCH for a clear definition of the search  question  
SYSTEMATIC REVIEW of the LITERATURE (Specific part):   
- Aspects related to the patient can be individualized through quantitative tools 
(questionnaires-based investigations or survey) or qualitative studies (studies of patients’ 
experiences, their everyday lives, and the history of their suffering and illness, etc.).   
- Specific sources: humanistic databases.    
Synthesis of the QUALITATIVE SEARCH (as described for the evaluation of the Effectiveness 
domain)    
- The quality experimented by the patient (quality of diagnosis, treatment and treatment), 
asks for the employment of tools of evaluation of the technical aspects, interpersonal 
aspects (including communication and information) and organisational aspects.   

**The Patient (Social) domain examined in this document was assimilated to Ethical-Social domain.  
***A patient is a citizen within a state and civil society, a user, customer and consumer in a market-based society and 
an individual who may need care and support. 
 
ID 11* 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country Denmark 
Bibliographical ref of None reference 
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empirical studies (Ref 
ES) 
Methodological Path 
[n° Ref ES] 

This manual provides a description of what an ethical analysis may look like within the frame 
work o fan HTA; that is: 
- Planning of the assessment: ethical issue may be defined so broadly that it does not only 
concern the use of the assessed technology but also the assessment as such; 
- Initial delimitation of ethics: through the identification of ethically relevant characteristics 
(“Ethically relevant” does not imply an assessment; it is neither positive nor negative); 
- Presentation of the ethical problems: explanation of the ethical problems attached to such 
characteristics.; 
- Ethical assessment: discussion of ethical aspects. It is based on 4 principles (Autonomy, 
Non-maleficence, Beneficence, Justice); two important procedures are adopted when 
referring to the above principles  (Specification and Balancing) [Beauchamp TL et al, 2001]. 

*This part is focused only on Ethical aspects, so it was analysed apart. 
 
ID 13 
Title Cleemput I, Van Den Bruel A, Kohn L, Vlayen J, Vinck I, Thiry N, et al. Search for Evidence & 

Critical Appraisal: Health Technology Assessment (HTA). Brussels: Belgian Health Care 
Knowledge Centre (KCE); 2007. KCE Process notes (D2007/10.273/40) 

Agency KCE 
Country Belgium 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none45 

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Ethical and Patient (Social) issues domain 
is the same outlined  for the Effectiveness domain. Additional and specific elements should 
be taken into account in an HTA, when assessing this domain:  
- Patient level: 
Patients’ difficulties, expectations and initiatives (information sources: patient associations or 
meetings with patients representatives, patients’ interviews – separately or by focus group); 
Implications on Quality of Life and well-being (information sources: patient associations, 
grey literature, internet search – discussions forum); 
Economic implications for the patient (information sources: literature, internet, interviewing 
patients – separately or by focus group); 
Ethical issues (information sources: literature, roundtables with ethicists). 
- Societal level 
information sources: literature review, internet search, interviews o focus group, roundtables 
with ethicists, sociologists and or economists. 

 

“ECONOMIC DOMAIN”  

ID 1 
Title A Guidance Document for the Costing Process  Version 1.0. [1996] 
Agency CADHT (ex CCOHTA) 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

2 

Methodological Path 
[n° Ref ES] 

SECTION 1: General guidance for the costing process. 
1. IDENTIFICATION – consists of identifying the resources that are consumed: 

− Developing a decision tree for the intervention considered compared to comparator 
intervention (all downstream events should be considered);  

− Enumerating all events involved and resources used;  

                                                            
45 In the text there are several references indicating the author and year of publication, however the bibliography of the 
document lacks the complete bibliographic reference. The only exception is a checklist to assess the economic evaluation 
studies cited in the Methodological Path field reported in the Economic domain section. 
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− Choosing the perspective and level of detail and precision of the analysis. 
2. MEASUREMENT – consists of determining the quantities of resources required for each 
intervention. 
3. COST VALUATION – Consists of assigning a price to the resources used. In particular, it is 
outlined that: 

− the price of the resource should approximate its opportunity cost; 
− the price of each resource must (as much as possible) capture the cost of the 

intervention examined that is of concern to the stated audience (perspective) and 
also reflect the cost for the relevant patient/population groups in the relevant 
intervention settings;  

− costs that are collected on a routine basis from various institutions are preferable 
to costs that are collected for a specific purpose from specific institutions;  

− using no- Canadian costs data should be justified through the conduct of a 
separate costing study, or through a validation process such as a Delphi panel. 

SEZCTION 2: Practical guidance to estimate costs. For each category of resources (goods 
and services) the options for estimating costs are presented. The costing "Options" for each 
category are presented, in addition to the "Guidance" as to when each option can be used, 
and Canadian "Sources of Information”. 
Note: Although non-health care costs can be included in health economics studies, this 
document deals specifically with the costing of health care services. 

 
ID 3 
Title Health Care Technology Assessment in VA - Primer. [1996] 
Agency VATAP 
Country USA 
Bibliographical ref of 
empirical studies (Ref 
ES) 

(referring to 5 reported in Effectiveness domain section) 

Methodological Path 
[n° Ref ES] 

Introductory teaching manual on HTA; it does not define a methodological path. 

 
ID 4 
Title Canadian Coordinating Office for Health Technology Assessment. Guidelines for economic 

evaluation of pharmaceuticals: Canada. 2nd ed. Ottawa: Canadian Coordinating office for 
Health Technology Assessment (CCOHTA); [1997] 

Agency CADHT (ex CCOHTA) 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

93 

Methodological Path 
[n° Ref ES] 

This manual outlines a methodological process for pharmaco-economics analyses and 
ECONOMIC EVALUATIONS (“Methods” section). The main elements are: 
RESEARCH DESIGN 

− Costs/Outcomes analysis (Incremental and Total) [2] 
− Analytic techniques [2] 
− Identification of target population/sub-groups analyses [3] 
− Identification of comparator [1] 
− Choice of perspective of the analysis 
− Choice of analytic horizon 
− Definition of assumptions (justifying them)  

MEASURING OUTCOMES 
− Identification of the outcomes (efficacy versus effectiveness) [17] 
− Health Related Quality of Life (HRQOL) as an outcome [3] 
− Outcomes for Cost-utility analysis (CUA) [27] 
− Outcomes for Cost-benefit analysis (CBA) [14] 
− Sources of preferences [2] 
− Equity [9] 
− Discounting future outcomes [9] 
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MEASURING COSTS 
− Cost identification [5] 
− Cost measurement 
− Cost valuation (unit prices)  
− Discounting future costs [3] 

DEALING WITH UNCERTAINTY 
Sensitivity analysis (deterministic approaches/probabilistic approaches) [15] 

 
ID 7 
Title Guidelines for Authors of CADTH Health Technology Assessment Reports. 

June 2001 - Revised May 2003 
Agency CADTH 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

This manual outlines a methodological tool of ECONOMIC ANALYSES. The main elements 
are: 
REVIEW of ECONOMIC STUDIES 

− Literature search 
− Selection criteria and method 
− Data extraction strategy 
− Strategy for quality assessment 
− Data analysis methods 

PRIMARY ECONOMIC EVALUATION (MODELLING) 
− Population/patient group and care setting 
− Comparator(s) 
− Analytic techniques 
− Analytical approach  
− Perspective 
− Time horizon 
− Health outcomes: identification, measurement and valuation 
− Methods used to assess health-related quality of life (if applicable) 
− Costs: identification, measurement and valuation of resource use 
− Discounting 
− Handling uncertainty 
− Sub-group analysis 

BUDGET IMPACT ANALYSIS 
− Perspective chosen 
− Identify the current pattern of care and resource use, including all relevant 

comparators  
− Estimate the total incremental expenditure 

 
ID 8 
Title Guidelines for economic evaluation of health technologies: Canada  

[3ed Edition]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2006 
Agency CADHT 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

32 

Methodological Path 
[n° Ref ES] 

This manual outlines a methodological process for ECONOMIC EVALUATIONS. The main 
elements are: 

− Study Question  
− Types of Evaluations [6] 
− Target Population  
− Comparators  
− Perspective  
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− Effectiveness [1] 
− Time Horizon  
− Modelling [6] 
− Valuing Outcomes [4] 
− Resource Use and Costs [5] 

o Resources Identification  
o Resources Measurement  
o Resources Valuation  

− Discounting [2] 
− Variability and Uncertainty [4] 
− Equity [1] 
− Generalizability [3] 
− APPENDIX 2 – Review of Existing Economic Evidence [2] 

 
ID 9 
Title Guidelines for pharmacoeconomic research, updated version. 2006. 
Agency CVZ 
Country The Netherlands 
Bibliographical ref of 
empirical studies (Ref 
ES) 

13 

Methodological Path 
[n° Ref ES] 

The methodological approach outlines in this manual to assess the Economic domain is 
ECONOMIC EVALUATION. The main elements are: 

− The PERSPECTIVE of the evaluation: Social  
− Choice of COMPARATIVE treatment:  
 standard treatment, or if that does not exist,  
 the usual treatment  

− ANALYTICAL TECHNIQUE: 
 Cost-Utility Analysis (CUA) o 
 Cost-Effectiveness Analysis (CEA) o  
 Cost-Minimisation Analysis (CMA) 

− TIME HORIZON: evaluation must be such that it enables valid and reliable 
statements to be made regarding the effects and costs of the treatments being 
compared. 

− COSTS  
 Identification 
 Measurement 
 Evaluation [1] 

− Assessing quality of life and Quality Adjusted Life Years (QALYs) [3]: 
 Empirical studies: value health states through systems such as EQ-5D HUI 2/3 

(based on questionnaires submitted by patients); 
 Modelling:   
a) value health states in the model by taking a representative sample survey from 
the population with one of the known assessment methods (standard gamble, time 
trade-off, visual analogue scale); 
b) value health states by adopting utilities from published studies. 

− MODELLING [3]: 
 Model structure: it must include all the most important processes; 
 Model parameter: empirical data (from published studies) or, if no empirical 

data are available, via an expert panel.  
− INCREMENTAL ANALYSIS: incremental values of effects and costs of the treatments 

to be compared  
− DISCOUNTING future effects and costs [3]: 
 4% (first year)  
 1,5% (future effects) 

− UNCERTAINTY analysis [2]: 
 Univariate sensitivity analyses and/or  
 Probabilistic sensitivity analyses 



122 

− Use of EXPERT PANEL [1]: if there is a lack of research data 
 
ID 11 
Title Kristensen FB & Sigmund H (ed.) Health Technology Assessment Handbook Copenhagen: 

Danish Centre for Health Technology Assessment, National Board of Health, 2007 
Agency DACEHTA 
Country  Denmark 
Bibliographical ref of 
empirical studies (Ref 
ES) 

6 specific references (referring to 10 reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

The methodological approach outlines in this manual to assess the Economic domain is 
SYSTEMATIC REVIEW of economic evidence. Although this methodological approach is 
already described in the Effectiveness section (to which it refers), the following specific 
elements should be taken into account when assessing this domain:  literature search in 
specific databases, assessment of the literature through specific checklist, incorporating data 
synthesis in summary table).  
Specific part: 
- Choosing the perspective of analysis – it should be the societal perspective; 
- COSTS [1]: 

o Identification of re source consumption;  
o Measurement of re source consumption; 
o Valuation of resource consumption. 

- HEALTH GAINS [2]: 
o Outcomes measures in natural units (information sources: medical literature or 

clinical study); 
o Quality adjusted life years (QALYs) (utility measuring instruments: EQ-5D or 

15D); 
o Outcomes measures in monetary units  (methods: willingness to pay). 

- TIME HORIZON  
- DISCOUNTING 
- MODELLING of economic analysis [1]: 

o Model structure – Decision trees and Markov models. 
- INCREMENTAL COST EFFECTIVENESS RATIO (ICER) 
- Handling of UNCERTAINTY in economic analyses [2] 

 

ID 12 
Title Methodological Guidelines for Appraisals on health technology assessment for the Ministry of 

Health of Brazil [2007] 
Agency DECIT-CGATS 
Country Brazil 
Bibliographical ref of 
empirical studies (Ref 
ES) 

None specific reference (referring to 2 reported in Effectiveness domain section)   

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Economic domain is the LITERATURE 
SEARCH (that is less extensive or in-depth than a systematic review), outlined  for the 
Effectiveness domain (to which it refers). In addition the technology’s COST ANALYSIS 
approach (less in-depth and systematic than an economic evaluation) and its financial 
impact are used to assess this domain: the main elements are: 
- Description: epidemiological, demographic and social aspects of the technology being 
assessed and the alternative technologies  
- Search for evidence  
- Criteria for inclusion/exclusion of studies 
- Evaluation of the quality of evidence [1] 
- Presentation of economic evaluation studies’ results 
- Interpretation of results (specifying the statistical tools used) [1] 
- Recommendations 
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ID 13 
Title Cleemput I, Van Den Bruel A, Kohn L, Vlayen J, Vinck I, Thiry N, et al. Search for Evidence & 

Critical Appraisal: Health Technology Assessment (HTA). Brussels: Belgian Health Care 
Knowledge Centre (KCE); 2007.  

Agency KCE 
Country Belgium 
Bibliographical ref of 
empirical studies (Ref 
ES) 

1 

Methodological Path 
[n° Ref ES] 

Methodological approach to the LITERATURE SEARCH for HTA. 
As regards the Effectiveness and Economic domains, it provides the methodological tools 
used by the agency to perform the following steps: 
- Formulating the research question and developing the protocol 
- Locating studies 
- Selecting studies 
- Critical appraisal of the evidence 
- Data extraction, tables of evidence and levels of evidence (GRADE, for clinical evidence) 
[Guyatt G et al, 2006] 
- Analysing and interpreting results 

 
ID 18 
Title Jacobs P, Yim R. Using Canadian administrative databases to derive economic data for 

health technology assessments. Ottawa: Canadian Agency for Drugs and Technologies in 
Health; [2009] 

Agency CADHT 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

This manual does not define a methodological path; it describes a tool  to summarize the 
economic data in Canadian administrative databases and to show how an analyst can use 
this information in HTAs. Since data recorded in the administrative databases are context 
dependent, the generalisability is very difficult.  

 
ID 19 
Title CRD’s guidance for undertaking reviews in health care. [2009] 
Agency CRD 
Country United Kingdom 
Bibliographical ref of 
empirical studies (Ref 
ES) 

12 

Methodological Path 
[n° Ref ES] 

As regards the Economic domain, the methodological approach outlined in the manual is the 
SYSTEMATIC REVIEW (RS) of economic evaluations [3]; in addition to the general principles 
reported in the Effectiveness domain section, when assessing economic domain, specific 
elements have to be considered. In particular, as regards: 
REVIEW QUESTION 
INCLUSION CRITERIA 
IDENTIFYING ECONOMIC EVALUATIONS 
DATA EXTRACTION 
QUALITY ASSESSMENT 

− Methods of deriving effectiveness data 
− Cost analysis [2] 
− Measurement and valuation of health benefits (utilities) [1] 
− Methods of synthesising costs and effects 
− Analysis of uncertainty [3] 
− Generalisability of the results [1] 
− Use of checklist to assess the quality of economic evaluations 
− Quality scoring systems [1] 
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DATA SYNTHESIS [1] 
 
ID 20 
Title General Methods for the Assessment of the Relation of Benefits to Costs. 

Version 1.0 of 19.11.2009 
Agency IQWiG 
Country Germany 
Bibliographical ref of 
empirical studies (Ref 
ES) 

29 

Methodological Path 
[n° Ref ES] 

As regards the assessment of the Economic domain, the methodological tool outlined in this 
manual is the ECONOMIC EVALUATION. Concerning the benefits assessment this manual 
refers to the Chapter 3 of the manual titled “General Method. Version 3.0 of 27.05.2008” (ID 
17).  
Transferring BENEFIT into the health economic evaluation [7]: 

− Selection of comparators; 
− Relevant outcomes and therapy situations;  
− Input for determining the benefits axis in the health economic evaluation [8];  
− Representation of benefits in the benefit axis [2]. 

Estimation of COSTS [2]: 
− Identification of resource consumption 
− Measuring the quality of resource consumption  
− Evaluation of resources [1] 
− Cost factors 

MODELLING [3]: 
− Model development 
− Modelling techniques [6] 
− Handling uncertainty (sensitivity analyses) 

EFFICIENCY FRONTERY  
− Rationale 
− Time horizon 
− Discounting 
− Vertical axis 
− Horizontal axis 
− Plotting the efficiency frontier 

 
ID 21 
Title Funding for new medical technologies and procedures: application and assessment 

guidelines. September 2005. 
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

3 

Methodological Path 
[n° Ref ES] 

As regards the assessment of the Economic domain, the methodological tool outlined in this 
manual is the ECONOMIC EVALUATION [3], that can be Preliminary or Formal depending on 
the need of in-depth examination. 
PRELIMINARY ECONOMIC EVALUATION 

− Listing economic studies identified in the literature search concerning Effectiveness 
and Safety domains; 

− Assessing the quality and relevance of the studies; 
− Identifying and estimating the capital costs, direct treatment costs and indirect or 

societal costs; 
− Comparing the costs and effects of the proposed technology with the best 

alternative. 
FORMAL ECONOMIC EVALUTION [2] 
Premises:  evidence supports the effectiveness and safety of the proposed new service, and 
cost data suggest that it is likely to be utilized extensively and/or it is of very high cost . 
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Options: 
a) Cost-Effectiveness Analysis (CBA) or Cost-Utility Analysis (CUA) 
b) Economic model based on data from the available literature  
(approaches: Cost Minimization; Cost-Effectiveness; Cost-Utility; Cost-Benefit) 
STANDARD APPROACH ELEMNTS 

− Identify and justify the outcome of the compared technologies; 
− Determine the appropriate time horizon; 
− Extrapolate data from other sources ensuring that the extrapolations are plausible; 
− Identify the target population; 
− Identify the perspective of the study; 
− Estimate the costs involved for each alternative treatments in the time periods in 

which they are expected to occur; 
− Define the discounting; 
− Provide a cost per unit outcome for the proposed treatment and the alternative; 
− Provide the results of the economic evaluation as an incremental (marginal) ratio; 
− Conduct sensitivity analyses and scenarios analyses. 

 
ID 22 
Title Guidelines for the assessment of diagnostic technologies. August 2005 
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

None specific reference (referring to 24 reported in Effectiveness domain section)  

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Economic domain is the SYSTEMATIC 
REVIEW, outlined  for the Effectiveness domain, to which it refers, integrated with an ad hoc 
economic analysis.  
ECONOMIC EVALUATION 

− Perspective: health care system 
− Economic framework  (using decision analytical methods), that includes: 
 explicit definition of the diagnostic test options (index test and comparator/s), 

target population and prior tests under consideration for the economic 
evaluation  

 all patient-relevant consequences of the alternative diagnostic test options that 
will have implications on the health care system  

 timeframe for the inclusion of all the important costs and consequences 
 sensitivity analyses  

− Type of evaluation: 
a) simple costing – it is enough if the results of the simple costing clearly indicate 
that either the index test or comparator is ‘dominant’. 
b) economic model – if the results of the simple costing is unclear the formal 
economic evaluation should be undertaken according to the methodological path 
outlined in the manual titled “Funding for new medical technologies and 
procedures: application and assessment guidelines” (ID 21) from the same agency 

 
ID 23 
Title Medical Services advisory Committee. Economics Section of MSAC Guidelines. August 2008. 
Agency MSAC 
Country Australia 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

The methodological approach used to assess the Economic domain is the ECONOMIC 
EVALUATION. The main elements are: 
− Defining the population 
− Defining the setting in which the service will be used and its main comparator(s) 
− Justifying restrictions 
− Preparing a “clinical balance sheet": summary of all the differential effects 
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(effectiveness and safety) between the service under consideration and the 
comparator in the target population and setting and  the potential harms associated 
with each alternative 

−  Defining the risk profile associated with the proposed service compared with the main 
comparator(s) 

− Classifying effectiveness and safety of the proposed service on the basis of the 
differential effectiveness and safety of the service under consideration compared with 
the appropriate comparator(s) when used in the target population and setting   

− Selecting the type of evaluation to use  
− Literature search for economic evidence about the proposed service (inclusion and 

exclusion criteria - critical review of the included studies) 
− Structure of the economic evaluation (EE): 
  a) Simple EE (study based evaluation) 
  b) Complex EE (stepped) 

 perspective: social 
 comparator: clinical standard  
 Type of EE: CEA 
 source of evidence: systematic review 
 values of parameters: unbiased, plausible estimates 
 outcome: QALYs (if possible) 
 discounting rate: 5%  

− Input to economic evaluation 
  a) Defining resource variables:  

 Identifying resource variables 
 Measuring and quantifying resource variables 
 Valuing resource items 

  b) Defining outcome variables: 
 QALYs 
 Obtaining utility weights for inclusion in assessments of medical services 

[MAUIs (HUI2 - HUI3 - EQ5D - SF-6D), Rating scale - standard gamble, time 
trade off – Willingness To Pay, Quality of Life based on scenarios analyses, 
generic and disease-specific scales, Preference weights (‘utilities’) sourced from 
the literature] 

− Presenting the results of the economic evaluation (for each step) 
a) Disaggregated form 
b) Aggregated form 

− Sensitivity analyses 
 a) one-way sensitivity analyses 
 b) probabilistic sensitivity analyses 

FINANCIAL IMPLICATIONS 
 
ID  26 
Title HTA on the net: A guide to Internet Sources of Information - Eleventh Edition September 

2009 
Agency IHE 
Country Canada 
Bibliographical ref of 
empirical studies (Ref 
ES) 

none 

Methodological Path 
[n° Ref ES] 

This manual does not define a methodological path, but contains several lists of sites to 
search to conduct comprehensive research for the production of an HTA report. 

 

“OTHER” 

ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
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Country United Kingdom 
Domain Not Reported 
Bibliographical ref of 
empirical studies (Ref 
ES) 

21 

Methodological Path 
[n° Ref ES] 

As regards the Public Health interventions, in addition to the elements of SYSTEMATIC 
REVIEW, described in the Effectiveness domain section, specific issues should be considered 
[4], concerning: 
The REVIEW QUESTION, SCOPE and PLANNING [2] 
-  Formulating different types of question 
-  Considerations when applying PICOS 

o Population 
o Complex packages of interventions (and comparators)  
o Outcomes, surrogates for health and sustainability [2] 
o Context [1] 
o Study design to assess effects, processes and implementation [2] 

IDENTIFYING RESEARCH EVIDENCE 
-  Database searching  

o Exploring beyond health-related databases [1] 
o Dealing with poor terminology and indexing of studies [1] 

-  Acknowledging wider data sources and searching techniques 
-  managing document acquisition 
DATA EXTRACTION 
-  Incorporating diversity in the data extraction form [1] 
-  Dealing with inadequate information 
QUALITY ASSESSMENT 
-  addressing the quality of the intervention and implementation 

o Has the intervention been appropriately defined? [1] 
o Was the intervention delivered as planned? [4] 

DATA SYNTHESIS 
-  Developing an appropriate strategy [1] 
-  Handling heterogeneity [2] 
-  Applicability [3] 

 
ID 19 
Title Centre for Reviews and Dissemination. CRD’s guidance for undertaking reviews in health 

care. 2009 
Agency CRD 
Country United Kingdom 
Domain Not relevant 
Bibliographical ref of 
empirical studies (Ref 
ES) 

23 

Methodological Path 
[n° Ref ES] 

The methodological tool of QUALITATIVE RESEARCH is outlined: 
QUALITATIVE RESEARCH [1] 
-  Options for utilizing qualitative research [3] 
IDENTIFICATION OF QUALITATIVE STUDIES 
o Using bibliographic databases [5] 
o Other sources 
o Sampling methods 
ASSESSMENT OF QUALITATIVE RESEARCH [4] 
o How should quality be assessed? [7] 
o How should quality assessment be used? [2] 
o When should quality assessment be carried out? 
SYNTHESIS OF QUALITATIVE RESEARCH [4] 
Using QUALITATIVE FINDINGS to help EXPLAIN, INTERPRET and IMPLEMENT FINDINGS 
from EFFECTIVENESS REVIEW 
o Findings from one or more qualitative studies 
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o Findings from a synthesis of qualitative studies 
o Combining qualitative and quantitative syntheses 
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Appendix 15 – Quality appraisal of included HTA reports 

Preliminary Search Extraction - Assessment - Synthesis Context 

ID rationale method strategy datab
ases 

year 
range 

language 
restriction 

primary 
data 

other 
resources 

included 
studies 

excluded 
studies 

inclusion 
criteria 

exclusion 
criteria 

data 
extraction 

quality 
assessme

nt 

data 
synthesis results legal econ ethic soc stk 

1 YES YES YES YES YES NO NC YES NO NO NO NO YES YES YES YES NO NO NO NO NO 

2 YES YES YES YES YES YES YES YES YES NO NO NO NO NO NO NO NO YES NO NO YES 

3 YES YES YES YES YES YES YES YES NC NO YES YES YES YES YES YES NO NO NO NO NO 

4 YES YES YES YES YES NC YES YES NC YES YES YES YES YES YES YES NO NO NO NO NO 

7 YES YES YES YES P NO YES YES YES YES YES YES YES YES YES YES NO YES NO NO YES 

8 YES YES YES YES NO YES YES YES YES YES YES YES YES YES YES YES NO YES NO YES YES 

9 YES YES YES YES YES YES YES YES YES NO YES YES YES YES YES YES NO YES NO NO NO 

10 YES YES YES YES YES YES YES YES NO NO YES YES YES YES YES YES NO YES NO NC NO 

11 YES YES NC YES YES NO YES YES YES YES YES NO YES YES YES YES NO YES NO NO YES 

12 YES YES YES YES YES YES YES YES NO NO YES YES YES NC YES YES NO YES NO NO YES 

13 YES P YES YES YES YES YES YES YES YES YES YES YES YES YES NC NO YES NO NO YES 

14 YES P YES YES YES YES YES YES YES YES YES YES YES YES YES YES NO YES NO NO YES 

15 YES YES YES YES YES YES YES YES YES YES YES YES YES YES YES YES NO YES NO NC NC 

16 YES YES YES YES NO YES YES YES YES NO YES YES YES YES YES YES NO YES NO YES YES 

17 YES YES YES YES YES YES YES YES NO NO NO NO NC NC P P NO YES NO YES YES 

18 YES YES YES YES P P YES YES YES YES YES YES YES P YES YES NO YES YES YES YES 
 

Legend: “P” (Partly), “NC”(Not Clear), “econ” (economic), “ethic” (ethical), “soc” (social) and “stk” (stakeholders)
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Appendix 16 – Generic and specific methodological tools 
(HTA report) 46 

The line "References to empirical studies" shows the total number of empirical studies that support the general 
methodological tool, while the data below the line "Path methodology" [Ref No. SE] in orange, indicate the number of 
bibliographic references empirical studies in support of specific methodological tool. 
 
ID 1 
1° AUTHOR [year] Huynh [2008] 
TITLE Comparison of Efficacy, Effectiveness and Safety of Fibrinolysis and Primary Percutaneous 

Coronary Intervention (PPCI) for ST-segment Elevation Myocardial Infarction (STEMI) 
AGENCY - COUNTRY AETMIS - CANADA 
DOMAIN SAFETY/EFFECTIVENESS 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW 
Literature search: 
a) search sources: scientific databases, internet search, review of reference list of 
published articles, expert knowledge (RCTs). The same that above + web sites for 
registries, health care technology assessment web sites (Observational studies). 
b) limits: study design (RCTs, meta-analyses of RCTs, Observational studies) 
c) Time Horizon 
d) Search terms (appendix B) 
Inclusion criteria 
(only for RCTs and they are reported in appendix E) 
Study selection 
Definition and identification of biases 
Data abstraction 
- Extracted by two reviewer 
- Quality assessment: (RCT:s a component approach "per item"(41) (42) - appendix G; 
Observational studies: examination of internal validity - appendix J - and external validity 
- appendix K) [2] 
Contact with principal investigators (of included studies) 
Statistical methods (meta-analyses): 
- Rates: log relative risk scale model  (RCT) and log odd ratio scale model (Observational 
studies); [1]  
- Inference: 3 Markov Monte-Carlo chains; 
- Meta-analyses: Bayesian method (WinBugs); 
- Forest plots  
- Meta-regressions: linear mixed-effects model [2] 
Statistical methods (other statistical estimates and tests): 
Risk difference 

Numbers needed to treat 
 

ID 2 
1° AUTHOR [year] Lobè [2009] 
TITLE Comparative Analysis of Bedpan Processing Equipment 
AGENCY - COUNTRY AETMIS - CANADA 
DOMAIN EFFECTIVENESS/SAFETY/ORGANISATIONAL ISSUES/ECONOMIC ISSUE/CONTEXT 

ANALISYS 
METHODOLOGICAL PATH Literature search: 

a) Sources: scientific databases, review of reference list of published articles, grey 

                                                            
46 The acronym  “nr” stands for not reported, while “nc” not clear. 
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[n° Ref ES] literature (database, government publications, internet search, manufactures' web sites). 
b) Limits: languages 
c) Time Horizon 
d) Search terms (appendix A) 
Inclusion criteria 
(written in the text not in a specific section) 
Consultations with experts (to compensate for the lack of literature and obtain 
contextual information): 
Meetings and written questionnaire (for the absents): Brief descriptive analysis of 
interactions (context) held with infection prevention and control practitioners and sterile 
processing practitioners. Among the discussion points was the appraisal of current 
equipment or product in use regarding: safety, work organisation, costs, environmental 
issues. 

 

ID 3 
1° AUTHOR [year] Coeytaux [2010] 
TITLE ECG-based Signal Analysis Technologies 
AGENCY - COUNTRY AHRQ - USA 
DOMAIN DIAGNOSTIC ACCURACY 
METHODOLOGICAL PATH 
[n° Ref ES] 

Multilevel evaluation of diagnostic tests (based on principles from Fryback and 
Thornbury’s hierarchical model of diagnostic efficacy): beginning with studies of reliability, 
progressing through diagnostic test performance, and ending with the effects on relevant 
patient outcomes. [1] 
Systematic literature search: 
a) search sources: scientific databases, FDA web site, google and online patents, grey 
literature (sources, search terms, limits in appendix B) 
b) limits: languages, humans 
c) Time Horizon 
d) search terms (appendix A) 
e) Consultations of experts 
Inclusion and exclusion criteria 
(see Appendix C) 
Data abstraction 
- Quality appraisal: QUADAS [3] 
- Qualitative synthesis and Quantitative synthesis (meta-analysis: random-effects bivariate 
[1] 
- Statistical heterogeneity evaluation: forest plots and computing Q and I statistics2. 

 

ID 4 
1° AUTHOR [year] Oremus [2010] 
TITLE Diagnosis and Treatment of Secondary Lymphedema 
AGENCY - COUNTRY AHRQ - USA 
DOMAIN EFFICACY/SAFETY 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search:  
a) search sources: scientific databases, scanning of bibliography of recently published 
systematic reviews, scanning of the bibliographies of included studies. 
b) Limits: no  
c) Time Horizon: yes 
d) search terms (appendix A) 
Inclusion and exclusion criteria 
(written in the text in a specific section) 
Study selection and Reporting 
- Screening process (3 phases: title, abstract, full text, performed by two independent 
raters, using standardized forms; discrepancies were resolved by consensus or by a 
neutral third party) 
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- Data extraction: specified data were extracted and reviewed by authors 
Non English Language Studies 
(no data extraction, but summary of the main contents and discussion whether (and how) 
they differ from the English language literature) 
Quality Assessment of Included Studies 
Two raters independently assessed the quality; discrepancies were resolved by consensus 
or third party review. 
- QUADAS (diagnostic studies) [1] 
- Modified Jadad Scale (treatment studies - RCTs) [2] 
- Newcastle-Ottawa Scale (NOS) (treatment studies - cohort and case-control studies) 
- Overall quality rating (AHRQ, 2007) 
Data Synthesis 
-Qualitative, descriptive approach 

 

ID 7 
1° AUTHOR [year] McKenna [2010] 
TITLE A systematic review and economic evaluation of the clinical effectiveness and cost-

effectiveness of aldosterone antagonists for postmyocardial infarction heart failure 
AGENCY - COUNTRY NETSCC, HTA – NIHR – United Kingdom 
DOMAIN EFFECTIVENESS (including SAFETY) 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW  
Three Literature searches: 
a) search sources: scientific databases, search the bibliographies of all relevant reviews, 
guidelines and included studies, recognised references (for Adverse effects search (only ). 
b) Limits: partially on humans  (appendix 1) 
c) Time Horizon: not for all searches 
d) search terms (appendix 1)  
Study selection 
Screening of title/abstracts independently by 2 reviewers, disagreement resolved by 
consensus otherwise full text retrieved - Screening of full text independently by 2 
reviewers, discussion for discrepancies otherwise referral to third reviewer 
Inclusion and exclusion criteria 
(written in the text in a specific section on the basis of PICOD; the criteria were explicated 
for each search) 
Data extraction  
 (extracted by 1 reviewer - with a native speaker for studies not in English - and checked 
by 1 reviewer - discussion for discrepancies; contact with authors; standardized form for 
clinical effectiveness - narrative extraction for Adverse events) 
Quality Assessment  
appraised by 1 reviewer and checked by 1 reviewer - discussion for discrepancies 
(checklists for RCTs and Observational studies are reported in appendix 4) 
Data analysis  
Narrative synthesis 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

ECONOMIC EVALUATION 
A) SYSTEMATIC REVIEW 
Literature search: 
a) Sources: scientific databases, administrative databases 
b) Limits: no 
c) Time Horizon: no 
d) search terms (appendix 1) 
Study selection 
Screening of title/abstracts independently by 2 reviewers, discussion for discrepancies 
otherwise referral to third reviewer 
Inclusion and exclusion criteria 
(written in the text not in a specific section) 
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Data extraction 
Narrative summary  
Quality Assessment 
Checklist updated [1] 
B) MODEL 
Probabilistic decision analytic model [2]: 
a) Model structure: Markov Model both for short term and long term model [1] 
b) Model inputs: 
- baseline events rates: simple regression analysis - beta distribution (short term model); 
standard parametric time-to-event survival analysis - standard logistic regression-standard 
Weibull time-to-event analysis (long term model). 
- risk of non cardiovascular mortality. 
- relative treatment effect: Bayesian meta regression analysis. 
c) resource use / unit costs: EPHESUS / National Schedule of Reference Costs 2007-08 - 
British Heart Foundation statistics - British National Formulary. 
d) Quality of life: QALYs measured by EQ-5D (reference literature - SR on Cost 
Effectiveness) (uncertainty - gamma distribution) 
COST-EFFECTIVENESS 
- ICER (Incremental Cost Effectiveness Ratio) if appropriate [1] 
- cost effectiveness acceptability curves (CEACs) for uncertainty [1] 
VALUE OF INFORMATION (VOI) [2] 
- expected value of perfect information (EVPI) [1] 
SCENARIOs  
- Scenarios' analysis 

 

ID 8 
1° AUTHOR [year] Hislop [2010] 
TITLE Systematic review of the clinical effectiveness and cost-effectiveness of rapid point-of-

care tests for the detection of genital chlamydia infection in women and men 
AGENCY - COUNTRY NETSCC, HTA – NIHR – United Kingdom 
DOMAIN EFFECTIVENESS/DIAGNOSTIC ACCURACY 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW 
Literature search: 
a) search sources: scientific databases, relevant websites, contact with experts, scan of 
the recent conference proceedings and reference lists of all included studies 
b) Limits: languages 
c) Time Horizon: no 
d) Search terms (appendix 1) 
Inclusion and exclusion criteria 
(written in the text in a specific section on the basis of PICOD47) 
Data extraction 
- Study selection 
Screening of title/abstract by 1 reviewer - full text by 2 reviewers independently,  
consensus for disagreement or arbitration by a third reviewer. 
- Extraction 
Extracted by 1 reviewer - check by a second reviewer; consensus for disagreement or 
arbitration by a third reviewer. Standardized form (appendix 2) 
Quality Assessment 
- Diagnostic accuracy 

o Diagnostic studies: Modified QUADAS (appendix 3) [1] 
- Clinical effectiveness 

o RCTs: Modified Delphi criteria list [1] 
o Non randomized comparative studies: Checklist adapted from several sources 

                                                            
47 L’acronimo PICOD indica: Popolazione (P), Intervento (I), il comparatore (C), gli Esiti (O) e il disegno dello studio (D). 
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and GATE (General Appraisal Tool for Epidemiology) [3] 
Full text of both: appraised by 2 reviewers independently, consensus for disagreement or 
arbitration by a third reviewer. 
Data analysis 
- Diagnostic accuracy 

o Data tabulation 
o Meta-analysis: hierarchical summary receiver operating characteristic (HSROC) 

model [3]; (pooled performance measures: median and 95% confidence 
intervals - CIs) 

o If HSROC symmetric model was difficult, pooled performance measures: 
weighted average method  and DerSimonian and Laird random-effects method. 
[2] 

o heterogeneity of some measures I2 statistic.  
- Clinical effectiveness 

o Meta-analysis: Mantel–Haenszel relative risk (RR) method - inverse-variance 
weighted mean difference (WMD) method (95% CIs  and p-values - fixed effect 
model or random effects methods) 

o Heterogeneity: chi-squared and I2 statistics - sensitivity analysis 
OR (IF QUANTITATIVE ANALYSIS IS IMPOSSIBLE) 

o Narrative synthesis 
DOMAIN SOCIAL ASPECT 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search: 
a) search sources: scientific databases 
b) limits: languages 
c) Time Horizon: no 
d) search terms (appendix 1) 
Inclusion and exclusion criteria 
(written in the text not in a specific section) 
Studies identification 
assessed by 1 reviewer 

DOMAIN ECONOMIC EVALUATION 
METHODOLOGICAL PATH 
[n° Ref ES] 

VALUTAZIONE ECONOMICA 
COHORT MODELLING 
- Decision analytic model 
a) Model structure (consultation with expert advisors) 
b) Model inputs (reference literature - SR on Clinical effectiveness and Diagnostic 
accuracy) 
c) Cost information: manufactures, literature, expert opinion. 
d) Effectiveness: number of cases detected, diagnosed and treated (reference literature - 
SR on Clinical effectiveness and Diagnostic accuracy) 
e) Other Assumptions: expert opinion, small unpublished survey, market price 
f) Sensitivity analysis: One way sensitivity analysis 
COST EFFECTIVENESS 
- ICER 

 

ID 9 
1° AUTHOR [year] MAS [2010] 
TITLE Cardiac Magnetic Resonance Imaging for the Diagnosis of Coronary Artery Disease 
AGENCY - COUNTRY MAS - Canada 
DOMAIN DIAGNOSTIC ACCURACY 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature searches: 
a) Search sources: scientific databases, relevant websites, reference lists 
b) Limit:languages and humans 
c) Time Horizon: yes 
d) Search terms (appendix 1) 
Inclusion and exclusion criteria 
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(written in the text in a specific section) 
Study selection 
Screening of abstracts by 1 reviewer - full text by 1 reviewer, articles with an unknown 
eligibility were reviewed with a second clinical epidemiologist and then a group of 
epidemiologists until consensus was established. 
Statistical Analysis 
- Pooled diagnostic accuracy measures: bivariate binomial generalized linear mixed model 
[1] 
- Significance: P-value - multiple hypothesis testing [1] 
- Bivariate regression analysis 
- Summary receiver operating characteristic (sROC) curves 
Quality of evidence 
- GRADE working group criteria for diagnostic tests [1] 

DOMAIN ECONOMIC  
METHODOLOGICAL PATH 
[n° Ref ES] 

ECONOMIC EVALUATION  
A) SYSTEMATIC REVIEW 
Literature search: 
a) search sources: scientific databases 
b) limits: nr 
c) Time Horizon: nr 
d) search terms: nr 
Inclusion and exclusion criteria 
(written in the text not in a specific section) 
Study selection 
by independent pairs of researchers 
Data extraction 
definition of target data 
B) COST EFFECTIVENESS ANALYSIS 
- Perspective: Ontario Ministry of Health and Long-Term Care 
- Time Horizon and discounting: generic description 
MODELLING 
- Decision analytic model 
a) Model structure (literature: previous report of OHTAS) 
b) Model inputs (reference literature: effectiveness literature review of cardiac MRI and 
consultations with experts) 
c) Resource use and unit costs (2009 Ontario Health Insurance Plan (OHIP) and the 
Ontario Case Costing Initiative (OCCI) administrative databases; consultation with 
industry experts) 
d) Effectiveness (willingness to pay WTP) 
f) Sensitivity analysis 
- Variations of one variable holding all the other estimates constant 
- Other series generically explained 
- Other series generically explained 
COST EFFECTIVENESS 
- ICER 
BIA (Budget impact analysis) 
Scenarios' analysis: the costs (Ontario data sources from 2009)  the volumes of tests 
performed (data from fiscal years 2002 to 2008) 

 

ID 10 
1° AUTHOR [year] MAS [2010] 
TITLE Population-Based Smoking Cessation Strategies 
AGENCY - COUNTRY MAS - Canada 
DOMAIN EFFICACY 
METHODOLOGICAL PATH REVIEW 

Literature search: 
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[n° Ref ES] a) Sources: MEDLINE. 
b) Limits: language 
c) Time Horizon: yes 
d) Search terms: nr 
Inclusion and exclusion criteria  
(written in the text not in a specific section) 
Statistical analysis 
- Forest plot and relative risk 
- Sensitivity analyses 
Quality of the Evidence 
(for each identified review) 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

ECONOMIC ANALYSIS 
A) ECONOMIC LITERATURE REVIEW 
Literature search: 
a) search sources: relevant databases (appendix 1) 
b) Limits: language 
c) Time Horizon (not for all searches) 
d) Search terms (appendix 1) 
Inclusion and exclusion criteria 
(written in the text not in a specific section) 
B) COSTING METHODS and Assumptions 
- Hospital costs: Canadian administrative databases 
- Nonhospital costs: Ontario administrative databases 
- Discounting: 5% 
- Downstream costs 
- Assumptions: all numbers reported are based on assumptions often based on evidence 
from medical literature, standard listing references and expert panels 

 

ID 11 
1° AUTHOR [year] Amicosante [2009] 
TITLE Technologies for the identification of osteoporosis 
AGENCY - COUNTRY Agenas Italy 
DOMAIN DIAGNOSTIC ACCURACY 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW  
Literature search: 
a) search sources: scientific databases. 
b) Limits: nr 
c) Time Horizon: yes 
d) Search terms (appendix 2) 
Inclusion criteria 
(written in the text in a specific section)  
Quality of the evidence 
- QUADAS (appendix 3) 

DOMAIN CONTEXT ANALYSIS 
METHODOLOGICAL PATH 
[n° Ref ES] 

CONTEXT ANALYSIS  
- Volumes of activity: Italian Administrative databases [Italian National hospital discharge 
records (SDO) database (inpatient level) and Regional outpatient administrative data 
(outpatient level)] + consultations of experts 
- Sampling 
- Characteristics of the procedures, Organisational and economical aspects of the 
procedures: Questionnaire based survey (appendix 7) to the sample 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

COST EFFECTIVENESS ANALYSIS  
- Effectiveness: outcome definition, source (reference literature: systematic review on 
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diagnostic accuracy + administrative databases) 
- Resource use / Costs information: survey results 
- CER 
- Sensitivity analysis (based on two variables) 

 

ID 12 
1° AUTHOR [year] HIQA [2009] 
TITLE Health technology assessment (HTA) of a population-based colorectal cancer screening 

programme in Ireland  
AGENCY - COUNTRY HIQA - Ireland 
DOMAIN CLINICAL EFFICACY (in terms of DIAGNOSTIC ACCURACY and including SAFETY) 
METHODOLOGICAL PATH 
[n° Ref ES] 

SCENARIOs ANALYSIS 
- Sources: scientific evidence, knowledge of screening practices, experts' considerations 
LITERATURE REVIEW (for populating the economic model parameters) 
Literature searches: 
a) sources: scientific database, hand-searches of reference lists of published articles 
b) Limits: languages and adults 
c) Time Horizon (for some topics) 
d) Search terms 
Inclusion and exclusion criteria 
(written in the text not in a specific section)  
Study selection 
Data extraction 
Target data were extracted  
ECONOMIC MODEL 
a) Model structure 
b) Model parameters (appendix 6, 7) 

o Non-costs parameters: Literature review (see above), reports of ongoing 
screening programmes, pilot programmes, RCTs, experts opinions 

o Cost parameters: Scientific evidence , administrative databases, experts opinion 
COST EFFECTIVENESS - COST UTILITY ANALYSES  
- Perspective: NHS 
- Discounting: 4% 
- Outcomes: LYG - QALYs 
- Costs: see above 
- ICER 
SENSITIVITY ANALYSES  
- one-way and multi-way sensitivity analyses 
- probabilistic sensitivity analysis 

 

ID 13 
1° AUTHOR [year] Merlin [2010] 
TITLE Unattended sleep studies in the diagnosis and reassessment of obstructive sleep apnoea 
AGENCY - COUNTRY AHTA - Australia 
DOMAIN SAFETY/EFFECTIVENESS (including DIAGNOSTIC ACCURACY) 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC LITERATURE REVIEW  
Literature search: [1] 
a) search sources: scientific databases, additional sources of evidence (appendix B), 
reference lists of included studies, grey literature 
b) Limits: language 
c) Time Horizon: yes 
d) search terms (appendix B) 
Inclusion criteria 
(written in the text not in a specific section) 
Study selection 
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Screening of abstracts by 2 reviewers - full text by 2 reviewers, discrepancies solved by 
consensus or by the arbitrate of a third reviewer  
Data extraction 
Standardized form (appendix C) 
Data synthesis 
Narrative meta-synthesis 
Appraisal of evidence  
National Health and Medical Research Council [MSAC, 2000] 
- Levels of evidence: [Merlin, 2009], [Bandolier, 1999], [Lijmer, 1999], [NHMRC, 1999], 
[Phillips, 2001]. 
- Clinical effectiveness: 

° Intervention studies: National Health and Medical Research Council (2000a) - 
UK National Health Service (NHS) CRD (Khan, 2001) 
° Diagnostic studies: Modified QUADAS [Whiting, 2003] [MSAC, 2005] 

- Statistical precision: [NHMRC, 2000b] 
- Assessment the body of evidence: [NHMRC, 2008c] 
Expert advice 
- Advisory panel 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

EXISTING LITERATURE 
Literature search: 
a) search sources: (appendix B) 
b) Limits: language 
c) Time Horizon: yes 
d) Search terms (appendix B) 
Inclusion Criteria 
(written in the text not in a specific section) 
ECONOMIC EVALUATION (if the evidence indicates that the intervention is likely to be 
no worse in terms of safety and effectiveness outcomes than its comparator) 
- type of economic evaluation: determined by the net benefits and harms 
- perspective: Australian society 
- time horizon: 1 month 
- discounting: no 
a) model structure: decision tree 
b) model inputs: transition probabilities (Advisory panel, evidence from SR); unit costs 
(advisory panel, administrative database, clinical/disease associations) 
Sensitivity analysis 
one way sensitivity analysis 

 

ID 14 
1° AUTHOR [year] Liufu [2009] 
TITLE Cryotherapy for Recurrent Prostate Cancer and Renal Cancer 
AGENCY - COUNTRY AHTA - Australia 
DOMAIN SAFETY/EFFECTIVENESS 
METHODOLOGICAL PATH 
[n° Ref ES] 

REVIEWS 
Literature search: 
a) search sources: scientific databases, additional sources of evidence (appendix B) 
(appendix I), reference lists of included studies, grey literature 
b) Limits: language 
c) Time Horizon: yes 
d) search terms (appendix B) (appendix I) 
Inclusion criteria 
(written in the text in a specific section) 
Study selection 
Screening of abstracts by 2 reviewers - full text by 2 reviewers, discrepancies solved by 
consensus or by the arbitrate of a third reviewer. 
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Data Extraction 
Standardized form (appendix C) (appendix J) 
Assessment of single studies 
National Health and Medical Research Council [NHMRC, 2000] 
- Level of evidence: [NHMRC, 2005] 
- Quality:  
   °  Systematic reviews/HTA reports: [NHMRC, 2000] 
   ° RCT: [NHMRC, 2000] 
   ° Cohort study: [NHMRC, 2000] 
   ° Case-control: [NHMRC, 2000] 
   ° Intervention case series: UK National Health Service (NHS) CRD [Khan, 2001] 
- Statistical precision: [NHMRC, 2000] 
- Assessment of the body of evidence: [NHMRC, 2005] 
Expert advice 
- Advisory panel 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

REVISIONE SISTEMATICA (for literature search see above) 
Study selection 
- Specific cost-effectiveness inclusion criteria: (written in the text in a specific section) 
FINANCIAL IMPACT ANALYSIS  
(carried out as there is no evidence to indicate that it is likely that the intervention is not 
worse in terms of safety and effectiveness results than its comparator) 

- resources consumption (number of procedures per year): epidemiological data, 
assumption based on advisory panel expert opinion, specialized consulting society. 
- unit costs: 
   ° pre-treatment costs: administrative data of the Australian Medicare programme 
(Medicare Benefits Schedule) 
   ° cost f the comparator: administrative data of the Australian Medicare program 
(Pharmaceutical Benefits Schedule) 
   ° cost of technology and maintenance: specialized consulting society, advisory panel 
expert opinion  
   ° cost of procedure: administrative data of the Australian Medicare program, Australian 
health insurance association, ministerial administrative data 
- discounting rate: 5% 
Cost for Australian government 
Analysis of the scenario 
Cost for the Australian  HNS 
Analysis of the scenario’s 

 

ID 15 
1° AUTHOR [year] Brinson [2009] 
TITLE The effectiveness of interventions to increase the delivery of effective smoking cessation 

treatments in primary care settings – ABCs 
AGENCY - COUNTRY HSAC – New Zealand 
DOMAIN EFFECTIVENESS 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW 
Literature search: 
a) search sources: scientific databases, scientific websites, reference lists of included 
studies, hand searching of journals and contacting authors for unpublished research 
b) Limits: language 
c) Time Horizon: yes 
d) search terms (appendix B) 
Inclusion criteria 
(written in the text not in a specific section) 
Study selection 
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Screening of titles/abstracts - full text: double checking by a second reviewer 
Appraisal of included studies 
- Level: [NHMRC, 2005], [NHMRC, 2008] 
- Quality: 

° Systematic reviews, RCT, Cohort, Case-control: NHMRC quality checklist 
[NHMRC, 1999], [NHMRC, 2000] 
° Practice guideline: AGREE [AGREE Collaboration, 2003] 

Data extraction 
Extraction by 2 reviewers - Standardized form 
Data synthesis 
Narrative synthesis 

 

ID 16 
1° AUTHOR [year] Craig [2006] 
TITLE The use of epoetin alfa before orthopaedic surgery in patients with mild anaemia 
AGENCY - COUNTRY NHS QIS – United Kingdom 
DOMAIN EFFECTIVENESS 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW 
Literature search: 
a) search sources: scientific databases, citation searching on key papers, scanning the 
bibliographies of retrieved items. Grey literature, and information from manufacturers and 
clinical experts  (appendix 2) 
b) Limits: no 
c) Time Horizon: no 
d) Search terms (appendix 2) 
Selection criteria 
(defined according to PICODT and written in the text  in a specific section) 
Data analysis 
Meta-analysis 
Statistical methods 
a) Outcome: generalized linear mixed model (including sub-groups analysis) - fixed 
effects meta analysis model 
b) Heterogeneity: likehood ratio test 
Quality assurance 
- Internal staff review 
- external check 

DOMAIN ECONOMIC EVALUATION 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search: 
a) search sources: scientific economic databases, websites of major  international health 
economics research units, scanning the bibliographies of retrieved items. 
b) Limits: nr 
c) Time Horizon: nr 
d) Search terms: nr 
Study selection criteria 
(written in the text  in a specific section) 
ECONOMIC MODEL 
- perspective: NHS perspective 
- discounting rate: 3,5% 
- decision tree analysis (appendix 4) 
a) Model structure: nc 
b) Model inputs: clinical effectiveness data (administrative data, evidence from clinical 
effectiveness systematic review, assumptions, clinical experts);  cost data (evidence from 
cost effectiveness review, administrative data, other published studies) 
- Sensitivity analyses: one way sensitivity analyses 
- Checklist for assessing economic evaluations [Drummond et al., 2001] 
COST-EFFECTIVENESS 
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- QALY (cost per QALY and cost of an avoided transfusion) 
DOMAIN PATIENT 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search: 
a) search sources: scientific databases, selected websites, evidence from clinical 
effectiveness systematic review, discussion with patients representatives. 
b) Limits: nr 
c) Time Horizon: nr 
d) Search terms: nr 

 

ID 17 
1° AUTHOR [year] Craig [2008] 
TITLE The clinical and cost effectiveness of thromboelastography/thromboelastometry 
AGENCY - COUNTRY NHS QIS - United Kingdom 
DOMAIN EFFECTIVENESS 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search: 
a) search sources: appendix11.2 
b) limits: appendix 11.2 
c) Time Horizon: appendix 11.2 
d) Search terms: appendix 11.2 

DOMAIN ECONOMIC 
METHODOLOGICAL PATH 
[n° Ref ES] 

SYSTEMATIC REVIEW 
Literature search: 
a) Sources: appendix 11.2 
b) Limits: appendix 11.2 
c) Time Horizon: appendix 11.2 
d) Search terms: appendix 11.2 
ECONOMIC MODEL 
- Perspective: NHS perspective  
- Time Horizon: 1 month and 1 year 
- No discounting 
- Decision tree (appendix 11.3-11.8) 
a) model structure: adapted from a published study [Davies et al, 2006] but not described  
b) model inputs: clinical data (evidence from systematic review, other published studies, 
administrative databases, guidelines, assumptions); cost estimations and resource use 
(other published studies, manufacturers/distributors, experts, administrative data, 
evidence from systematic review) 
- Sensitivity analyses: one way and multi-way sensitivity analyses 
COST-EFFECTIVENESS and COST-UTILITY' 
- number of life years gained (LYG) 
- QALY (costs per QALY) 
BIA (Budget Impact Analysis) 
- data from administrative data 

DOMAIN PATIENT 
METHODOLOGICAL PATH 
[n° Ref ES] 

Results from focused grouped (conducted for other projects) and websites focusing on 
patient experiences of blood testing 

DOMAIN ORGANISATIONAL ISSUE 
METHODOLOGICAL PATH 
[n° Ref ES] 

QUESTIONNAIRE SURVEY and data from other sources (documents by regulatory 
bodies relevant for TE, specific guidelines, manufacturers' guidance) 

 

ID 18 
1° AUTHOR [year] Ritchie [2007] 
TITLE The clinical and cost effectiveness of screening for meticillin-resistant Staphylococcus 

aureus (MRSA) 
AGENCY - COUNTRY NHS QIS - United Kingdom 
DOMAIN EFFECTIVENESS 
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METHODOLOGICAL PATH 
[n° Ref ES] 

REVEW 
Literature searches: 
a) search sources: scientific databases, additional electronic sources, Zetoc (the British 
Library's table of content alerts service), citation searching on key papers, scanning the 
bibliographies of retrieved articles (appendix 2) 
b) Limits: no 
c) Time Horizon (for some searches) 
d) Search terms (appendix 2) 
Inclusion criteria 
(they are different depending on the outcomes and are written in the text but not in a 
specific section) 
Study selection 
made two reviewers independently and disagreements were resolved by discussion, the 
results were reported in specific tables for each outcome 
Appraisal of evidence 
- QUADAS [Whiting et al, 2006] 
- Guidelines BSAC/HIS/ICNA [Brown  et al, 2005] [Coia et al, 2006] [Gemmell et al, 2006]  
and risk assessment criteria [Coia et al, 2006] 

DOMAIN ECONOMIC EVALUATION 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature searches: 
a) search sources: scientific economic databases, websites of the major health economics 
research centres, scientific databases, Zetoc (the British Library's table of content alerts 
service), citation searching on key papers, scanning the bibliographies of retrieved 
articles. (appendix 2) 
b) Limits: language  (for search in scientific databases) 
c) Time Horizon (for search in scientific databases) 
d) Search terms (appendix 2) 
Inclusion Criteria 
(written in the text in a specific section) 
ECONOMIC MODEL 
- Perspective: NHS perspective 
- Time Horizon: 5 year 
- Stochastic comportment mass-action model 
a) model structure: adapted from a published study [Cooper et al, 2003] 
b) model inputs: published and grey literature, and information from manufacturers and 
clinical experts, MRSA screening questionnaire survey, HTA Topic Group members, NHS 
personnel and other experts and administrative/statistics data, assumptions. 
- Sensitivity analyses: one way sensitivity analyses 
COST-CONSEQUENCES ANALYSIS 

DOMAIN PATIENT 
METHODOLOGICAL PATH 
[n° Ref ES] 

Literature search: 
a) search sources: scientific economic databases, specific websites, citation searching on 
relevant papers indentified during the previous searches, scanning the bibliographies of 
retrieved articles. (appendix 2) 
b) Limits: no 
c) Time Horizon: no 
d) Search terms (appendix 2) 
FOCUS GROUPS (2 groups to explore the views of healthcare professionals, patients 
and population, about the screening procedures and hospital management of MRSA 
- thematic analysis 

DOMAIN ORGANISATIONAL ISSUE 
METHODOLOGICAL PATH 
[n° Ref ES] QUESTIONNAIRE SURVEY and data from other sources 

DOMAIN LEGAL AND ETHICAL ISSUES 
METHODOLOGICAL PATH 
[n° Ref ES] 

Not reported 
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Appendix 17 – Phase 2: Search strategies  

11.a ECONOMIC DOMAIN 

 MEDLINE (Pubmed.gov) 

DATE: 13 September 2010  
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 “systematic review”  
#2 economic AND (evaluation OR analysis OR evidence) 
#3 “cost effectiveness analysis” OR CEA 
#4 “cost utility analysis” OR CUA 
#5 “cost benefit analysis” OR CBA 
#6 cost analysis  
#7 “value of information analysis” 
#8 “expected value of perfect information” 
#9 “budget impact analysis” 
#10 (#2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9)  
#11 (#1 AND #10) 
#12 methods 
#13 methodology 
#14 method* AND (tool OR instrument OR analysis) 
#15  (#12 OR #13 OR #14)  
#16  (#11 AND #15)  

Results: 1052 

 EMBASE (Embase.com) 

DATE: 16 September 2010 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 'systematic review'/exp  
#2 economic AND ('evaluation'/exp OR 'analysis'/exp OR evidence) 
#3 'cost effectiveness analysis'/exp OR 'CEA'/exp 
#4 'cost utility analysis'/exp OR CUA 
#5 'cost benefit analysis'/exp OR CBA 
#6 'cost analysis'/exp 
#7 'value of information analysis' 
#8 'expected value of perfect information' 
#9 'budget impact analysis' 
#10 (#2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9)  
#11 (#1 AND #10) 
#12 'methods'/exp/mj 
#13 'methodology'/exp/mj 
#14 method* AND (tool OR 'instrument'/exp/mj OR 'analysis'/exp/mj) 
#15  (#12 OR #13 OR #14)  
#16  (#11 AND #15)  

Results: 451 
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 Cochrane Library 

DATE: 14 September 2010 
LIMITS: Fields (Title/abstract/keywords or keywords) 
 
Key words and search strategy 

#1 "systematic review":ti,ab,kw 
#2 (economic AND (evaluation OR analysis OR evidence)):ti,ab,kw 
#3 "cost effectiveness analysis":ti,ab,kw OR (CEA):ti,ab,kw 
#4 "cost utility analysis":ti,ab,kw OR (CUA):ti,ab,kw 
#5 "Cost benefit analysis":ti,ab,kw OR (CBA):ti,ab,kw 
#6 (cost analysis):ti,ab,kw 
#7 "value of information analysis" 
#8 "expected value of perfect information" 
#9 "budget impact analysis" 
#10  (#2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9) 
#11 (#1 AND #10) 
#12 (methods):kw 
#13 (methodology):kw 
#14 (method* AND (tool OR instrument OR analysis)):ti,ab,kw 
#15 (#12 OR #13 OR #14) 
#16 (#11 AND #15) 

Results: 259 
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11.b EFFECTIVENESS/EFFICACY 

 MEDLINE ( Pubmed.gov) 

DATE: 23 September 2010 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 efficacy  
#2 effectiveness  
#3 clinical outcome 
#4 (#1 OR #2 OR #3)  
#5 methods 
#6 methodology 
#7 method* AND (tool OR instrument OR analysis) 
#8 (#5 OR #6 OR #7)  
#9 (#4 AND #8) 
#10 “systematic review” 
#11 Meta analysis 
#12 Guideline 
#13 “literature review” 
#14 (#16 OR #17 OR #18 OR #19)  
#15 (#4 AND #14) 
#16 (#9 OR #15) 
#17 "Technology Assessment, Biomedical"[MeSH] 
#18 (HTA OR health technology assessment) AND (report OR evaluation OR appraisal) 
#19 (#17 OR  #18)  
#20 (#16 AND #19) 

Results: 592 

 EMBASE (Embase.com) 

DATE: 23 September 2010 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 'Efficacy '/exp 
#2 'effectiveness '/exp 
#3 clinical outcome 
#4 (#1 OR #2 OR #3)  
#5 'methods'/exp/mj 
#6 'methodology'/exp/mj 
#7 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#8 (#5 OR #6 OR #7)  
#9 'systematic review'/exp 
#10 meta AND 'analysis'/exp 
#11 meta+analysis 
#12 guideline 
#13 'literature review' 
#14 (#9 OR #10 OR #11 OR #12 OR #13)  
#15 (#4 AND #8) 
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#16 (#4 AND #14) 
#17 (#15 OR #16) 
#18 'health technology' NEAR/7 assessment 
#19 hta 
#20 (#18 OR #19) 
#21 report OR 'evaluation'/exp OR appraisal 
#22 (#20 AND #21) 
#23 (#18 OR #22)  
#24 (#17 AND #23) 

Results: 938 

 Cochrane Library (Bibliosan.it) 

DATE: 24 September 2010 
LIMITS: Fields (Title/abstract/keywords or keywords) 
 
Key words and search strategy 

#1 (Efficacy ):ti,ab,kw 
#2 (effectiveness):ti,ab,kw 
#3 (clinical outcome):ti,ab,kw 
#4 (#1 OR #2 OR #3) 
#5 (methods):kw 
#6 (methodology):kw 
#7 (method* ):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#8 (#5 OR #6 OR #7) 
#9 "systematic review":ti,ab,kw 
#10 (meta analysis):ti,ab,kw 
#11 (guideline):ti,ab,kw 
#12 "literature review":ti,ab,kw 
#13 (#9 OR #10 OR #11 OR #12) 
#14 (#4 AND #8) 
#15 (#4 AND #13) 
#16 (#14 OR #15) 
#17 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#18 (health technology assessment):ti,ab,kw 
#19 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#20 (#17 OR #18 OR #19) 
#21 (#16 AND #20) 

Results: 251 

http://onlinelibrary.wiley.com/o/cochrane/searchHistory?mode=runquery&qnum=3
http://onlinelibrary.wiley.com/o/cochrane/searchHistory?mode=runquery&qnum=4
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11.c DIAGNOSTIC ACCURACY 

 MEDLINE (Pubmed.gov) 

DATE: 29 September 2010 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 accuracy  
#2 diagnostic OR test  
#3 (#1 AND #2) 
#4 (review OR evaluation OR stud*) 
#5 (#3 AND #4) 
#6 (#3 OR #5)  
#7 methods 
#8 methodology 
#9 method* AND (tool OR instrument OR analysis) 
#10 (#7 OR #8 OR #9)  
#11 (#6 AND #10)  
#12 “systematic review” 
#13 Meta analysis 
#14 Guideline 
#15 “literature review” 
#16 (#12 OR #13 OR #14 OR #15)  
#17 (#6 AND #16)  
#18 (#11 OR #17)  
#19 "Technology Assessment, Biomedical"[MeSH] 
#20 (HTA OR health technology assessment)  
#21 (report OR evaluation OR appraisal) AND #20 
#22 (#19 OR  #21)  
#23 (#18 AND #22) 

Results: 64 

 EMBASE (Embase.com) 

DATE: 1 October 2010 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 'accuracy '/exp 
#2 'diagnostic '/exp OR “test” 
#3 (#1 AND #2) 
#4 (review OR evaluation OR stud*)  
#5 (#3 AND #4) 
#6 (#3 OR #5)  
#7 'methods'/exp/mj 
#8 'methodology'/exp/mj 
#9 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#10 (#7 OR #8 OR #9)  
#11 (#6 AND #10)  
#12 'systematic review'/exp 
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#13 meta AND 'analysis'/exp 
#14 meta+analysis 
#15 guideline 
#16 'literature review' 
#17 (#12 OR #13 OR #14 OR #15 OR #16)  
#18 (#6 AND #17)  
#19 (#11 OR #18) 
#20 'health technology' NEAR/7 assessment 
#21 hta  
#22 (#20 OR #21) 
#23 report OR 'evaluation'/exp OR appraisal 
#24 (#22 AND #23) 
#25 (#20 OR #24)  
#26 (#19 AND #25) 

Results: 18 

 Cochrane Library (Bibliosan.it) 

DATE: 1 October 2010 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 (accuracy):ti,ab,kw  
#2 (diagnostic OR test):ti,ab,kw  
#3 (#1 AND #2)  
#4 (review OR evaluation OR stud*)  
#5 (#3 AND #4)  
#6 (#3 OR #5)  
#7 (methods):kw  
#8 (methodology):kw  
#9 (methodology):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw  
#10 (#7 OR #8 OR #9)  
#11 "systematic review":ti,ab,kw  
#12 (meta analysis):ti,ab,kw  
#13 (guideline):ti,ab,kw  
#14 "literature review":ti,ab,kw  
#15 (#11 OR #12 OR #13 OR #14)  
#16 (#6 AND #10)  
#17 (#6 AND #15)  
#18 (#16 OR #17)  
#19 MeSH descriptor Technology Assessment, Biomedical explode all trees  
#20 (health technology assessment):ti,ab,kw  
#21 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw  
#22 (#19 OR #20 OR #21)  
#23 (#18 AND #22)  

Results: 26 
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11.d PROGNOSTIC VALUE 

 MEDLINE (Pubmed.gov) 

DATE: 13 October 2010 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 Prognosis OR prognostic 
#2 evaluation OR value OR research OR stud* OR model OR analysis OR assessment 
#3 (#1 AND #2)  
#4 methods 
#5 methodology 
#6 method* AND (tool OR instrument OR analysis) 
#7 (#4 OR #5 OR #6)  
#8 (#3 AND #7)  
#9 “systematic review” 
#10 Meta analysis 
#11 Guideline 
#12 “literature review” 
#13 (#9 OR #10 OR #11 OR #12)  
#14 (#3 AND #13)  
#15 (#8 OR #14) 
#16 "Technology Assessment, Biomedical"[MeSH] 
#17 (HTA OR health technology assessment) 
#18 (report OR evaluation OR appraisal) AND #17 
#19 (#16 OR  #18)  
#20 (#15 AND #19) 

Results: 33 

 EMBASE (Embase.com) 

DATE: 15 October 2010 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 'Prognosis'/exp OR prognostic  
#2  evaluation OR value OR research OR stud* OR model OR analysis OR assessment 
#3 (#1 AND #2)  
#4 'methods'/exp/mj 
#5 'methodology'/exp/mj 
#6 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#7 (#4 OR #5 OR #6)  
#8 (#3 AND #7)  
#9 'systematic review'/exp 
#10 meta AND 'analysis'/exp 
#11 meta+analysis 
#12 guideline 
#13 'literature review' 
#14 (#9 OR #10 OR #11 OR #12 OR #13)  
#15 (#3 AND #14)  
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#16 (#8 OR #15) 
#17 'health technology' NEAR/7 assessment 
#18 hta 
#19 (#17 OR #18) 
#20 report OR 'evaluation'/exp OR appraisal 
#21 (#19 AND #20) 
#22 (#17 OR #21)  
#23 (#16 AND #22) 

Results: 82 

 Cochrane Library (Bibliosan.it) 

DATE: 15 October 2010 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 (Prognosis OR prognostic):ti,ab,kw  
#2 (evaluation OR value OR research OR stud* OR model OR analysis OR assessment):ti,ab,kw  
#3 (#1 AND #2)  
#4 (methods):kw 
#5 (methodology):kw 
#6 (methodology):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#7 (#4 OR #5 OR #6)  
#8 "systematic review":ti,ab,kw 
#9 (meta analysis):ti,ab,kw 
#10 (guideline):ti,ab,kw 
#11 "literature review":ti,ab,kw 
#12 (#8 OR #9 OR #10 OR #11)  
#13 (#3 AND #7) 
#14 (#3 AND #12) 
#15 (#13 OR #14) 
#16 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#17 (health technology assessment):ti,ab,kw 
#18 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#19 (#16 OR #17 OR #18) 
#20 (#15 AND #19) 

Results: 12 
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11.e SAFETY 

 MEDLINE (Pubmed.gov) 

DATE: 21 October 2010 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 adverse AND (events OR reactions OR effects) 
#2 (side OR harmful) AND effects 
#3 safety  
#4 Complications OR harms 
#5 (#1 OR #2 OR #3 OR #4)  
#6 methods 
#7 methodology 
#8 method* AND (tool OR instrument OR analysis) 
#9 (#6 OR #7 OR #8)  
#10 (#5 AND #9) 
#11 “systematic review” 
#12 Meta analysis 
#13 Guideline 
#14 “literature review” 
#15 (#11 OR #12 OR #13 OR #14)  
#16 (#5 AND #15) 
#17 (#10 OR #16) 
#18 "Technology Assessment, Biomedical"[MeSH] 
#19 (HTA OR health technology assessment) AND (report OR evaluation OR appraisal) 
#20 (#18 OR  #19)  
#21 (#17 AND #20) 

Results: 254 

 EMBASE (Embase.com) 

DATE: 26 October 2010 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 adverse AND (events OR reactions OR effects) 
#2 (side OR harmful) AND effects 
#3 safety  
#4 Complications OR harms 
#5 (#1 OR #2 OR #3 OR #4)  
#6 'methods'/exp/mj 
#7 'methodology'/exp/mj 
#8 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#9 (#6 OR #7 OR #8)  
#10 'systematic review'/exp 
#11 meta AND 'analysis'/exp 
#12 meta+analysis 
#13 guideline 
#14 'literature review' 
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#15 (#10 OR #11 OR #12 OR #13 OR #14)  
#16 (#5 AND #9) 
#17 (#5 AND #15) 
#18 (#16 OR #17) 
#19 'health technology' NEAR/7 assessment 
#20 hta 
#21 (#19 OR #20) 
#22 report OR 'evaluation'/exp OR appraisal 
#23 (#21 AND #22) 
#24 (#19 OR #23)  
#25 (#18 AND #24) 

Results: 389 

 Cochrane Library (Bibliosan.it) 

DATE: 26 October 2010 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 adverse AND (events OR reactions OR effects) 
#2 (side OR harmful) AND effects 
#3 safety  
#4 Complications OR harms 
#5 (#1 OR #2 OR #3 OR #4)  
#6 (methods):kw 
#7 (methodology):kw 
#8 (method* ):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#9 (#6 OR #7 OR #8)  
#10 "systematic review":ti,ab,kw 
#11 (meta analysis):ti,ab,kw 
#12 (guideline):ti,ab,kw 
#13 "literature review":ti,ab,kw 
#14 (#10 OR #11 OR #12 OR #13)  
#15 (#5 AND #9) 
#16 (#5 AND #14) 
#17 (#15 OR #16) 
#18 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#19 (health technology assessment):ti,ab,kw 
#20 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#21 (#18 OR #19 OR #20)  
#22 (#17 AND #21) 

Results: 150 
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11.f  CONTEXT ANALYSIS 

 MEDLINE (Pubmed.gov) 

DATE: 10 March 2011 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 realistic analysis  
#2 realistic review 
#3 context* analysis 
#4 (#1 OR #2 OR #3)   
#5 methods 
#6 methodology 
#7 method* AND (tool OR instrument OR analysis) 
#8 (#5 OR #6 OR #7)  
#9 (#4 AND  #8)  
#10 “systematic review” 
#11 Meta analysis 
#12 Guideline 
#13 “literature review” 
#14 (#10 OR #11 OR #12 OR #13)  
#15 (#4 AND #14)  
#16 (#9 OR #15)  
#17 "Technology Assessment, Biomedical"[MeSH] 
#18 (HTA OR health technology assessment) 
#19 (report OR evaluation OR appraisal) AND #17 
#20 (#17 OR  #19)  
#21 (#16 AND #20) 

Results: 189 

 EMBASE (Embase.com) 

DATE: 10 March 2011 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 realistic analysis  
#2 realistic review 
#3 context* NEAR/3 analysis 
#4 (#1 OR #2 OR #3)   
#5 'methods'/exp/mj 
#6 'methodology'/exp/mj 
#7 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#8 (#5 OR #6 OR #7)  
#9 (#4 AND  #8)  
#10 'systematic review'/exp 
#11 meta AND 'analysis'/exp 
#12 meta+analysis  
#13 Guideline 
#14 “literature review” 
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#15  (#10 OR #11 OR #12 OR #13 OR #14)  
#16 (#4 AND #15)  
 #17 (#9 OR #16)  
#18 'health technology' NEAR/4 assessment 
#19 HTA  
#20 (#18 OR #19) 
#21 report OR 'evaluation'/exp OR appraisal  
#22 (#20 AND #21)  
#23 (#18 OR #22)  
#24 (#17 AND #23) 
#25 (#24) lim:Ital/Engl 

Results: 14 

 Cochrane Library (Bibliosan.it) 

DATE: 10 March 2011 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 realistic analysis  
#2 realistic review  
#3 context* analysis 
#4 (#1 OR #2 OR #3)  
#5 (methods):kw 
#6 (methodology):kw 
#7 (method* ):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#8 (#5 OR #6 OR #7)  
#9 (#4 AND #8) 
#10 "systematic review":ti,ab,kw 
#11 (meta analysis):ti,ab,kw 
#12 (guideline):ti,ab,kw 
#13 "literature review":ti,ab,kw 
#14 (#10 OR #11 OR #12 OR #13)  
#15 (#4 AND #14) 
#16 (#9 OR #15)  
#17 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#18 (health technology assessment):ti,ab,kw 
#19 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#20 (#17 OR #18 OR #19)  
#21 (#16 AND #20) 

Results: 18 
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11.g ORGANISATIONAL DOMAIN 

 MEDLINE (Pubmed.gov) 

DATE: 24 March 2011 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 Organizational OR organisational 
#2 aspect OR effect 
#3 (#1 AND #2) 
#4 Organisa* consequences 
#5 (#3 OR #4)  
#6 methods 
#7 methodology 
#8 method* AND (tool OR instrument OR analysis) 
#9 (#6 OR #7 OR #8)  
#10 (#5 AND #9) 
#11 “systematic review” 
#12 Meta analysis 
#13 Guideline 
#14  “literature review” 
#15 (#11 OR #12 OR #13 OR #14) 
#16 (#5 AND #15) 
#17 (#10 OR #16) 
#18 "Technology Assessment, Biomedical"[MeSH] 
#19 (HTA OR health technology assessment) 
#20 (report OR evaluation OR appraisal) 
#21 (#19 AND #20) 
#22 (#18 OR  #21)  
#23 (#17 AND #22) 

Results: 57 

 EMBASE (Embase.com) 

DATE: 24 March 2011 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 Organizational OR organisational 
#2 aspect OR effect 
#3 (#1 AND #2) 
#4 Organisa* consequences 
#5 (#3 OR #4)  
#6 'methods'/exp/mj 
#7 'methodology'/exp/mj 
#8 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#9 (#6 OR #7 OR #8)  
#10 'systematic review'/exp 
#11 meta AND 'analysis'/exp 
#12 meta+analysis 
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#13 guideline 
#14 'literature review' 
#15 (#10 OR #11 OR #12 OR #13 OR #14)  
#16 (#5 AND #9) 
#17 (#5 AND #15) 
#18 (#16 OR #17) 
#19 'health technology' NEAR/7 assessment 
#20 hta 
#21 (#19 OR #20) 
#22 report OR 'evaluation'/exp OR appraisal 
#23 (#21 AND #22) 
#24 (#19 OR #23)  
#25 (#18 AND #24) 

Results: 29 

 Cochrane Library (Bibliosan.it) 

DATE: 10 March 2011 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 Organizational OR organisational 
#2 aspect OR effect 
#3 (#1 AND #2) 
#4 Organisa* consequences 
#5 (#3 OR #4)  
#6 (methods):kw 
#7 (methodology):kw 
#8 (method* ):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#9 (#6 OR #7 OR #8)  
#10 "systematic review":ti,ab,kw 
#11 (meta analysis):ti,ab,kw 
#12 (guideline):ti,ab,kw 
#13 "literature review":ti,ab,kw 
#14 (#10 OR #11 OR #12 OR #13)  
#15 (#5 AND #9) 
#16 (#5 AND #14) 
#17 (#15 OR #16) 
#18 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#19 (health technology assessment):ti,ab,kw 
#20 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#21 (#18 OR #19 OR #20)  
#22 (#17 AND #21) 

Results: 15 

 



160 

11.h ETHICAL-SOCIAL DOMAIN  

 MEDLINE (Pubmed.gov) 

DATE: 13 May 2011 
LIMITS: Language (English, Italian), Fields (Title/abstract) 

Key words and search strategy 

#1 Social AND  (Effects OR aspects OR consequences OR analysis OR evaluation)  
#2 (Patient OR consumer OR stakeholder OR citizen) AND (Effects OR aspects OR consequences) 
#3 (#1 OR #2) 
#4 Ethical AND (aspects OR considerations OR evaluation OR analysis OR perspectives) 
#5 (#3 OR #4)  
#6 methods 
#7 methodology 
#8 method* AND (tool OR instrument OR analysis) 
#9 (#6 OR #7 OR #8)  
#10 (#5 AND #9) 
#11 “systematic review” 
#12 Meta analysis 
#13 Guideline 
#14  “literature review” 
#15 (#11 OR #12 OR #13 OR #14)  
#16 (#5 AND #15) 
#17 (#10 OR #16) 
#18 "Technology Assessment, Biomedical"[MeSH] 
#19 (HTA OR health technology assessment) 
#20 (report OR evaluation OR appraisal) 
#21 (#19 AND #20) 
#22 (#18 OR  #21)  
#23 (#17 AND #22) 

Results: 224 

 EMBASE (Embase.com) 

DATE: 13 May 2011 
LIMITS: Language (English, Italian) 

Key words and search strategy 

#1 Social AND  (Effects OR aspects OR consequences OR analysis OR evaluation)  
#2 (Patient OR consumer OR stakeholder OR citizen) AND (Effects OR aspects OR consequences) 
#3 (#1 OR #2) 
#4 Ethical AND (aspects OR considerations OR evaluation OR analysis OR perspectives) 
#5 (#3 OR #4)  
#6 'methods'/exp/mj 
#7 'methodology'/exp/mj 
#8 method* AND (tool OR 'instrument'/exp OR 'analysis'/exp) 
#9 (#6 OR #7 OR #8)  
#10 'systematic review'/exp 
#11 meta AND 'analysis'/exp 
#12 meta+analysis 
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#13 guideline 
#14 'literature review' 
#15 (#10 OR #11 OR #12 OR #13 OR #14)  
#16 (#5 AND #9) 
#17 (#5 AND #15) 
#18 (#16 OR #17) 
#19 'health technology' NEAR/7 assessment 
#20 hta 
#21 (#19 OR #20) 
#22 report OR 'evaluation'/exp OR appraisal 
#23 (#21 AND #22) 
#24 (#19 OR #23)  
#25 (#18 AND #24) 

Results: 501 

 Cochrane Library (Bibliosan.it) 

DATE: 13 May 2011 
LIMITS: Fields (Title/abstract/ keywords or keywords) 
 
Key words and search strategy 

#1 Social AND  (Effects OR aspects OR consequences OR analysis OR evaluation)  
#2 (Patient OR consumer OR stakeholder OR citizen) AND (Effects OR aspects OR consequences) 
#3 (#1 OR #2) 
#4 Ethical AND (aspects OR considerations OR evaluation OR analysis OR perspectives) 
#5 (#3 OR #4)  
#6 (methods):kw 
#7 (methodology):kw 
#8 (method* ):ti,ab,kw and (tool OR instrument OR analysis):ti,ab,kw 
#9 (#6 OR #7 OR #8)  
#10 "systematic review":ti,ab,kw 
#11 (meta analysis):ti,ab,kw 
#12 (guideline):ti,ab,kw 
#13 "literature review":ti,ab,kw 
#14 (#10 OR #11 OR #12 OR #13)  
#15 (#5 AND #9) 
#16 (#5 AND #14) 
#17 (#15 OR #16) 
#18 MeSH descriptor Technology Assessment, Biomedical explode all trees 
#19 (health technology assessment):ti,ab,kw 
#20 (HTA):ti,ab,kw or (health technology assessment):ti,ab,kw and (report OR evaluation OR 
appraisal):ti,ab,kw 
#21 (#18 OR #19 OR #20)  
#22 (#17 AND #21) 

Results: 125 
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GLOSSARY 

Study Protocol 

The study protocol establishes a priori the methods to be used in the conduction of a study  such as 

systematic review. In particular, the protocol specifies: the objectives of the review; the research strategy to 

be used for the identification of the studies in the principal databases; the inclusion criteria for the studies; 

the methods to be adopted for the studies’ selection and the quality evaluation; the statistical analyses to be 

used. 

HTA 

Health Technology Assessment (HTA) is a multidisciplinary process which studies the medical, social, 

organisational, ethical, and economic implications and the safety of development, diffusion, and use of 

health technology.  

Domain of evaluation 

This is a general aspect relative to the  technology, relevant for the purposes of a decision to introduce, 

utilise and manage the same and which, consequently, constitutes an important field of analysis according to 

the HTA approach. Examples of domains are efficacy, effectiveness, context of use, economics, safety etc) 

Sampling 

The set of statistical-mathematical operations which the researcher activates to select the sample from the 

population of reference. 

Probabilistic sample 

A sample whose statistical units are randomly selected and all have a known probability and nothing of being 

chosen. 

Full HTA Report 

Full HTA reports are documents stemming from the process of assessment, based on systematic revisions of 

scientific evidence focusing on aspects such as the efficacy, safety, effectiveness and efficiency of medical 

technologies, adapting the assessment to the health scenario analysed and depending on the requirements 

of the commissioning organisation. 

 Systematic review 

Systematic review is a research activity that synthesized and critically assessed all the available empirical 

evidence  that fits pre-specified eligibility criteria in order to answer a specific research question.  It  uses 

explicit, systematic methods that are selected with a view to minimizing bias, thus providing more reliable 

findings from which conclusions can be drawn and decisions made. 
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Meta-Analysis 

Meta-analysis is a clinical-statistical technique which enables the analysis of a series of studies conducted on 

the same argument, permitting a quantitative synthesis of the results which may be realised in the ambit of 

a systematic review. 

Cochrane Collaboration 

An international network whose mission is to provide support to decision makers in order that they take well 

informed decisions about health assistance, through the predisposition, management and maintenance of 

systematic reviews of the effect of health intervention, guaranteeing the accessibility thereof. 

CRD York 

This is a department at the University of York which handles the management of the following databases: 

DARE (Database of Abstracts of Reviews of Effects) which contains the abstracts of systematic reviews 

further to the works and protocols of Cochrane reviews and protocols; NHS EED (NHS Economic Evaluation 

Database) which contains the abstracts of economic assessment studies; and the Health Technology 

Assessment (HTA) Database which contains the details of all the HTA assessments completed or in course at 

the international level. 

Cochrane Library (CLIB) 

The Cochrane Library is a collection of databases, published on disk, CD-ROM and internet by the Cochrane 

Collaboration. It is published quarterly and includes: regularly updated reviews of the efficacy of health 

assistance; structured evaluations and abstracts of systematic reviews published in the principal journals; 

bibliographic information about over 446,000 controlled clinical studies; a manual, a glossary and other 

references on the methodology of systematic reviews; information about Collaborative Review Groups and 

other Cochrane Collaboration bodies; references to Internet for further information about the efficacy of 

health interventions. 

EMBASE 

The bibliographic database specialised in medical literature with particular attention to the pharmacology 

and toxicology sector. It is produced by Elsevier Science and contains more European literature with respect 

to Medline. 

MedLine 

The electronic database produced by the National Library of Medicine (USA). It covers the international 

biomedical literature from 1966 to date in the medicine, nursing, dentistry, veterinary medicine, health 

organisation sectors. Since June 1997 MEDLINE can be consulted free on the Web via the PubMed service, 

with daily updates of the data. 

AMSTAR 

An instrument for the evaluation of the quality of systematic reviews. 

INAHTA Checklist  
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The checklist is a guide for both those using INAHTA reports as a source of information and for those 

producing these documents; it indicates a series of important points which must be present in an HTA 

report, providing a brief, clear description. The scope of this checklist is to provide an initial orientation. 

Scatter plot 

A graphic representation of the statistical relationship between two metric variables or sets of data. 
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Authors’ Note 

The explorative review of the methods used for systematic reviews of economic evaluations studies, is also a 

result of the “Systematic review of the economic evolutions of the use of PET-CT for tumour stadiation” 

foreseen in the  IIIrd Ministry of Health – Agenas HTA Agreement. 

Given that the methodological approach must be agreed and the risks deriving from bias and uncertainty 

reduced to the minimum, Agenas decided to develop this aspect in this systematic review. The authors of 

the two systematic review collaborated and the results are considered common to the two systematic 

reviews and are not a duplication of the work. 
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