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PROPOSED EU REGULATION

ON ADVANCED THERAPIES AND AMENDING REGULATION EC 726/2004

Response to Commission Consultation Paper of 4th May 2005 on behalf of CARE for Europe 

BACKGROUND

CARE (Christian Action Research & Education) is a registered charity and ethical campaigning association supported by 100,000 individual Christians and churches of all denominations, the greatest concentration of these being in the United Kingdom.  Our stance on contemporary bioethical issues is summarised in the Declaration on Human Genetics and other New Technologies in Medicine appended to this Statement as Annex I.

CARE submitted written evidence and was later called to give oral evidence to the European Parliament’s Temporary Committee of Human Genetics and New Technologies in Medicine. We also gave evidence at the Public Hearing organised by the European Parliament at the commencement of the legislative process on the Directive on Human Tissues and Cells which has now been adopted as Directive 2004/23/EC. Our evidence statement to that Hearing is appended as Annexe II.

We support the ambition of the European Union to introduce a new regulation in this area in order to expedite the availability of new advanced medical treatments across the Union in the best interests of both patients and the commercial organisations developing these therapies. We are satisfied that the proposed quality controls to protect the health and safety of the recipients of advanced therapy medicinal products are likely to be both ethical and effective.

We are also particularly pleased to see reference back to the provisions of Directive 2004/23/EC on voluntary and unpaid donation of tissue and cells based on informed consent. However, we have an area of concern relating to the appropriateness of including in mandatory single market legislation certain potential therapies which are both ethically controversial and raise serious safety concerns. 

ETHICAL ISSUES

The proposed means of regulation for advanced medical therapies using products engineered from human tissues is a Regulation under Article 95 of the Consolidated Treaties of the EU. This Article is designed to harmonise legal regulation so that producers do not have to adapt their products to differing standards in different countries but instead by conforming to one single market standard can have access to the national markets of all EU Member States without further hindrance. 

CARE supports the use of this legal base for the vast majority of cases in order to speed access to new treatments for patients across the EU and make life easier for the developers of new therapies by only having to meet one single market regulation standard.

However, there are certain potential sources of human tissue for advanced therapies which are ethically very controversial and for the use of which no European consensus exists. Most notable among these being embryonic stem cells, germ cells, cells derived from parthenogenesis and material derived from cloned human embryos or human-animal hybrid or chimeric embryos. Paragraph 2.6. of the Consultation Paper (page 13) confusingly states that decisions concerning the use of these cells ‘are entirely under the competence of Member States’. But it must be appreciated that such a statement would cease to be true if the proposed Regulation under Article 95 were to be adopted in its current proposed form. The only way Member States could subsequently maintain national control over the use of such material would be to apply for a specific derogation under Article 30 in each and every case. Such derogations are not automatically granted and are subject to legal challenge at the Court of Justice.

If the Commission really wishes the statement contained in paragraph 2.6. of the Consultation Paper to continue to be true the only effective course of action to take is to exclude any advanced therapies derived from the use of such material from the scope of the proposed Regulation. The precedent for such an exclusion is already set by proposed Article 1(2) of the Regulation which at point b specifically excludes therapies derived from materials of animal origin from the scope of the Regulation. The Commission Consultation Paper explains at paragraph 2.2. (page 9) that this exclusion is proposed because these cells ‘raise highly specific safety and ethical issues’.   

We would argue that the controversial tissues and cells of human origin referred to in paragraph 2.6 of the same document raise similarly highly specific safety and ethical concerns. Medical research on embryonic stem cell therapies has so far not proceeded beyond the animal model stage precisely because of severe safety concerns (including  a strong tendency to tumour and carcinoma formation in the recipient). Indeed one of the ways that embryonic stem cell scientists use to determine whether they have isolated genuine embryonic stem cells or not, is to demonstrate that they form a specific type of tumour called a teratoma or teratocarcinoma.  (The latter is the cancerous version, but the non-cancerous version can also kill, especially if it forms in the brain, heart etc...). Although predifferentiation of cells in culture can reduce but not eliminate the risks, this extended culture can introduce further risks through development of chromosomal abnormalities such as aneuploidy which are linked to cancer.

In sharp distinction from this, somatic stem cell therapies are at the advanced clinical trial stage in human subjects and already showing promising therapeutic results in a wide range of conditions – a very good reason for supporting early adoption of the proposed Regulation as far as somatic (otherwise known as ‘adult’) stem cell therapies are concerned. 

The ethical controversy surrounding the procurement and use of embryonic stem cells is also well known with many Member States prohibiting the procurement and/or experimental use of such cells in their national legislation subject to criminal penalty.

For example, legislation exists in Austria, Ireland, Lithuania and Poland prohibiting all forms of human embryonic stem cell research. Whilst in Germany and Italy regulations prevent the derivation of new embryonic stem cells which necessitates the destruction of embryos but permit the use of cell lines derived before the law came into force, whether obtained domestically or by importation.

The only way to allow Member States to maintain their cultural and ethical diversity on this subject is to exclude therapies derived from such cells from the scope of the proposed EU Regulation and leave their introduction into individual national markets the subject of only national legislative control.

This proposal is, in any case, extremely unlikely to cause any delay in the availability of human therapies based on the use of such cells as research is currently such a long way from solving the safety problems observed in animal model experimentation referred to above. 

CONCLUSIONS
CARE generally welcomes the Commission’s proposed Regulation and the opportunity for response afforded by the current consultation process. We see the proposal as a fitting complement to the Human Tissues Directive which largely reflects the concerns we expressed during the parliamentary process. We applaud the aim to make advanced medical therapies available as soon as possible to the largest number of patients possible by limiting the regulatory hoops faced by producers to a single market Regulation. 

However, if the nod in the direction of subsidiarity on the authorisation of therapies ethically controversial sources of tissue included at paragraph 2.6 of the Consultation Paper is to have any meaning these sources of tissue must be excluded from the scope of the proposed Regulation in Article 1(2) alongside therapies derived from tissues of animal origin. 
SUPPORTING INFORMATION
Embryonic stem cell references – risks / abnormalities

Allegrucci C. et al (2004). Lancet 364:206-8. “Stem-cell consequences of embryo epigenetic defects.”  
Cervantes, R.B. et al. (2002). Proc. Natl. Acad. Sci. USA 99:3586-3590. “Embryonic Stem Cells and Somatic Cells Differ in Mutation Frequency and Type.”  

Dean, W. et al. (1998). Development 125:2273-2282. “Altered Imprinted Gene Methylation and Expression in Completely ES Cell-Derived Mouse Fetuses: Association with Aberrant Phenotypes.”

Erdo F, et al. (2003). J. Cereb. Blood Flow. Metab. 23:780-785. “Host-dependent tumorigenesis of embryonic stem cell transplantation in experimental stroke.” 

Hansson, M. et al. (2004). Diabetes 53:2603-2609. “Artifactual Insulin Release
From Differentiated Embryonic Stem Cells.”
Humpherys, D. et al. (2002). Proc Natl Acad Sci U S A 99:12889-12894. "Abnormal gene expression in cloned mice derived from embryonic stem cell and cumulus cell nuclei."

Sipione, S. et al. (2004). Diabetologia 47:499-508.  "Insulin expressing cells from differentiated embryonic stem cells are not beta cells.”  

Wakitani, S. et al. (2003). Rheumatology 42:162-165. “Embryonic Stem Cells Injected into the Mouse Knee Joint form Teratomas and Subsequently Destroy the Joint.”

ANNEXE I

DECLARATION ON HUMAN GENETICS AND OTHER NEW TECHNOLOGIES IN MEDICINE

We, the undersigned, acknowledge that scientific and technological progress has the potential to positively transform the health and wealth of our society. This cannot happen if this progress does not protect and promote human dignity; the right to life; the fundamental uniqueness and equality of every human being from the moment of conception to natural death; the special responsibilities of parents and families; and the promotion of individual and common good.

Despite the common contemporary perception of ethical pluralism that refuses to accept the existence of commonly shared European ethical principles, we hold that the tragic events of September 11, has demonstrated that there is universal agreement on the evil nature of some human acts (terrorism). Furthermore, that it is universally valid and ‘reasonable’ to pursue the moral ‘good’ of global peace. Thus, regardless of cultural or religious context, it is possible to construct a system of ethical principles that we can all share. Indeed, we affirm the fact that respect for human dignity is at the heart of every International and European legal Instrument upholding fundamental rights and is the foundation of every European constitution.

Respect for Human Dignity in the field of Biomedical research requires universal acceptance of the principle that Science must serve Humanity rather than Humanity serving Science. There is a particular need to protect vulnerable, handicapped, or unborn members of the Human Family. Human life, in whatever form, whatever its appearance or capacity, has inherent and indisputable dignity. Basic biological principles irrefutably show that from the moment of conception or creation the embryo inside or outside the womb is a unique human being with a unique genetic code. Even the creation of twins during the first days of life does not deny the individual character of these new human beings. The period of gestation of the Embryo requires no fundamental alterations or changes to the genetic pattern established at fertilisation. This fact alone seriously undermines the assertion that the embryo is merely a “potential human being” or the attempted distinction between “human beings” and “human persons”.

On research on human embryos and stem cells

The creation of human embryos for research purposes, the production of hybrids or chimeras and any commercial exploitation of human embryos must be forbidden. 

To allow research that involves the destruction of human embryos, and therefore research on human embryonic stem cells, would undermine the foundations of democratic societies, not least because it represents a form of instrumentalisation of some human beings for the sake of other human beings. This kind of research is therefore against human dignity and fundamental human rights and must be outlawed by civilised societies. Experimentation on the human embryo must only be permitted in individual cases where the aim is to protect the life and health of a specific embryo. Biomedical solutions in the field of human stem cell research must only be permitted with techniques using adult stem cells and the re-programming adult cells, more efficient than techniques using embryonic stem cells. 

On human genetic testing and interventions

Any intentional pursuit of research activity intended to modify the genetic heritage of human beings which could make such changes hereditary must be forbidden.

Pre- and post-natal genetic testing should only be permitted if it is demonstrated there is a reasonable proportionality between the risks involved for the embryo by the sampling technique and any the potential therapeutic benefits. Professional genetic counselling must always be provided. Patients and their families are entitled to professional, humane, and life-protecting guidance that supports them in their decision-making. Eugenic pressure on parents not to accept a child with a handicap should be outlawed. 

On human cloning

When human dignity is at stake in a civilised society, the ends can never justify the means.

Human cloning, regardless of its purpose and method, is ethically unacceptable and should be legally prohibited. Every clone created necessarily involves a violation of fundamental human rights and the human dignity that society must protect. We wholehearted commend the existing European and International agreements banning human cloning that have recognised the dangers of eugenics that we now face and urge European citizens of good will to stand together with us for the sake of future generations.

ANNEXE II

[image: image3.png]3




PROPOSED EU HUMAN TISSUES DIRECTIVE PUBLIC HEARING 29/01/03

Evidence Statement on behalf of CARE for Europe by David Fieldsend, Office Manager, Brussels

BACKGROUND

. 
Ladies and Gentlemen: Good afternoon. I represent CARE (Christian Action Research & Education) a registered charity and ethical campaigning association supported by 100,000 individual Christians and churches of all denominations, the greatest concentration of these being in the United Kingdom.  Our stance on contemporary bioethical issues is summarised in the Declaration on Human Genetics and other New Technologies in Medicine appended to this Statement.

We support the ambition of the European Union to introduce regulation in this sensitive area and are appreciative of the many benefits that flow from the availability of donated human tissues and cells. We are satisfied that the proposed quality controls to protect the health and safety of the recipients of donated material are likely to be both ethical and effective. However, we have a number of concerns in relation to the proposed regime governing the interests of donors. 

ETHICAL ISSUES

These issues are dealt with in Chapter III entitled ‘Donor Selection and Evaluation’ which will therefore be the focus of attention in this Statement.

To put the underlying ethical dilemma related to this process at its starkest we are dealing here with the ‘cannibalisation’ of one human individual to provide ‘spare parts’ which will improve the life chances, or even be essential to the survival of another human individual or individuals.

The EGE report felt that the only ethical justification there could be for this process was that of a ‘voluntary act of solidarity’ (para 7 of Explanatory Memorandum). We agree with that concept and consider that it is only fulfilled when the following six criteria are respected with regard to the position of the donor:-

1. The donation is basically an act of altruism and not primarily motivated by financial gain. AND The ‘voluntary’ nature of the donation is not undermined by the offer of a disproportionate financial inducement such that those in financially vulnerable circumstances will feel strong economic pressure to donate.

This also affects the position of the recipient. Where ‘donation’ is elicited by excess economic pressure there will be a temptation for ‘donors’ not to make a full and frank disclosure of their medical history in order to gain the financial inducement. Adverse public health consequences inevitably follow.
2. This ‘altruism’ on the part of the donor is not compromised by the possibility of donated material later becoming a basis for commercial gain by others.(1)

Unfortunately the high sounding language of Recitals 12 and 13 is not borne out in the proposed legislation at Articles 12 and 13. The mere ‘take fully into account the principles of’ in relation to the Convention on Human Rights and Biomedicine is too weak (2) and the ‘shall encourage’ wording in Article 12 is not an effective requirement at all (3). Only a binding legislative requirement can prevent high standards in this area being undermined by the ‘lowest common denominator’ Member State provision becoming effectively adopted through litigation at the European Court of Justice where single market considerations will take priority over unenforceable statements of principle.

3. The donor’s altruism is informed by full disclosure to them of the risks and benefits of the necessary procedures for procuring the material to be donated and transferring it to the recipient/s.

The information requirements at Annex III are the bare minimum and do not really form a satisfactory basis for Europe-wide safeguards. Something like the code for ‘Advance Directives’ contained in the recently considered United Kingdom Mental Incapacity Bill would be more effective.

4. The ‘voluntary’ nature of the donation is not undermined by the potential donor being in an emotionally, psychologically or otherwise vulnerable state. eg. elderly, handicapped, couples seeking fertility treatment etc.  

An age bar of 60 years should be considered to prevent pressure on elderly individuals to consent to an Advance Directive or tissue donation. 

5. The ‘voluntary’ nature of donation is not undermined by authorising the use of material from pre-birth human individuals who are not capable of granting consent in any meaningful sense.

Article 3/c states that the term ‘donor’ for the purposes of this Directive includes ‘non-natus’ sources of human cells or tissue. Such sources could not possibly comply with the principle of voluntary solidarity.

6. The ‘altruistic’ nature of the donation is safeguarded by the identity of both donor and recipient being mutually anonymous – with the exception of gamete donation for the reasons outlined below.

We believe that it is right that an exception to the general rule of donor anonymity should be made in the case of the donation of gametes (sperm and ova) for artificial reproduction. In a number of Member States adopted children now have the right to discover the identity of their biological parents once they reach maturity. It is considered to be such an indispensable part of the knowledge of ‘who they are’ that it should not be denied to them. Studies have backed up the need for this by documenting adverse psychological consequences from the denial of this right.  We do not consider that there is any sound argument for not extending this right to children conceived by artificial reproduction methods. Concerns that have been expressed about the possible adverse effect on the level of donations of the removal of donor anonymity have not been born out in practice in those jurisdictions where the right of artificially conceived children to know the identity of their biological parents has been granted. (4)

Where the donor is deceased or incapacitated we would expect these same criteria to be safeguarded in relation to responsible next of kin on the basis of their intimate knowledge of the donor’s intentions and outlook before they became incapacitated. However, we do not accept that there can be responsible next of kin in relation to embryos/foetuses who have not had the chance to communicate their wishes/intentions. We would also support an extension of these donor protection requirements to tissues taken for research purposes.

CONCLUSIONS
The Directive in its present form is not even handed as between the interests of donors and the interests of recipients of human tissues. Binding legislation is proposed to protect the interests of recipients by way of quality control of the testing, processing and storage of donated materials. However, the promotion of ethical standards for the donation process to implement the high sounding principles contained in the Recitals – specifically that donation should be purely voluntary, based on well informed consent and linked to the reassurance for the donor that donated materials will not subsequently be used as a vehicle for commercial gain – is left entirely to the discretion of Member States’ who are merely ‘encouraged’ to bear these principles in mind when forming their own legislation.

We strongly advocate a correction of this imbalance by making the interests of both parties the subject of binding community legislation. Not forgetting that these interests are, in any case, related as quality control will be compromised if and inappropriate level of financial inducements is offered to secure ‘donations’.

SUPPORTING INFORMATION
References

(1) See ‘Moore v Regents of the University of California (in Legislating for the New Predictive Genetics, Galton and O’Donovan, Human Reproduction and Genetic Ethics, vol.6, no.2, 2000) where it was ruled that ‘failure to inform a patient that a cell line from his spleen had been developed into a pharmaceutical product and patented, was a breach of fiduciary duty affecting the patient’s consent, or alternatively that there had been no consent.’
(2) The phrase ‘taking into account the principles of’ is a meaningless expression in legal terms. In Ishak v Thowfeek ([1968] 1 WLR 1718, PC) before the United Kingdom Privy Council it was held that one could take a principle into account and then promptly ignore it – but it had still been technically taken into account for legal purposes.

(3) If the Directive fails to introduce binding Community legislation on this matter it is likely, on the basis of precedent, to be ultimately decide by the European Court of Justice in the context of intra-Community trade. (see Advocate General  Van Gerven in Case C-159/90 SPUC v Grogan [1991] ECR 53 at paragraph 31.)

The EGE report refers to ‘the need to regulate the conditions under which human tissues circulate within the European market’. There is a single market. That market will not indefinitely tolerate the distortion generated by differential national procurement regimes. This particularly becomes the case if there is (as seems likely without community regulation) a widening divergence of treatment of ‘commercial’ considerations. Will donors in Member States sticking to a strict interpretation of voluntarism (or the Member State authorities acting on their behalf) be able to be confident that their donation will not become a means of commercial gain further down the line in a different Member State with a more liberal interpretation? Wouldn’t any export prohibition on this basis be seen as a barrier to trade? When importation of material from third countries is concerned there is supposed to be monitoring in place to ensure that procurement methods in that third country are up to European standards – but whose European standards? Likely those of the lowest common denominator, ie, the Member State with the most liberal interpretation of these provisions.

(4)
In Sweden the numbers of gamete donors dropped back following the introduction of legislation removing donor anonymity BUT they then began to pick up again and that trend has gradually reversed. ‘Evidence from Sweden and New Zealand indicates that not only can reports of a decline be exaggerated, but it is also possible for service providers to maintain viable DI services using only identifiable donors’ (Sharing Genetic Origins Information in Third Party Assisted Conception: A Case for Victorian Family Values? Blyth, Children and Society, vol. 14, no. 1, 2000). Similar legislation has also been passed in Austria and Victoria (Australia). In the latter case the legislation also allows the donor to obtain non-identifying information about the offspring.
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