In the last issue (17.2) Catherine Clarke wrote about psychopharmacogenetics and the possibility of testing for metabolisation so as to prevent the terrible ‘side-effects’ of psychiatric medication. Catherine is a mental health carer.
SIDE EFFECTS & PSYCHOPHARMACOGENETICS:

POLICY-MAKERS KEEP DODGING THE ISSUE 

Catherine Clarke

Introduction: Department of Health evasions and the failure really to include users and carers

What is behind the blocking of the truth about the side-effects of psychiatric drugging and the refusal to employ pharmacogenetic testing, which would be so helpful in preventing those ill effects? Where does the information come from which makes up the ‘Clinical Excellence’ National Guidelines for the NHS? 

As a carer, I have been involved with a number of Government initiatives supposed to improve mental health services and care. I have repeatedly met with excuses, claims that pharmacogenetics does not fall within the group’s mandate, and delaying tactics calling for yet more government initiatives to embark on extensive research on the cost-effectiveness of psychopharmacogenetic testing. My own increased awareness is that such initiatives base their work predominantly on information provided by the pharmaceutical companies. And I don’t know of any organisation or initiative which can be trusted to address the fundamental problems of psychiatric medication, or bring them into professionals and public awareness. 

Pharmacogentic Research

In the last issue of Asylum magazine I referred to pharmacogenetic research undertaken by the National Institute for Health Research Coordinating Centre for Health Technology Assessment (NCCHTA). This is now renamed: the Evaluation, Trials and Studies Coordinating Centre (NETSCC). NETSCC research into the suitability for the genotyping test prior to neuroleptic prescribing has now indicated the need “to either demonstrate or refute the ability of pharmacogenetic testing to assist in the development of individualized patient care in the area of schizophrenia”.
 

In line with this aim, NETSCC suggested further research needs to include: explicit information about patient selection; a large number of patients who are Poor Metabolisers; investigating all currently used anti-psychotics; “environmental factors such as smoking, concomitant medicines, medicine adherence”; ethnicity. Economic-validity studies would include “improved evidence… sought on the link between improved schizophrenia care and life expectancy”, and “data that identifies the pattern of adherence, length of time in relapse and cost of care (including cost of care provided in the community.” A final decision has yet to take place whether this research will take place.  

NETSCC’s pharmacogenetic research for general medication is only slightly ahead of this position. Nevertheless, a number of pharmacogenetic tests are routinely carried out in general practice prior to treatment for various diseases. And doctors have not waited for the research outcomes. It seems that ground-floor experience in general medicine has shown the necessity for such tests prior to prescribing. Bearing in mind the length of time needed for further research, I think all psychotropic prescribers could emulate their colleagues’ practice for the genotyping test prior to treatment. However, the cost quoted by NETSCC for the psychopharmacogenetic test was £300. This compares with the current cost of £30 for a test for Azathioprine, used in organ transplantation and autoimmune disease. I believe the £300 quote is over-inflated and could well dissuade the Government from further research.  

The DH’s New Ways of Working: Mental Health Pharmacy Group. 
In 2006 I became a carer member of the Department of Health’s New Ways of Working (NWW) Mental Health Pharmacy Group. It quickly became clear that pharmacogenetics was simply not on the agenda.

I spoke up about the differences between people’s capacities to metabolise - to process medication (or not) - and how much it affected the outcomes. There was a deathly silence. The Chair said she didn’t know what I was talking about. One acclaimed ‘expert’ pharmacist eventually said that pharmacogenetics was an important issue and would be raised at the next meeting. But this did not happen. 

Two meetings later, when I again raised the question of pharmacogenetics, I was informed the issue had been addressed at “a top level meeting” at the National Institute of Clinical Excellence (NICE), but NICE had decided that pharmacogenetics was not in the remit of the NWW Mental Health Pharmacy Group. The issue was not mentioned in the Final Report. 

Such high-handedness is hard to credit. What does ‘New Ways of Working’ indicate if not real change or progress? Yet in this case it seemed that NWW would only consider delivering an improved pharmacy service based on the existing questionable ‘medical-model’ treatments. This was the first of many Department of Health (DH) documents I have seen which deliberately omit reference to pharmacogenetics. 

Because I insisted, a further DH meeting about pharmacogenetics took place in 2008. The idea was to raise concerns about pharmacogenetics being voiced by a group of us, including a nursing lecturer, carers and service-users. This was to see how the issue might be progressed nationally. Proceedings began with an hour-long slide presentation about pharmacogenetics. This was given by an Honorary Consultant Psychiatrist and member of the Executive Committee for Psychopharmacology Special Interest Group (PSIG) at the Royal College of Psychiatrists (RCP). Their presentation left little time for carers or service users to present all the issues which concerned them. Discussion was difficult, due to the apparent ‘emotional sensitivity’ of one psychiatrist. Eventually it was decided that a letter would be sent to the President of the Royal College of Psychiatrists (RCP), asking for support for the role of the PSIG, so as to give psychopharmacology a higher priority, and maybe get extra funding. 

Then it was discovered that the RCP’s PSIG is only concerned with research into pharmacogenomics, not pharmacogenetics, which is quite different. Pharmaco-genomics is concerned with identifying the genes which cause specific diseases. Yet despite years of research there is no evidence at all that schizophrenia has a genetic cause. So the agreed letter was not sent.

The position of the Government’s policy-maker, NICE

Two weeks later the full group received the minutes. Included was another report: Pharmacogenomics Briefing Update. This was based on discussions with Dr Tim Kendall. Dr Kendall holds a number of key positions nationally, e.g., at NICE, at the Royal College of Psychiatrists and at The National Collaborating Centre for Mental Health, as well as powerful positions at the Sheffield Care Trust. The Update was dated three months prior to our DH meeting and comprised the following points:

1. There is no evidence that psychopharmacogenetic screening should take place at this time.

2. Screening for all would not be cost effective.

3. However, pharmaceutical companies may support it as it would provide a useful stream of income.

4. There may be a place in the future for selective screening for people with different phenotypes.

5. Recognising that there are different rates of metabolising, current schizophrenia guidelines recommend always starting with low dosage of drugs, and that this should be carefully monitored.

6. If side-effects are observed at low dosage levels, this is potentially a group that should be screened; additionally, those on high doses, who have not responded, would be another group to consider for screening.

7. There is a review of NICE’s Schizophrenia Guidelines currently underway.

8. Dr Kam Bhui and the Schizophrenia [SCZ] Guidance Development Group are currently considering how to address inequalities in SCZ, especially those around Black, Minority, Ethnic (BME) groups... and in particular, access and engagement with services.
9. They may also scope the feasibility of looking at the evidence around treatment differences and pharmaco-phenotypes in different groups. However, this will depend on the volume of work and the timescale for revision of the SCZ guideline.
10. It is likely that pharmacogenomics will be considered in future guidelines, wherever there is evidence. This would always include addressing cost-effectiveness.
11. This will not, however, obviate or replace the need for the careful use of medication, in which initial doses should be low and then titrated according to response and the emergence of side effects.

Issues raised by the NICE statement

1. In the Update, NICE recognises that “there are different rates of metabolising”. However this Update is accessible neither to professionals nor to the general public. In comparison, everyone does have full access to the NICE Guidelines for Schizophrenia and Depression. But not once does either refer to the problems of metabolisation. How can ground-floor prescribers understand the need for low doses of neuroleptics in association with the variable metabolising rates when they have never heard of pharmacogenetics?  

2. The Update frequently mentions cost-effectiveness. This seems to be used as a reason to keep the scientific information from a wider audience, and certainly out of the wider public domain. This subsequently limits the number of prescribers and individuals who would be able to access and try out genotyping tests for themselves. In my view, cost-effectiveness should be treated as an issue separate from that of the availability of information. 
3. When considering the cost-effectiveness of pharmacogenetic testing, NICE really ought to consider the total long-term costs to the Government - the costs of life-long care for each patient as against a few pounds for carrying out an up-front genotyping test. Besides, if testing were routine, the increased volume of production would be bound to pull the cost down.

4. It would be tantamount to racism to give the test only to Black Minority Ethnic (BME) patients. For, although 40-50% of BMEs are Poor Metabolisers (PM) for the CYP2D6 pathway, so are 10% of Caucasians, and 35% Caucasians are Intermediate Metabolisers.

5. The Update referred to “the emergence of side effects”.  Unbelievably, one leading psychiatrist at this DH meeting remarked that if neuroleptic side-effects were problematic, patients could stop the medication, as with general medicine. He seemed to fail to appreciate that ‘sectioned’ patients cannot choose to stop their medication. Besides, due to drug dependency, stopping a neuroleptic would cause many patients to experience a ‘cold turkey’ psychotic reaction. 

When I raised this issue at a NWW Mental Health Pharmacy meeting, a leading pharmacist simply denied neuroleptic dependency. Perceiving a confrontation, the Chairperson called a halt to any discussion of the matter, leaving the pharmacist and I stonily glaring at each other. It seems that the DH is also in denial of the issue of neuroleptic dependency. 

*

Had we all received that Update prior to the meeting, we would have been able to request that these issues should go on agenda. 

Additionally, in effect, the belated Update made a mockery of that meeting. For it appeared that the ‘expert’ outcome had already been decided without consulting all of us all. In the eventuality our sub-group managed to get the minutes amended, together with extra material that covered the issues which had not been properly addressed.
All the amended minutes and extra material we had researched for this DH initiative was then placed in the DH archives. In other words, it was ‘shelved’. 

Medicines Management: Everybody’s Business - A guide for service users, carers and health and social care practitioners.

By this time the DH had embarked on another initiative, New Ways of Working: Medicines Management: Everybody’s Business - A guide for service users, carers and health and social care practitioners.
 I raised the issue of pharmacogenetics at the first meeting. The Director of the National Institute Mental Health England National Workforce agreed that information about the Genotyping Test would be included. 

However, the draft process involved the opinions of ‘experts’ (psychiatrists and pharmacists) who ‘toned down’ side-effects and deleted material they thought would put service-users off taking psychotropic medication. And before the next meeting a ‘behind the scene’ decision was taken at the DH to omit the genotyping test. This meant yet another DH document which failed to mention pharmacogenetics. Following the DH’s ‘expert’ censorship of the guide, it seems that the pamphlet was no longer of any interest to professionals, and boxes of the pamphlet were simply destroyed.

Over the years I have found that many mental health practitioners say: “I don’t prescribe medications”, or “It is not my responsibility/role to know about medications”, or simply (and incredibly!) “I don’t know anything about medications”. It seems these officials are not aware of that particular DH pamphlet, which does at least specify that knowing about psychotropic medication is the responsibility of all mental health professionals, not just those making out prescriptions.

I have contacted other mental health organisations about research into pharmacogenetics and the side-effects of non-pharmaceutical antidepressants, specifically the European Medicines Agency (EMA) and the UK’s Mental Health Research Agency (MHRA). EMA is responsible for authorising the European marketing of medications. But it merely circulated the information within its own agency, emphasising the need to constantly monitor medicines by receiving safety reports from the European Union. As well other problems with medications, the EMA completely ignored pharmacogenetics. This is irresponsible. 

MHRA has a mandate to provide the latest information and clinical advice on the safe use of medicines. I am still waiting a full response to my requests. And when I approached the Chief Executive of NICE, requesting a response to my raising the same issues about pharmacogenetics and antidepressant, this was ignored. 

DH’s Improving Access to Psychological Therapies initiative

I also introduced the issues of pharmacogenetics and the side effects of antidepressant medication into the agenda at another DH initiative: Improving Access to Psychological Therapies (IAPT). IAPT is supposed to provide psychological therapies for common mental health disorders. At first, one aim was to reduce the prescription of antidepressants, but as part of the ‘stepped up programme’, SSRI’s will now be prescribed. SSRI’s are NICE’s ‘antidepressants of choice’ for nearly all the common mental health disorders - not just for depression. Despite IAPT workers needing to “demonstrate knowledge of and competence in supporting people with medication, in particular antidepressant medication, to help them optimise their use of pharmacological treatment and minimise any adverse effect”,
 all the IAPT experts I met repeatedly asserted that medication was “NOT in their remit”.

Besides this blatant contradiction, surely it is important that all practitioners involved in the IAPT programme should know about the relevance of SSRI medication pharmacogenetics? Otherwise, how would they know whether a patient’s deteriorating psychological condition - e.g., psychosis, mania, or threat of suicide - was due to deep a seated psychological trauma or simply to being PM or IM, and thereby overdosed by SSRI medication? Apart from those few IAPT professionals who read the documents that I submitted, hundreds of practitioners will not know that antidepressants leave “60-80% of formerly medicated patients to experience rapid return of depressive symptoms”, and how antidepressant medications are interfering with the potentially lasting results from psychological therapies.

IAPT arranged a ‘Depression Workshop’ about antidepressant medications and psychological treatments. An American expert in pharmacological and psychological interventions was invited to lead the proceedings. All I heard was aggressive marketing for antidepressant drugs, together with mainly inadequate and dishonest information about the side-effects. I was disgusted and squirmed uneasily in my chair. When I asked, the expert affirmed that drug companies had funded the antidepressant and psychological trials. The Chair tried to stop me, but I spoke out about the correct information about pharmacogenetics, and about the side-effects, i.e. suicide, mania, brain damage and tardive dyskinesia. Afterwards, a psychologist argued with me for half an hour that “antidepressant toxicities are no worse than breathing in the toxicities of the atmosphere”. I wonder how much these ‘experts’ really know and yet, when it suits them, they are quite prepared to deceive patients.

Whilst still maintaining that medication is not really part of their remit, IAPT decided to formulate a document, Medication Guidance For Prescribers. I have been informed by IAPT this will not include “individual differences, genotyping and drug responses”. So you can guarantee that this Guidance will not be honest about metabolisation, let alone about the known side-effects of medication, both long- and short- term, as described above. This is one more DH initiative that fails to address the issue of pharmacogenetics. 

Policy-making is confined to a club of like-minded ‘experts’ 

Many professionals who sit on DH national policy steering groups crop up regularly at other DH initiatives.

The NICE Guidelines are developed together with the National Collaborating Centre for Mental Health (NCCMH). I am a carer living in Sheffield, so I take a special interest in what goes on locally as well as nationally. In 2002 the NICE Guideline Development Group (GDG) for Schizophrenia was chaired by the Medical Director of the Community Health Sheffield NHS Trust, Dr Tim Kendall. At that time Dr Kendall was also Co-Director for The National Collaborating Centre for Mental Health (NCCMH), Deputy-Director for the Royal College of Psychiatrists Research Unit, and a consultant psychiatrist in the Sheffield Trust. The Chief Pharmacist from Dr Kendall’s trust was also on the GDG panel. 
 By 2009 the Chief Pharmacist from the Sheffield Care Trust (SCT) was again on the panel of the NICE Guidelines for Schizophrenia Guideline Development Group; he was also a member of the New Ways of Working Mental Health Pharmacy Group. In the meantime, Dr Kendall had become Facilitator to the GDG (rather than Chair). Dr Kendall continued his position as Joint-Director for NCCMH (which works closely with the GDG). Besides this, Dr Kendall was on the Topic Selection Consideration Panel for NICE and DH, whilst for Royal College of Psychiatry he was on the Medical Director’s Executive, The Special Committee on Professional Governance and Ethics, the College Education and Training Centre Advisory Board, and the CR 117 Pharmaceutical Industry Sponsorship Group. For the DH, he is a Member on the Long-term Conditions Board. But only five of at least a dozen of the important positions he has recently held are mentioned when Dr Kendall is listed on the NICE Guidelines for 2009. This reduces the visibility of his real power and influence.  

This is only one example of how a relatively small number of senior NHS officials take control of the NHS’s policy-making committees, and how committee memberships tends to interlock and pass from one to another amongst what seems to be a select group of senior Mental Health officials. This dominance of key committees by so few officials does not create trust in their impartiality.  

In fact, relationships between committee members often appear incestuous. It is obvious that there is collaboration between senior officials before the committees even meet. If these committees are largely made up of officials who tend to be close colleagues they are bound to support each other’s ideas about treatment - which is to say, they will support the dominant ‘medical model’. Their domination of the committees easily overrides any progressive ideas suggested by a few other GDG members. 

And neither is this power and influence necessarily based on demonstrably superior expertise. For instance, before acquiring the status of Foundation Trust, in an Acute Inpatient Mental Health Service Review conducted by the Health Care Commission, Dr Kendall’s SCT scored fourth from the bottom out of 63 Trusts. This SCT only achieved Foundation status after a number of attempts. Currently, it is under scrutiny by the Care Quality Commission (CQC - the Health Care Commission under a new name). Who is it that decides who is ideally suited to be a key member of a national Mental Health Guideline committee? Meanwhile, when a professional holds such an influential position this is likely to protect him or her from public scrutiny.

What we do know is that all the decisions about who else should be on the panel were taken by the Chairperson of 2009 NICE Guidelines for Schizophrenia GDG, along with the Co-Director, Dr Tim Kendall. We know that they chose a carers’ representative who was unlikely to question ‘the experts’. And of the two service user reps, one was already known nationally and seems to support the medical model. Holding so many influential positions, Dr Tim Kendall seems to be provided with almost unlimited power to select the other members of the GDG. This would seem to guarantee that nobody could seriously question ‘the medical model’. 

Conflicts of interest at the DH Mental Health regime  

All of the New Ways of Working Mental Health Pharmacy experts were members of the United Kingdom Psychiatric Pharmacy Group (UKPPG). Some had been members of the UKPPG Committee. One held the influential position of Vice-President of the UKPPG College of Mental Health Pharmacists. Possible conflicts of interests are supposed to be declared and open to inspection in the UKPPG, i.e., consultancy work or funding from a pharmaceutical company. However, an exception is made for the public scrutiny of any interests of its Vice President! 

But we do know that the UKPPG has received sponsorship from many pharmaceutical companies: Astra AstraZeneca, BMS, Otsuka Pharmaceuticals, Janssen-Cilag-Shire, Lundbeck, Novartis, Pfizer and Sanofi-Synthelabo. Money is provided to fund UKPPG conferences, as well as for “unrestricted educational grants (accommodation etc.)”. The conflicting interests of the UKPPG are vast. In 2010 the UKPPG and College of Mental Health Pharmacists merged to form the College of Mental Health Pharmacy. The UKKPPG new website for visitors does not declare any pharmacists conflict of interests. UKPPG Corporate Partnership is Lundbeck, a research-based company engaged in research to find new drugs for mental health treatment.  
Meanwhile, the UK’s Mental Health Research Agency is funded completely by the pharmaceutical companies. The Chairperson and its controller of Licensing were both high level employees of GSK. MHRA has very serious conflict of interests. In my opinion, this is not conducive to the safe medication of patients. 

NICE is largely funded by the DH. But members of Guideline panels can still have a conflict of interest. Some members of the panel for the 2009 NICE Guidelines for Schizophrenia received money from drug giants: Janssen-Cilag, Astra Zeneca, Eli Lilley, Bristol-Myers Sqibb, Otsuka, Janssen and Merck. One psychiatrist had undertaken consultancy/advisory work in relation with psychotropic medication with Bristol-Myers Sqibb, Johnson & Johnson and Servier. Some members received grants from the Wellcome Trust for Cognitive Behavioural Therapy. Although the Wellcome Trust claims financial independence from drug companies, it has helped to sponsor a new £37m Bioscience Campus in Stevenage. 

And the term ‘consultancy’ covers a multitude of sins. It is easily used to cover payments from pharmaceutical companies. The excuse that work for a pharmaceutical company is done outside of NHS hours is irrelevant: the person has a divided loyalty - and it is not the patients who can pull the plug on his income.  

The influence of the pharmaceutical companies

The manner in which NICE derives its knowledge about the side-effects of medications means that it might as well be funded by drug companies. NICE gets its information from the British National Formulary, which comes from the British Medical Association, which accesses the Summaries of Product Characteristics (SPC). And who writes the SPC? The pharmaceutical companies.

Actually, the pharmacokinetic section of SPC does name the medication-metabolizing pathways. But by excluding facts pertaining to Poor and Intermediate Metabolisation, prescribers and mental health workers may be misled into believing that every patient has fully functioning pathways. The severe side-effects experienced by PM patients are omitted due to the designs of drug trials. 
 Consequently, NICE certainly does not receive the whole truth about the side-effects of medication.

Meanwhile, DH initiatives are “required to work within the confines of NICE Guidelines, which define and dictate Government policy.” In effect, then, all DH initiatives are bound to adhere to the controlled and limited information that the drug companies wish the ignorant public and practitioners to hear. 

NICE appears to repeat information from a narrow selection of sources. Independent reviews of literature, scientific research, the practices of other countries, and common sense all seem to be lacking. At one DH meeting a NICE professional made the excuse: “NICE can’t know everything”. NICE never will if it confines itself to drug company information. It needs to look to other non-drug company research if it wishes live up to its name: ‘Clinical Excellence’.

Grace Jackson’s book, Drug-Induced Dementia - a perfect crime,
 is a non-pharmaceutical source of psychotropic information. This gives research information about long-term psychotropic medications, about which the UK’s ‘experts’ seem quite ignorant. I presented a copy to the President of the Royal College of Psychiatry. His interest seemed minimal - the book was put into the library within a week. No-one could read that book thoroughly so quickly. In other words the President shelved the book - literally.
In my opinion, NICE, DH initiatives, the Royal College of Psychiatrists and other such ‘authorities’ cannot be trusted to provide health workers and patients with the whole truth about the side-effects of mental health medication. I suggested to NICE that it should admit deficits in its information about side-effects by putting a disclaimer on the front page of all its Guidance documents. 

Senior officers of the Department of Health are in a position of trust. We all pay for the DH ‘Initiatives’. We have a right to expect to honest information about the safety of medications. The DH’s suppression of the issue of pharmacogenetics and ‘side-effects’ is tantamount to deception. Nobody - practitioners, patients or the public - is given a fully informed choice, so as to be able to give meaningful consent to psychotropic treatment. It is vital that knowledge of side-effects and of pharmacogenetics is shared with prescribers as well as with every social care and mental health practitioner. Otherwise we are all kept in ignorance about patients’ physical or psychological deterioration.

I have witnessed the lack of genuine responsibility and accountability for patient’s physical and emotional safety. If it continues to plough the same furrow, the DH will become a national laughing stock. 

Tim Kendall once asked “How do you know what you don’t know?” 

I would reply “By honestly circumnavigating the pharmaceutical companies”  
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