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Background

GeneWatch UK is a not-for-profit organisation which aims to ensure that genetic science and technologies are used in the public interest. Over the past ten years, we have conducted a number of investigations of commercial genetic services provided via the internet, high-street stores, alternative health providers and private medical practitioners. All the tests we have investigated have made invalid clinical claims; including false claims about disease risk (including risk of cancer) and misleading statements about the role of genetic tests in decision-making about diets, supplements, medication and smoking cessation. Currently no common genetic variants have been identified that meet medical screening criteria for the general population, either singly in combination.
 Yet, many such tests are being marketed to the general population.

Our findings are consistent with investigations conducted by others, including the US Government Accountability Office (GAO)
,
 and academic researchers.

There is widespread agreement on the standards that genetic tests should meet: however, there is currently no monitoring or enforcement of such standards. This is widely regarded as inadequate to protect consumers.
,
 In the US, the FDA plans to expand regulation of genetic tests, requiring oversight of health claims.
 There is no reason why action cannot be taken in the EU and indeed such action is long overdue; the US Task Force on Genetic Testing first warned in 1997 that the rapid pace of commercialisation of new genetic tests would one day outstrip any capacity for oversight.
 In 2002 the European Parliament’s report on the EC’s Life Sciences and Biotechnology Strategy called on the Commission “to take the necessary steps for an EU-wide regulation on DNA-testing, choosing, if possible, a legal basis (e.g. Article 152 (health) or Article 153 (consumer protection))…”.

There is ample justification for regulation because consumers face an imbalance in information which leaves them unable to judge the validity or utility of the tests on offer. Further, misleading information may harm health.

The principles and rationale for GeneWatch’s position are outlined in our earlier submission to the 2008 consultation on revision of the Medical Devices Directives.
 
Many member states are adopting or will adopt new measures to comply with the OECD Guidelines for Quality Assurance in Genetic Testing and the Council of Europe’s Additional Protocol on Human Rights and Biomedicine, Concerning Genetic Testing for Health Purposes. In order to protect consumers and public health, and to provide a level playing field for businesses, revision of the IVDD should be consistent with these instruments. This requires provisions for genetic testing services to meet criteria for analytical validity, clinical validity and clinical utility. Consistency will also assist responsible providers with cross-border marketing of valid, useful tests within the EU and internationally and minimise the burdens on member states associated with implementing multiple instruments.

Question 1:

– Would you consider the adoption of a risk-based classification for in vitro diagnostic

medical devices as an improvement of the current European regulatory framework?

Yes. The current framework is inconsistent and leaves many devices with no regulatory oversight. In particular, all genetic tests are classified as low risk and CE marking requires only self-certification. In order to address the concerns highlighted above (consumer protection and public health) regulatory oversight is required. There is ample evidence (cited above) that without regulatory oversight genetic tests combined with misleading health claims will continue to be marketed. The GHTF model places all genetic tests into the moderate-to-high risk (Class C) category and thus, if combined with other amendments to the IVDD noted below, would enhance protection for consumers and their health.
The GHTF includes the European Union, United States, Canada, Australia and Japan and is thus a good starting point for the harmonization of standards for medical devices in international markets. We note that there was broad support for using the GHTF guidelines in previous responses.
 
– Are you aware of any consequences for the protection of public health?

The current system classifies genetic tests as low risk, meaning there is no oversight of claims. Failure to adequately regulate genetic tests will inevitably lead to multiple, conflicting interpretations of genetic risk and associated advice and products.
 Genetic susceptibility tests are already beginning to be used as the basis for personalised marketing of a wide variety of services and products.
 Harm to public health may be caused by:

· Wrongly identifying those at ‘high genetic risk’ or wrongly implying that these individuals have more to gain than others by taking particular advice or medication;

· Confusing or undermining public health messages, including advice to quit smoking or eat healthily;

· ‘Medicalising’ genetic risk: increasing costs and side-effects and exposing individuals to an unnecessary battery of tests and over-treatment;

· Creating unnecessary burdens on publicly funded health services, which may be required to provide follow-up advice or tests.

For more feared diseases, such as cancers or psychiatric disorders, misinformation could lead to unnecessary anxiety. However, the public health consequences of widespread misleading genetic information could be very serious even when the impact of such misinformation on individuals may appear to be relatively trivial: for example, when assessing genetic susceptibility to obesity or type 2 diabetes.  
– Can you provide economic data linked to a change-over to this GHTF classification

system?
GeneWatch UK is not aware of any economic data. However, there are likely to be significant cost savings for public healthcare systems and benefits for responsible manufacturers, as outlined below.

In the absence of oversight, it is clear that many genetic tests will continue to be marketed with misleading health claims. If introduction of the GHTF classification is combined with other amendments to the IVDD suggested below, this should restrict the market to tests that are valid and useful for health purposes. This will reduce the costs for public healthcare systems associated with unnecessary follow-up care (including unnecessary tests, treatments and consultations) and potential adverse impacts on public health (as a result of consumers receiving misleading or confusing advice about smoking or diets). It will also benefit companies selling high-quality genetic tests, since it is currently impossible for consumers to distinguish between a valid and invalid test (for breast cancer risk, for example). Because the GHTF guidance is international and has been developed in collaboration with manufacturers it will also help to ensure a level playing field for businesses.
Although cost-effectiveness analysis is beyond the scope of the IVDD, undertaking such analysis requires data on clinical validity and utility. Improving regulation would therefore have the added benefit of laying the groundwork for cost-effectiveness analysis. This would assist public healthcare services in making rational decisions and aid manufacturers, who are likely to gain access to much larger markets if they can demonstrate cost-effectiveness in the future.

Finally, introducing a regulatory system that is consistent with member states’ other obligation, such as adherence to the OECD guidelines and the Council of Europe’s Genetic Testing Protocol, will simplify compliance and save costs.

Question 2:

In the context of a possible adoption of a risk-based classification according to the

GHTF model (see above 1.) do you see a need for amending the current conformity assessment procedures for in vitro diagnostic medical devices?

Yes.
Question 3:

If yes, in your view which are the conformity assessment procedures that should be deleted or amended and why?

The procedures would need to be amended to reflect the different classification scheme and to be consistent with other amendments to the Directive (see below).

Question 4:

Would you consider appropriate to require for all IVDs, except for those in class A of the GHTF classification, at least the pre-market control of the manufacturer's quality management system by a third party as laid down in GHTF/SG1/N046:2008?

Yes. This is a minimum requirement to maintain standards and ensure analytical validity.

Question 5:

In the context of the "batch release verification", do you consider that a control of

each batch of manufactured high-risk IVDs should be required prior to their placing on the market?

Yes.

If yes, what would be the purpose of batch release verification and which IVDs should be subject to such a control?

The purpose would be to demonstrate that the relevant batch of reagents performs according to the manufacturer’s claims. This is necessary for all IVDs.

If yes, how (testing, verification of the results of the tests) and by whom (manufacturer under the control of notified bodies, notified bodies, independent laboratories) these controls should be performed?

The manufacturer should perform the tests but the results should be recorded and available for inspection by Notified Bodies.

Question 6:

Should the use of Common Technical Specifications (CTS) be maintained for high risk IVDs? Should CTS also be adopted for other IVDs?

The current lack of CTS for anything other than Annex II, list A devices means that there is no guidance for genetic tests. This issue should be addressed.

Question 7:

Would it be necessary to maintain the exemption provided for by article 1(5) of Directive 98/79/EC and why?

Yes, but its application should be more specifically defined. Further, the exemption should not include laboratory accreditation, which should be an essential requirement for all tests.

There is a need to maintain the exemption in some form because some tests would not otherwise be available. These include:

· Tests for rare diseases: for which it is generally impractical to supply sufficient clinical data;

· Cytogenetic tests (karyotyping): which is undertaken on an individual patient-by-patient basis using a microscope;
· Tests for rare inherited forms of common diseases: where a specific mutation may need to be identified and tested within a specific family;

· Experimental tests which may require urgent introduction on public health grounds (e.g. to identify a new virus); 

· Other rarely used confirmatory and customised tests.

Question 8:

If the exemption provided for by article 1(5) of Directive 98/79/EC should be clarified or limited, which of the following items you would consider as appropriate in order to clarify the scope of this exemption and ensure a high level of safety:
Item 1:

Better define the concepts of "in-house test", "health institution", “premises of a manufacture or premises in the immediate vicinity”. Could you suggest an appropriate definition for these terms?

Yes, clearer definitions are needed. In the US a major problem has arisen with ‘laboratory-based tests’ as they have provided a loophole via which numerous misleading genetic tests have been marketed direct-to-consumer (the FDA has announced it will act to regulate such tests in the future). It is therefore important to be clear regarding definitions. This will also restrict the exemption to areas whether it is genuinely necessary and avoid it being used to create unfair competition with other manufacturers.

The exemption should continue to apply only to public-sector health institution laboratories which come directly under the regulatory competence of member states. It should cover only devices genuinely manufactured by the laboratory, or exchanged within a network of other institutions also meeting the exemption requirement.

Item 2:

Require that all "in-house tests" fulfil the essential requirements of the Directive 98/79/EC, without being subject to a CE marking?

No. This would be equivalent to CE marking, which is too burdensome for rare or customized tests.

Item 3:

Require that all high risk "in-house tests" are excluded from the exemption provided for by article 1(5) of Directive 98/79/EC and then have to fulfil the essential requirements of the Directive 98/79/EC including the involvement of a notified body?

Yes, for the subset of high risk tests, oversight is important to protect health and would not be overburdensome.

Item 4:

Submit the health institutions and premises referred to in Article 1(5) of Directive

98/79/EC that manufacture "in house tests" to accreditation, based on ISO 15189, or equivalent regulation at national level?

Yes. This should be a minimum requirement for all tests.

Please indicate one or more items that you would consider as appropriate while explaining why you consider these items as appropriate and providing data where possible.

In case you consider none of these items as appropriate or if there are, in your opinion, other options that are appropriate please indicate them.

Question 9:

If the exemption provided for by article 1(5) of Directive 98/79/EC should not be

maintained, would you consider it necessary to exempt in vitro diagnostic medical devices intended for diagnosis and monitoring of diseases or conditions affecting not more than 5 in 10,000 persons in the European Union from the scope of the IVD Directive and, if yes, why?
No.
It is better to maintain the exemption for (more tightly defined) in house laboratory testing because:

(i) without the exemption some other tests (not just tests for rare diseases) may become unavailable, as outlined above;

(ii) test kits for rare diseases also require regulatory oversight to protect patients.

Question 10:

Do you see a need for a clarification of the scope of Directive 98/79/EC to make clear that it covers all genetic tests that have a direct or indirect medical purpose while clarifying that tests without any direct or indirect medical purpose remain outside the scope of the Directive 98/79/EC.

Yes. 
If you consider that there is a need to clarify the scope of Directive 98/79/EC as regards genetic tests, which of the following items would you consider as appropriate:

Item 1:

Extend the scope to all genetic tests by adding a specific indent in the definition of in vitro diagnostic medical devices regarding devices which pursue the purpose of providing information concerning “results obtained by analysis of the genome”.
Should, in this case, an exclusion be introduced in the Directive 98/79/EC as regards some categories of tests (negative list) e.g. paternity, DNA comparison?

Genetics-based laboratory testing includes: 

· cytogenetic tests (chromosomal-based) which identify numerical or structural anomalies of individual chromosomes or chromosomal complement;

· molecular genetic tests (DNA or RNA-based) which identify sequence alterations in the DNA molecule at the nucleic acid level and their functional significance, and perhaps also epigenetic changes;

· biochemical genetic tests of proteins or metabolites which identify the effects of DNA sequence alterations at the protein level. 

Such testing can have a variety of health-related purposes.

Forensic, ancestry and paternity tests clearly fall outside the scope of the Directive. However, all health-related tests should be included.
If this option is used the definition of a genetic test needs to be broadened to include RNA-based tests.

Item 2:

Clarify that tests, including genetic tests, with a direct or indirect medical purpose are included within the scope of Directive 98/79/EC.

This option may be easier than defining the type of testing.

Tests with a direct medical purpose include those which claim to diagnose or predict disease or drug response (pharmacogenetic and pharmacogenomic tests), or identify genetic susceptibility or genetic predisposition to any disease or medical condition. The Directive should be amended to specifically include these purposes. Genetic tests which claim to predict health-related traits such as ‘nictotine addiction’ or ‘antioxidant capacity’ (i.e. to identify or predict responses to hazardous substances or allergens) should also be explicitly included, as should any test combined with medical advice (including advice on diet, smoking cessation or other health-related lifestyle, supplements, functional foods, medication or any follow-up tests or treatment).
Question 11:

Do you see a need to create additional requirements or restrictions for direct-to consumer genetic tests in order to ensure a better level of health protection? If yes, on which aspects?

Yes. The oversight for all genetic tests should be equivalent in the sense that the same quality of information should reach the individual taking the test (or deciding whether or not to take the test). However, if tests are supplied DTC this places additional obligations on the manufacturer/distributor because of:

1. The lack of specialist involvement in test interpretation and patient support;

2. The difficulties in ensuring ethical standards are met.

Asymmetry of information

Lack of reliable information for the consumer to make an informed choice is a common justification for regulatory action. In this case, misleading information may also harm health, so protection of public health provides further justification for regulation.
Whilst the involvement of medical professionals does not necessarily prevent misleading information being provided (see Question 14), DTC genetic tests increase the dependency on the customer on the information provided to them by the supplier. The consumer is sometimes not even informed of which genetic variants are being tested, making independent verification of claims impossible, and even when this information is provided, verifying claims is a time consuming and specialist task. The problem is exacerbated because many published genetic association studies have not stood the test of time: many associations have been invalidated by meta-analyses of subsequent studies or by larger-scale studies which fail to replicate results, and there is also a general tendency for the risk associated with a particular variant to reduce with time. Further, there is no consensus on the algorithms that should be used to predict risk based on multiple variants.
,

The interpretation of some genetic tests may also vary with family history and they may not be suitable for use in the general population. The risk associated with a particular variant can vary significantly with time, even in the same population, indicating an important role of environmental exposures in influencing risk.
,

In GeneWatch’s experience, all the companies we have investigated have provided multiple references in academic journals to support their claims: but in all cases these references have been selective and failed to highlight other studies which reach different conclusions and which in some cases invalidate the claimed results.

Ethical standards

There is considerable evidence that some DTC tests are being marketed for use on children, contravening existing ethical standards which require the testing of children to be restricted to tests which are necessary for their medical care until they have the capacity to make their own informed decisions.
,
 The 2010 GAO investigation also uncovered an example of a US customer who was encouraged to test their fiancé without their knowledge or consent. Adults who lack capacity may also be vulnerable to being tested outside a medical context. For example, the US company Psynomics claims to offer genetic tests to “help millions of people suffering from mental illness” (although sales are currently suspended). 

In GeneWatch’s view, all internet sales are problematic because there is no mechanism to verify age, capacity, or whether the individual from whom the sample came has given their consent. Face-to-face contact is necessary to ensure this, and professional codes of conduct are required so that there is a clear incentive for the consent process to actually take place. Such an approach need not necessarily restrict access as tests that require a lower level of specialist involvement could be provided via pharmacists or in other environments that are easily accessible. 

Policy options

The policy options are:

· To exclude all health-related genetic tests from DTC marketing;

· To exclude some tests from DTC marketing but not others;

· To introduce additional labeling requirements for some/all genetic tests and/or introduce other restrictions (such as a compulsory warning that the test should only be performed with the informed consent of the individual).   

GeneWatch’s preferred option is that all health-related genetic tests require professional involvement in order to ensure that the requirements for fully informed consent are met. However, the level involvement necessary may vary considerably between e.g. a predictive test for Huntington’s Disease which requires specialist counseling, and other categories of test e.g. pharmacogenetic tests, which might in future be available from a pharmacist.
Regardless of any marketing restrictions and/or labeling requirements for specific tests, all health-related genetic tests (however they reach consumers or patients) require clinical assessment before use. This is discussed further in the responses below.
Question 12:

Do you see a need to amend the definition of "putting into service" to make it clear that it covers also the in vitro diagnostic medical devices that are not placed on the market but used for the delivery of results within the Community?

Yes. In the current market, genetic services companies often act as intermediaries between laboratories and customers. Private medical practices, alternative healthcare providers, retail outlets, pharmacies and health clubs may act as additional intermediaries to market and sometimes further interpret the tests. Tests may also be marketed on the websites of third parties, and a number of alliances have been formed in which product manufacturers (e.g. of supplements or herbal remedies) may market tests interpreted by a genetic services company via their own distributors, combined with advice to buy the products. In many cases the laboratory undertaking the analysis may be in a different country from the genetic services company that makes the clinical interpretation, and the test distributors and customers may be elsewhere. In order to provide adequate protection for European consumers, the IVDD should be amended so that all tests that are put in to service in the EU are included. The company putting the test or tests into service should be responsible for meeting the requirements.
Question 13:

Do you see a need to introduce other specific requirements for tests used for diagnostic services, especially when the results of the tests are provided directly to consumers, such as minimum requirements for advertising?

Direct-to-consumer advertising of tests that are only available via clinical genetics services should be illegal. The IVDD should state explicitly that advertising, promotional and technical claims for molecular genetic tests and devices should accurately describe the characteristics and limitations of the tests offered (OECD Guidelines paragraph A.9).
Question 14:

Do you see a need to add specific requirements for "point of care" or "near-patient" in vitro diagnostic medical devices? If yes, regarding which aspects (e.g. information supplied by the manufacturer)?

Yes. GeneWatch has identified a number of circumstances where misleading tests have been marketed via medical professionals. 
For example, the Austrian company Genosense Diagnostics
 is marketing its Genosense genetic via private medical practices in 30 countries. Its UK partner is Genetic Health, based in Harley Street, London. GeneWatch UK conducted an assessment based on the description of the tests provided on Genosense’s website in May 2007. Overall, the findings were:
,

· For most genes included in the tests, no large-scale evidence was available to conclusively establish a relationship between the common genetic variant identified (the polymorphism) and the claimed disease. Even where this relationship was clearly established, the clinical validity of the test was unclear and for most tests the predictive value was unknown. 

· For several genes included in the tests, large-scale evidence suggests that the association between the genetic variant and increased risk of a particular condition is invalid (i.e. the tested gene has nothing to do with the claimed disease). 

· Large-scale evidence of clinical utility in the general population was not available for any of the genes included in the tests (i.e. there is no evidence that taking particular advice or treatments based on the test results is of any benefit to health).

Our investigation highlights the need to assess the clinical validity and utility of all health-related genetic tests. It also highlights the need to ensure that reliable information reaches consumers even when medical professionals are involved and that this might not be the case outside of professional clinical genetics services. This and other examples suggest that provision of information to the patient/consumer is critical for point-of-care testing

Question 15:

Do you see a need to further clarify the requirements regarding clinical evidence for in vitro diagnostic medical devices?

Yes.

Question 16:

On the basis of the above, do you see a need to extend the requirements regarding the demonstration of the clinical validity in Directive 98/79/EC?

The OECD guidelines for quality assurance in molecular genetic testing state that laboratories should make available information on the analytical and clinical validity of tests (A.ii) and that laboratories should make available to service users current evidence concerning the clinical validity and utility of the tests they offer (B.vi).
 
The Council of Europe’s Additional Protocol on Human Rights and Biomedicine, Concerning Genetic Testing for Health Purposes states (Article 5)
:

“Parties shall take the necessary measures to ensure that genetic services are of appropriate quality. In particular, they shall see to it that:

a.  genetic tests meet generally accepted criteria of scientific validity and clinical validity; 

b.  a quality assurance programme is implemented in each laboratory and that laboratories are subject to regular monitoring;

c.  persons providing genetic services have appropriate qualifications to enable them to perform their role in accordance with professional obligations and standards.”

A series of recent scientific studies have highlighted the poor predictive value of tests of multiple genes associated with hypertension
, breast cancer
, heart disease
, type 2 diabetes
, and Alzheimers’ Disease
. These studies illustrate that tests of multiple genetic factors associated with common diseases are generally not useful to guide clinical or person decisions. In fact, no tests of common genetic variants, either singly or in combination, currently meet medical screening criteria for use in the general population because they have poor predictive value.

The SACGHS report notes that significant harms (real or potential) can occur if a genetic test is used before its clinical validity is understood (pages 108-111). For example: “In the event of false-positive test results, individuals may be exposed to an unnecessary battery of testing or treatment. A false-negative test result could give false reassurance regarding risk due to nongenetic causes or induce psychological effects such as survivor guilt. False-negative results may delay diagnosis, screening, and treatment”. Janssens et al. (2008) found significant associations with disease risk for fewer than half of the 56 genes included in commercially available genomic profiles used to assess health risks and personalise health interventions. 
 

Thus there is ample evidence that clinically invalid tests are being marketed and that such tests may be harmful to health.

Further, when multiple genetic and environmental factors play a role in a disease, a variety of different genetic models are consistent with existing data, but the risk information that should provided will be different depending on the model.
 Until these issues are resolved, people will continue to be given multiple different interpretations of their genetic risk from different gene testing companies. Such interpretations are essentially meaningless, because most of the predicted heritability of common complex diseases remains unexplained.

Question 17:

In the context of the above, do you see a need to require the demonstration of the clinical utility of the parameter in Directive 98/79/EC? If yes, how should the clinical utility be demonstrated?

Yes. However, it is important to be clear that claims about utility relate to the purpose for which the device or service is marketed. If the claim is simply that the test has diagnostic or predictive value this is covered by assessment of clinical validity. If claims are made that the test will aid decisions on lifestyle, medication, supplements or the need for any follow-up tests and treatments, these claims should also require demonstration of the necessary evidence that tailoring the intervention to the test result is of benefit to health. Pharmacogenetic/genomic claims are clearly a subset of such claims (see response to Q19). Demonstration of clinical utility requires clinical evidence that health outcomes are improved by taking the test combined with the recommended course of action. In the absence of utility claims it may be sufficient to demonstrate clinical validity (i.e that the test provides meaningful information about risk, and includes data on positive predictive value etc.).
The OECD guidelines state that laboratories should make available to service users current evidence concerning the utility of the tests they offer. The annotations to the Guidelines state that clinical utility refers to the anticipated effect(s) of the clinical use of the test result, including on health outcomes, recognising that a variety of factors influence this outcome. The Council of Europe’s Protocol states (Article 6):

“Clinical utility of a genetic test shall be an essential criterion for deciding to offer this test to a person or a group of persons”.

The US Secretary’s Advisory Committee on Genetics Health and Society (SACGHS) defines the clinical utility for clinical decision-making as the balance between the benefits and harms of testing and ensuing follow-up evaluation, treatment or prevention (page 117).
 Thus assessment of clinical utility is essential to prevent harm to public health. Clinical utility must be evaluated within a specific context and utility may vary, depending on the context and available alternatives. In 2003, the Institute for Prospective Technological Studies (IPTS) of the EC Joint Research Centre (JRC) warned that “the problem of increasing number of tests that are performed with a dubious clinical utility should be considered as they might become in the near future an unnecessary burden for health care systems” and stated: “As there are potential harms attached to genetic testing, tests should only be considered if benefits clearly outweigh harm”.
 The IPTS/JRC also noted: “There seems to be a trend to overestimate clinical utility of the tests. It would be wise to set up a European (or International) review board to determine whether the specific criteria have been correctly fulfilled before a test is introduced in clinical practice or marketed as a commercial product.” In 2004, the report of the EC’s expert group on genetic testing
 stated: “Proof of clinical utility and subsequent validation of all genetic tests are prerequisites before their implementation into clinical routine”.
Although a role for EMEA in medical devices regulation was reportedly rejected by many respondents in previous consultation responses (on the grounds that it would be overburdensome for many medical devices), EMEA already plays a role in oversight of medication associated with pharmacogenetic/pharmacogenomic tests (see response to Q.19). Further, there is evidence that clinicians do not with to use companion diagnostics to aid prescribing decisions unless and until utility is demonstrated (see response to Q.19): providing such data and requiring independent oversight would therefore not be overburdensome but rather would allow and enable providers with valid, useful tests access to the market. Genetic tests may be accompanied by other advice (e.g. advice on lifestyle, supplements or functional foods) rather than prescription medication: however, there is considerable overlap between pharmacogenetic and non-pharmacogenetic tests. It therefore makes sense for a subcommittee of EMEA to act as the notified body for the purpose of assessing the clinical validity and utility of all genetic tests and for its role in relation to pharmacogenetic tests to be formalised.

Question 18

Would you consider the possibility of a conditional CE marking in certain situations useful? Which situations would you think of and which conditions, including procedural requirements, would you consider necessary?

Conditional CE marking may prove necessary in situations of public health emergency, where it is possible to imagine that genotyping a virus or bacteria might aid diagnosis in some circumstances. However, it would not be appropriate for tests of the human genome which relate to chronic (non-emergency) conditions. As noted above, premature introduction of such tests is more likely to do harm than good.
Question 19:

Which options do you see to guarantee a high quality of IVD medical devices used as companion diagnostics?

Clinical claims associated with pharmacogenetic/pharmacogenomic tests include that the test will:

(i) indicate whether an individual is at risk of an adverse drug reaction or poor response to the drug (lack of efficacy);

(ii) assist the physician and/or patient in selecting the right drug or prescribing the right dose of medication. 

These are essentially claims of clinical validity and utility respectively. 
Many genetic variants have been identified which influence an individual’s metabolism of a wide range of medications. A few provide important information to improve health outcomes. However in general, most pharmacogenetic tests have proved to be poor predictors of drug response and to lack clinical utility. To date, although many common genetic variants (polymorphisms) have been identified which influence drug metabolism, pharmacogenetic testing has rarely proved to be medically justified, except prior to prescribing a few specific drugs. 
,
,
,

In its report of pharmacogenetics and pharmacogenomics (PGx), the Institute for Prospective Technological Studies (IPTS) of the EC Joint Research Centre (JRC) has noted (page 19)
: “The In-Vitro Diagnostics (IVD) Directive sets out a common regulatory process for diagnostic devices in the EU which include the test component of a PGx drug-test combination. However, the EMEA is concerned that the CE mark is granted solely on the basis of technical accuracy and not of clinical utility. This is important as the evidence supporting clinical utility is regarded as one of the main challenges facing PGx”. The report also notes that it is not clear how diagnostic use could be enforced or how tests outside the scope of the IVD Directive could be regulated.

The EMEA currently approves some drugs which require a companion diagnostic but does not have formal oversight of the tests themselves. This is illogical because the quality of the test, including its analytical and clinical validity and clinical utility will affect health outcomes. It would be preferable for the EMEA to have a formal role under the Directive for the purposes of regulating the clinical validity and utility of pharmacogenetic tests. 
It is worth noting that clinicians have generally been reluctant to use pharmacogenetic tests in the absence of data on clinical utility and that publicly-funded healthcare services are also unlikely to implement tests that are not cost effective. Data on clinical utility is a pre-requisite for cost-effectiveness analysis, so a mechanism to collect and evaluate utility data would be likely increase market opportunities for companies producing tests that improve health outcomes.

For further information contact:

Dr Helen Wallace

Director

GeneWatch UK

Email: helen.wallace@genewatch.org
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