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The strange case of colchicine: US Drug Company secures exclusive licence to sell ancient drug as new.

According to a report in the N. Engl. J. Med. (362, 2045, 2010) FDA has granted URL Pharma three years of market exclusivity to sell a colchicine preparation for the treatment of acute gout. Colchicine had been available in the US for this indication as a generic drug since the 19th century and had also been recommended in numerous consensus guidelines on the basis of accumulated evidence for its effectiveness. However, the drug had never been formally evaluated and approved by the FDA since it had been on the market long before FDA regulations for the approval of new drugs had been in place. Such drugs were allowed to remain on the market. In the 1960s the FDA started to evaluate the safety and efficacy of older drugs, in particular those that appeared dangerous or seemed to lack effectiveness. Colchicine was not among them. In 2007 URL started a randomized controlled trial in patients with acute bouts of gout that showed good symptom control and fewer side effects when patients were treated for only a week rather than for longer periods as in a previous controlled trial. On the basis of this trial and previously published evidence and because this was technically a new indication the FDA granted a 3-year market exclusivity. The implications of this decision were substantial: After FDA approval the manufacturer started a law suit seeking to remove any other versions of colchicines from the market and raised the price by a factor of 50 from 9 cents per pill to 4.85$. 
Without providing any substantial medical innovation, this clever strategy of exploiting a loophole in a regulation designed as an incentive for new drug development allowed substantial earnings for the company and equally substantial financial losses for the patients.
Revision 24. 7. 2010

To defend the market share of its antidiabetic drug Avandia® (Rosiglitazone) the manufacturer downplayed or misrepresented findings indicating a drug-induced increase in cardiovascular risk.
Rosiglitazone, although lowering blood glucose and HbA1c, has not been shown to also lower diabetic complications. To the contrary, evidence is accumulating that the drug provokes weight gain, increases blood cholesterol and enhances the risk of cardiovascular complications. Hence, it is doubtful whether Avandia serves any useful purpose in the treatment of diabetic patients. 
In January 2010 a committee of the American Senate published a thorough investigation on the marketing practices of GlaxoSmithKline (GSK) with respect to their best-selling antidiabetic drug (http://finance.senate.gov/library/prints/download/?id=6ebe979f-6376-4d01-aa90-14483696fe54). This document lists outrageous details to shows how marketing considerations undermined the ethics of drug therapy in the best interest of patients. The authors summarize their conclusions as follows:
“GSK knew for several years prior to this study that there were possible

cardiac risks associated with Avandia. As a result, it can be

argued that GSK had a duty to warn patients and the FDA of the

Company’s concerns. Instead, GSK executives attempted to intimidate

independent physicians, focused on strategies to minimize or

misrepresent findings that Avandia may increase cardiovascular

risk, and sought ways to downplay findings that a competing drug

might reduce cardiovascular risk.’
Revision 15. 2. 2010

Apparent unethical publication practices in industry-sponsored research have again drawn media attention.

Two recent publications in the New England Journal of Medicine (361, 1963, 2009) and in Nature 461, 325, 2009) have focussed on questionable practices in drug trial outcome reporting. The NEJM article examined reporting practices for trials of gabapentin sponsored by Pfizer and Parke-Davis for off-label indications (prophylaxis against migraine and treatment of bipolar disorders, neuropathic pain, nociceptive pain). The authors compared internal company documents with published reports. Of 20 clinical trials, 12 were reported in publications. For 8 of these 12 trials the primary outcome defined in the published report different from that described in the protocol: New primary outcomes were introduced, primary outcomes were relegated to secondary outcomes or findings on protocol-defined outcomes were not reported at all. Of 28 primary outcomes described in the publications 12 were newly introduced. It is concluded that this practice threatens the validity of evidence for the effectiveness of off-label interventions.
Nature, on the other hand, reports on work presented on the 6th International Congress on Peer Review and Biomedical Publication concerning ‘ghost-writing’ practices. In its most extreme form pharmaceutical companies design and pay for studies or reviews, then seek a guest author, who is credited with the work, while the company goes unacknowledged. A recent survey looked at more than 600 authors who had published papers in 6 major medical journals in 2008. In 7.8 % of them indications pointed to ghost authors with significant contributions who were not credited as authors or otherwise. Although journal editors can and do fight against this practice, the main responsibility for stopping ghost-writing probably rests with the academic guest authors. Unless  respected names in academic medicine (the so called ‘opinion leaders’) stop being willing to put their names on papers containing major unacknowledged contributions from company employees and thus refuse to support marketing exercises of drug companies, the problem will probably persist.  
Revision 14. 9. 2009

By managing a significant fraction of journal reports on clinical trials of new drugs, pharmaceutical companies are trying to convert apparently scientific research into a marketing tool.
It is a sad fact that most therapeutic drug trials are planned and sponsored by the drug industry rather than by independent organizations. Although an important aspect of public health, very little funds are made available by the state or major foundations either for an unbiased evaluation of the therapeutic efficacy of new drugs or for any post-marketing surveillance. Unsurprisingly, the willingness of the industry to conduct such expensive trials is motivated more by marketing interests than by a true interest in benefiting mankind. Therefore the companies try to maximize the number of publications from positive trials, to keep those from negative trials to a minimum and to take care that the reports appear promptly in leading journals. 

It has been shown repeatedly that industry funding tends to bias the published results in favour of the sponsor. Practices by which drug companies or their agents exert influence on the research as well as on the writing and publication of the resulting articles has been termed ‘ghost management of medical publication’ (Sismondo, S. and Doucet, M. Bioethics 2009 Feb 10. [Epub ahead of print]).  The term is fitting because this type of scientific literature is managed in order to control carefully its core message and ghostly because essential contributions and contributors remain invisible. Realistic estimates suggest that about 40% of clinical trials for new drugs published in scientific journals may be ghost managed. Usually such publications are not planned and organized by the drug manufacturer itself but by a hired service provider, a ‘medical education and communication company’ (MECC). According to a paper cited by Sismondo & Doucet, there were (in 2001) 182 established MECCs active in the US alone and additional ones elsewhere, 50 of which advertised publication planning services in the internet. Several of these MECCs (e.g. Excerpta Medica, Thomson Scientific Connections, or Wolters Kluwer Health are divisions of major publishing houses that are also involved in the publication of important medical journals.  The details of ghost management come to light occasionally in court trials or can be inferred from the self-advertising of MECCs on the net. Well described examples include the promotion of the antiepileptic drug gabapentin (Neurontin, Parke-Davis) described by Steinmann et al. Ann. Intern. Med. 145, 284, 2006, or the one of the antidepressant sertraline (Zoloft, Pfizer). In the latter case 85 articles were apparently carefully managed for Pfizer by a MECC (Healy et al., Br. J. Psychatry, 183, 22, 2003). The recent controversy on the clinical efficacy of antidepressants appears to have been prompted by a long history of over-optimistic reports from industry-sponsored drug trials. In another case Exerpta Medica even went so far as to create (on behalf of Merck) a fake Journal, the Australasian Journal of Bone and Joint Medicine, to promote refecoxib and other Merck products (Jureidini &Clothier, Lancet, 374, 375, 2009). Excerpta Medica also details its activities in managed publishing on its web site, a revealing document: (http://www.excerptamedica.com/index.cfm?vID=3CA13C48-1422-16B3-783DC2916631BB46). 
Of course it would be unfair to blame only the industry for these practices. The academic authors lending their credibility to such biased papers and the editors of the respective scientific journals should be aware of the ethically questionable part they take. The only way out of this dilemma of conflicts of interest would be the creation of public foundations supported jointly by contributions of the state as well as of all relevant drug companies. These organizations should then take exclusive responsibility for the funding of therapeutical drug trials.
Revision 31. 8. 2009
Big multinational drug companies use highly questionable practices to delay the marketing of generic drugs after patent expiry (Lancet, 374, 599, 2009; Arzneimittelbrief, 43, 80, 2009).

After more than a year of inquiry the European Union has now published the results of an investigation into anti-trust behaviour of large multinational drug companies (http://ec.europa.eu/competition/sectors/pharmaceuticals/inquiry). To secure market share and high drug prices the companies use different techniques to keep generics off the market as long as possible. Effective techniques include the following:
· Suing the generic manufacturer for infringement of patent rights despite patent expiration. Although these allegations are unfounded, it will take up to three years until judicial review will be completed during which time the would-be manufacturer will usually not dare to market the drug. When popular drugs with high sales volume are concerned, each month of delay is worthwhile.
· Agreements with generic manufacturers to pay compensation for delaying market introduction of a generic drug formulation (‘pay for delay’). The parties then share the resulting monopoly profits. If no agreement can be reached, the patent holder can still reach control by acquiring the uncooperative competitor.
· Another successful approach is via challenging the registration of the generic drug by the respective national authorities while holding the authorities liable for a breach of patent. During the ensuing lengthy legal procedures the claims will be eventually withdrawn. Consequently, the generic can be marketed but with appreciable delay.
· The patent holding company can also choose to introduce a modified formulation of the drug, e.g. by replacing the original version with a slow release preparation, thus extending patent rights. Overall, patent infringement claims often delay the registration and approval of generics by about three years.
A case in point is the report below dealing with a practical example for such behaviour:
Absprachen der Erstvermarkter mit Generikaherstellern sollen Preissenkungen von Medikamenten nach Ablauf des Patentschutzes verzögern

Die Firmen Bristol-Myers-Squipp und Sanofi-Synthelabo, Hersteller von Clopidogrel (Iscover®, Plavix®) mit einem Umsatz von 6 Milliarden $, hatten versucht, die Generika-Firma Apotex gegen Zahlung von 60 Millionen $ davon abzubringen, generisches Clopidogrel zu vermarkten. Die Verträge wurden schlussendlich von den Aufsichtsbehörden aber nicht genemigt.

(Quelle: Artneimittelbrief, 40, 79, 2006; N. E. J. Med. 355, 1297, 2006)
Revision January 20, 2009
Überschätzung von Arzneimittelwirkungen durch Publication bias (Overestimation of therapeutic drug effects due to publication bias)
Unter ‚Publication bias’ versteht man eine Überschätzung des Nutzens einer Arzneimitteltherapie durch die Tendenz von Autoren, ihrer Sponsoren in der Industrie und auch der wissenschaftlichen Zeitschriften bevorzugt  therapeutische Studien mit positivem Ausgang zu publizieren, weil sie als interessanter und wichtiger angesehen werden, als Studien, in denen kein Vorteil des neuen Medikaments nachgewiesen werden konnte. In Systematischen Übersichtsarbeiten oder Metaanalysen wird häufig versucht, durch statistische Verfahren das Ausmass eines eventuellen Publication bias abzuschätzen. Diese Methoden sind aber umstritten. Autoren aus den USA haben jetzt sytematisch die zwischen 1987 und 2004 bei der amerikanischen FDA eingereichten Phase-2 und -3 Studien für die Anträge auf Zulassung von Antidepressiva mit mit den Publikationen dieser Studien in wissenschaftlichen Zeitschriften verglichen. Von den 74 bei der FDA eingereichten Studien sind 23 (31%) nicht in der Fachliteratur publiziert worden. Die FDA stufte  38 der 74 Studien als positiv ein (51%). Von diesen 38 wurden 37 publiziert. Von den 36 als negativ oder fragwürdig eingestuften Studien wurden nur 3(!) mit ihrem wahren negativen Resultat publiziert. Bei 11 weiteren Studien wurden in der Publikation durch Weglassen der ursprünglichen Zielkriterien oder durch posthoc neu definierte Kriterien das negative Resultat verschleiert. 22 Studien wurden überhaupt nicht publiziert. Entsprechend erschienen die Medikamenteneffekte im Durchschnitt der publizierten Studien doppelt so gross wie in der Beurteilung der FDA (unter Einschluss aller negativen Studien).
Was hier für Antidepressiva nachgewiesen wurde gilt mit einiger Wahrscheinlichkeit auch für andere Substanzklassen. Die Zulassungsbehörden sollten deshalb alle ihnen vorliegenden abgeschlossenen Studien zugänglich machen. Das ganze Konzept der ‚evidence based medicine’ hängt in der Luft, wenn die Autoren der entsprechenden Metaanalysen nur die jeweils publizierten Studien in ihre Bewertung einbeziehen können.
Source: Arzneimittelbrief 42, 79-80, 2008; Turner, E.H. et al. N. Engl. J. Med. 358,  252, 2008.
The problem of unavailable data from Clinical Trials has also been discussed in a recent feature in Science: ‘Making Clinical Data widely available’ Science, 322, 217-218, 2008.
Revision July 24, 2008
Direct-to-consumer advertising (DTCA) for prescription drugs and medical devices

Unlike in the European Union (though this will possibly change in the future) US regulations allow DTCA for prescription drugs. While it is not clear whether this practice has any measurable advantage for the patients, there is no doubt that it produces sizable benefits for the industry in stimulating demand and sales of high-profile drugs. Although the companies are, in principle, required to provide an unbiased listing of dangers and side effects together with the putative advantages, this is usually impossible in the context of a 60 sec television spot. The problems of advertising medical therapies for serious conditions to a lay public have exacerbated now that a manufacturer has started a DTCA campaign for a specific brand of a medical device, a sirolimus-eluting coronary stent made by a subsidiary of Johnson and Johnson. Even in the US many medical professionals feel that industry has gone too far. It seems highly irresponsible to promote a specific device to people who cannot make judgements about the complex and controversial therapeutical issues involved in coronary stenting. Does the manufacturer expect patients to challenge the expertise of a specialized medical professional about how to treat a coronary event or about what kind of stent to use? Or is he merely afraid that his device will loose ground to alternative stents, or even conservative therapy, after recent publications failed to establish major advantages of drug eluting stents in terms of live expectancy?
Lit.: Boden, WE and Diamond GA, N. Engl. J. Med. 358, 2197-2200, 2008
Revision June 12,  2008
Drug companies try to promote the use of novel and expensive drugs by offering ‘cost-sharing’ or ‘risk-sharing’ agreements to hospitals or insurance companies.
What looks like a helpful and generous partnership between drug manufacturers and cash-strapped users appears as an exercise in premature aggressive marketing of so called ‘innovative’ drugs that frequently still lack sufficient risk assessment and prove of clinical effectiveness. Below I provide a verbatim copy of a pertinent statement of the German Medical Doctor’s Association Commission on Drug Affairs that needs no further comment.
„STELLUNGNAHME DER AKDÄ ZU "COST-SHARING-INITIATIVEN" UND "RISK-SHARE-VERTRÄGEN" ZWISCHEN PHARMAZEUTISCHEN HERSTELLERN UND KRANKENKASSEN BZW. KLINIKEN

Neben den seit dem Inkrafttreten des GKV-Wettbewerbsstärkungsgesetzes (GKV-WSG) am 1. April 2007 vermehrt zwischen Krankenkassen und pharmazeutischen Herstellern abgeschlossenen Rabattverträgen, insbesondere auf dem Generikasektor, bieten die pharmazeutischen Hersteller den Krankenkassen und Kliniken in letzter Zeit zunehmend Modelle zur Kostenbeteiligung bei kostenintensiven patentgeschützten Originalpräparaten in Form so genannter "Cost-Sharing-Initiativen" oder "Risk-Share-Verträge" an.

Vordergründig erscheinen diese zwischen pharmazeutischen Herstellern und Krankenkassen oder Kliniken abgeschlossenen "Cost-Sharing-Initiativen" und "Risk-Share-Verträge" bei Therapien mit kostenintensiven, häufig neu zugelassenen, patentgeschützten Arzneimitteln zu Einsparungen in der Gesetzlichen Krankenversicherung (GKV) zu führen und Patienten zulassungskonform den raschen Zugang zu Spezialpräparaten mit in der Regel hohen Jahrestherapiekosten zu ermöglichen. Bei genauerer Betrachtung wird jedoch deutlich, dass die Direktverträge zwischen pharmazeutischen Herstellern und Krankenkassen bzw. Kliniken die ärztliche Therapiefreiheit beeinträchtigen, der Einsatz von in klinischen Studien nicht selten unzureichend geprüften Arzneimitteln propagiert wird, vermutlich nur marginale Einsparungen erzielt, dafür aber kostenintensive und angeblich innovative Arzneimittel mit erheblichem Risikopotenzial am Markt platziert werden. Die Arzneimittelkommission der deutschen Ärzteschaft (AkdÄ) hat zu dieser Entwicklung auf Wunsch des Gemeinsamen Bundesausschusses eine Stellungnahme verfasst.

Die AkdÄ hält "Cost-Sharing-Initiativen" und "Risk-Share-Verträge" mit so genannten "Geld-zurück-Garantien" bei Versagen einer Therapie für intransparent. Sie eignen sich aus Sicht der AkdÄ nicht als Instrumente zur Kostendämpfung im Gesundheitswesen. Den Kassen, Krankenhäusern und verordnenden Ärzten sowie den Patienten wird ein günstiger Zugang zu "Innovationen" suggeriert. Die Arzneimittelhersteller verfolgen aber damit in erster Linie das Ziel, angeblich innovative, hinsichtlich Wirksamkeit und Sicherheit häufig unzureichend untersuchte Arzneimittel am Markt zu platzieren und über Deutschland als Referenzland europaweit die Preisfestsetzung zu beeinflussen. Sicherheitsrelevante Aspekte werden dabei ebenso außer Acht gelassen wie Kosten-Nutzen-Bewertungen.
Revision February 10, 2008

‘Drug firms accused of biasing Doctors training’ was a headline in a recent Nature issue (November 22, 2007). Drug firms frequently sponsor courses for continuing medical education (CME) that are compulsory in many countries. In the US more than half of such courses are being funded by drug companies. Although the CME material has to be scrutinized by professional bodies, some companies seem to succeed in introducing a bias in favour of drugs produced by the sponsor, sometimes via subtle pressure on the CME providers. These accusations are based on two relatively small studies by a Canadian and a US team of psychiatrists. Industry representatives deny any intention of influencing doctors. However, it seems rather naïve to assume that the industry would spend over 1 billion dollars per year in the US alone in supporting CME courses without any intention to promote the marketing of their products.

Revision November 25, 2007

Medical Practitioners and Drug companies – A precarious relationship

A never ending story: Individual drug companies try to influence doctors in favour of their products, sometimes in insidious ways, while doctors stoutly maintain that their prescription habits are not influenced by industry but rely entirely on experience and reliable scientific evidence.

Already a couple of years ago it has been shown that physician’s prescription habits are measurably influenced by advertising campaigns and by visits of drug industry representatives even though these promotional activities usually provide only heavily biased information. Moreover, a careful study in the New Engl. J. Med. revealed that academic physicians if supported by industry-sponsored research grants or advisory positions and the like, tend to judge the therapeutic value of products of the respective drug company more favourably than their colleagues with no such ties. This is one of the reasons why most prominent clinical journals require from their authors disclosure of all financial ties to industry and other reasons for possible conflicts of interest. Indeed, the drug industry would not spend billions of $ (£, EUR) to establish and maintain relationships to physicians if this practice would not influence their behaviour. In the best interest of their patients individual physicians need to be aware of these problems and to discriminate clearly between serious information and propaganda. 

In the US physician-industry relationships are currently the focus of much debate because legislation is on its way that would require drug companies and producers of medical devices to disclose the amount of money given to physicians. In the wake of this brave effort, the NEJM has now published ‘a national survey of physician-industry relationships’ (Campbell et al., NEJM, 356, 1742, 2007) that makes interesting reading also for Europeans. Although similar problems abound in European countries as well, it is highly unlikely, unfortunately, that such a survey will analyze the situation in European countries anytime soon.

Revision November 15, 2007
Clinical trials are increasingly outsourced to private contract research organizations (CRO) preferring trial sites in Eastern Europe and Asia

A recent ‘Perspective’ in the N. Engl. J. Med. (357, 1365-1368, 2007) provides a critical account of the consequences of shifting responsibility for clinical trials for new drugs from the Drug companies and Academia to private CROs. The author points out that CRO revenues have increased from $7 billion in 2001 to an estimated $ 17.8 billion today. Already in 2003 CROs contributed to 64% of phase 1-3 clinical studies (up from 28% in 1993). Over 1000 CROs compete for industry contracts. The commercialization of clinical trials in its present form, without any form of independent oversight and control of CROs is neither in the best interest of science nor in the one of the public, i.e. the prospective patients. According to Shuchman in the NEJM article, the most serious problems with CRO-managed clinical trials include: (1) Drug regulations do not really address CROs accountability. Responsibility in cases of harmful incidents suffered by trial participants tends to be shifted back and forth between the respective CRO and the drug’s sponsor. (2) Outsourcing to CROs is attractive for the industry because these organisations work rather efficiently and deliver their results faster than was formerly possible with in-house trials. However, speed is sometimes reached at the expense of quality and sound science. (3) CRO-organized trials are increasingly shifted to sites in Eastern Europe, Russia or India where costs are lower, subjects are more plentiful and government oversight less stringent. It may also be easier to convince poor and less educated people to take part in drug trials. Apart from such ethical problems, it is also much more difficult for external observers to detect problems with trials taking place in far-away countries with often under-funded health systems. 

In view of the central role of drug safety for the public health system, governmental regulations are urgently required that provide for independent oversight of CROs.

Complementary information on this topic from a report in Lancet in 2008:

Clinical trials initiated by western drug companies in foreign countries, mostly in the developing world, are insufficiently monitored. The regulatory procedures by the local authorities are usually rudimentary or not enforced and the clinical investigators responsible for the trial will not always adhere to the guidelines for Good Clinical Practice or they do not have the infrastructure to sustain a complicated clinical protocol over an extended time period. The drug companies, let alone the regulatory agencies in the US or in Europe, can exert little or no influence on the actual management of human experimentation in these countries. The most unfortunate accident resulting from such insufficiencies, the trial (by Pfizer in 1996) for an antibiotic in Nigeria resulting in the death of eleven children and in lasting disabilities for others has got much attention but most trials with problems are not exposed to public scrutiny. The companies do not share the data for reasons of confidentiality and patient protection as they claim but representatives of the WHO suspect that ethical safeguards are not being followed in many instances. The Pfizer case is still the object of a lawsuit and the risk of litigation seems to be the only safeguard that may force the drug companies to establish strict standards for overseas human experimentation.

(Source: Lancet, 371, 191, 2008)
Further complementary information on clinical trials in general and on the pros and contras of clinical trials in developing countries can be found in two recent features in Science: 1. Spiraling Costs (of clinical trials) Threaten Gridlock (Science, 322, 210-213, 2008). 2. Promise and Pitfalls of Clinical Trials Overseas (Science, 322, 214-216, 2008).
Complementary information on the same topic from an editorial in Nature (453, 427, 2008, [May 22 issue]): The FDA plans to drop the Declaration of Helsinki as the basis for research subject protection in foreign country drug trials
The American Food and Drug Administration (FDA) plans to adopt new standards for human clinical trials performed outside the jurisdiction of the FDA in foreign countries. Studies have to adopt these standards if they are to meet FDA requirements in applications to market drugs in the US. The FDA receives data from an estimated 575 drug trials annually performed without its knowledge in foreign countries, more and more of which are run in the developing world. Up to now these trials had to comply with the Declaration of Helsinki (DH), the current acknowledged standard for research subject protection. This is to be replaced by a set of regulations called ‘Good Clinical Practice (GCP)’. This new manual deals much less extensively with subject protection than the DH. In particular under the new rules new drugs could generally be tested versus placebo rather than versus the best available therapy as required by the DH in case of serious conditions where effective therapies exist. This is a clear deterioration of patient protection standards. To illustrate the problem the editorial mentions the case of Surfaxin, a synthetic replacement of the lung surfactant protein, the absence of which is a leading cause of death in premature infants. The manufacturer (Discovery Labs) planned to perform a therapeutical trial some place in Latin America using 325 infants in the control group that would have received placebo.  Only after the FDA (and the media) put pressure on the manufacturer stating that such a placebo-controlled trial in this case would be considered unethical in the US and other developed countries, did Discovery redesign the trial. In the end the control group received an active treatment. Under the new regulations that would not have been necessary.
Revision May 28, 2007

Private interests prevail over public interests in industry-sponsored drug safety evaluations
A scandal for which there is apparently no solution for the time being has recently been described in Nature (446, 838, 2007). The actual case surfaced in the US but has far reaching consequences for public health that are also of concern for European countries.

A public health expert in the US serving as expert witness in a liability case against Eli Lilly had access to confidential documents containing trial data and marketing plans for Lilly’s best selling schizophrenia drug Zyprexa® (Olanzapine, earning more than 4 billion $/year). The law suits concerned the suspected diabetogenic properties of Olanzapine. In most cases the complaints of patients claiming that they developed diabetes and hyperglycaemia while taking the drug, were settled between the company and the patient lawyers out of court. The lawyers usually sign confidentiality agreements prior to gaining access to confidential company documents. Consequently, the pertaining safety data could not be discussed publicly. Within the last 2 years the company has paid 1.2 billion dollars to more than 26000 patients, thus avoiding to be forced to lay open the results of their drug safety trials. This situation is said to be quite common and has also occurred with a number of other drugs from different companies. In the case at hand however, the public health expert found this situation extensively frustrating and did find means to leak the Zyprexa safety data to the press. He now faces a jail term or a heavy fine. Chances for a reform of this system that jumps in the face of public health interests remain slim. It seems unlikely that a regulation preventing lawyers to sign confidentiality agreements could be reached any time soon against heavy lobbying by industry representatives.

Although it is clear that it might be necessary to keep genuine industry trade secrets confidential, the overwhelming public interest in drug safety data should make it illegal to protect private interests solely to enable undisturbed selling of risky, albeit commercially successful, drugs.

Revision Mai 14, 2007:
Impfstoffe werden durch interessierte Kreise in unverantwortlicher Weise in Misskredit gebracht 
Profilierungssucht, Unverantwortlichkeit und finananzielle Interessenkonflikte zu Lasten von Patienten sind kein Privileg der pharmazeutischen Industrie. In den vorliegenden Fällen spielt die Industrie eher die Rolle des Opfers als die des Schuldigen.

 Das erste Beispiel betrifft das Schicksal des Impfstoffs Lymerix® gegen die gefürchtete Lyme Borreliose, die durch Zecken übertragen wird. Dieser Impstoff der Firma Smith​KlineBeecham (heute GlaxoSmithKline) erwies sich als sicher und verhinderte zuverlässig eine Ansteckung nach Zeckenbiss und damit u.U schwerwiegende Folge​erkrankungen. Er geriet allerdings vorübergehend in den Verdacht Autoimmun​reaktionen auszulösen. Sofort nach dem Aufkommen dieses Verdachtes und noch vor einer Stellung​nahme (geschweige denn einer Nachuntersuchung) der FDA, forderten mehrere US Anwaltskanzeleien die Bevölkerung auf etwaige Vorkommnisse in diesem Zusammenhang zu melden. Eine Welle von Schadensersatzklagen war die Folge, bei denen angeblich schwer geschädigte Impfopfer in Rollstühlen als Beweismittel dienten. Der Verdacht eines Zusammen​hangs zwischen Autoimmunerkrankungen und der Impfung liess sich im folgenden aber nicht erhärten. Die FDA sah deshalb keinen Anlass die Zulassung zu widerrufen. Trotzdem nahm die Firma aus Angst vor Schadenersatzklagen den Impfstoff nach nur 38 Monaten wieder vom Markt. Zwar wird z.Zt. von einer anderen Firma ein neuer Impfstoff entwickelt, der aber erst in einigen Jahren zur Verfügung stehen wird. Hier haben die finanziellen Interessen von Anwälten und ihren Klienten bedenkenlos eine wirksame Prophylaxe gegen eine häufige und nicht ungefährliche Infektion vereitelt.

(Quelle: Nature, 439, 524, 2006 und Arzneimittelbrief 41, 29, 2007)

Der zweite Fall betrifft den Masern-Mumps-Röteln Mehrfachimpfstoff, der offenbar bewusst oder zumeindest extrem fahrlässig und mit bedenklichen Folgen in Misskredit gebracht wurde. Die schwerwiegenden, vor allem finanziellen Interessenkonflikte der Hauptbeteiligten wurden durch Recherchen der ‚Sunday Times’ aufgedeckt. (http://www.timesonline.co.uk/tol/newspapers/sunday_times/britain/article1265373.ece)

Hier war der Impfstoff in den Verdacht geraten in einzelnen Fällen die Entwicklung eines Autismus zu verursachen oder zu begünstigen. Viele Eltern, besonders in Grossbrittannien  liessen ihre Kinder daraufhin nicht mehr impfen. Die Impfrate sank von 92 auf 78 %. Im März 2006 starb erstmals seit 14 Jahren wieder ein Kind an einer Masernerkrankung. Die Kampagne gegen den Impfstoff wurde ebenfalls von einer Gruppe von Rechtsanwälten, die Patienten mit Schadenersatzansprüchen vertraten, in Zusammenarbeit mit einem Mediziner lanciert. Erst durch die Recherchen der Zeitung stellte sich im Nachhinein heraus, dass die Ärzte und Wissenschaftler, die gegen den Dreifachimpfstoff argumentierten insgesamt fast 3.5 Millionen £ für Beratertätigkeit, Gutachten und Forschungsaufträge erhalten hatten. Pikanterweise floss ein Teil dieses Geldes aus einem Fonds der mittellosen Klägern Rechshilfe finanziert und der aus Steuergeldern gespiesen wird. Der gleiche Fond bezahlte auch die imensen Kosten der Rechtsanwälte. Der Proponent der involvierten Ärzte, gegen den eine Anklage vorbereitet wird, hat vorsichtigerweise seine Position am Royal Free Hospital in London aufgegeben und betreibt jetzt eine Firma in Texas. Unabhängige Untersuchungen konnten den Zusammenhang zwischen Autismus und Dreifachimpfstoff bis jetzt nicht bestätigen. 

Auch in diesem Fall wurden alle möglichen ethischen Prinzipien verletzt um einseitig eine Hypothese zu stützen, die finanzielle Vorteile für alle Beteiligten versprach.

(Quelle: Arzneimittelbrief 41, 29, 2007 und http://www.timesonline.co.uk/tol/newspapers/sunday_times/britain/article1265373.ece)
Revision Dezember 2006:
Arzneimittelfirmen versuchen durch Anzeigenboykott die Veröffentlichung unerwünschter Artikel in medizinischen Zeitschriften zu verhindern

Die meisten medizinischen Zeitschriftenverlage beziehen einen Grossteil ihrer Einnahmen aus der Medikamentenwerbung. Sie reagieren daher auf Pressionsversuche grosser Arzneimittelfirmen gelegentlich mit vorauseilender Selbstzensur. Das neueste Beispiel liefert die traurige Reaktion des an sich angesehenen Thieme-Verlags auf die Stornierung der Anzeigen durch die Firma Takeda. Die Firma reagierte mit diesem ‚Liebesentzug’ auf die Publikation eines Artikels in der – anzeigenfreien- ‚Zeitschrift für Allgemeinmedizin (ZFA)’, in dem ausgeführt worden war, dass es keine wissenschaftlichen Belege für die Überlegenheit der Sartane über die ACE-Hemmer gebe. Takeda, der Hersteller von Candesartan (Blopress®), hatte daraufhin alle Inserate in den anderen Thieme-Zeitschriften zurück​gezogen. Ein weiterer Artikel in der ZFA, in dem erläutert wurde, dass das preisgünstige Omeprazol genauso gut sei wie das teure Pantoprazol, konnte daraufhin nicht mehr erscheinen. Das schon gedruckte Heft mit dem kritischen Artikel wurde eingestampft. Nur durch ein Versehen des Verlags, der vergessen hatte, den Hinweis auf den Artikel auch im Inhaltsverzeichnis zu tilgen, kam die Sache an die Öffentlichkeit. Der Versuch der Autoren, den Artikel in einer anderen geeigneten Zeitschrift zu veröffentlichen, schlug ebenfalls fehl. Die Herausgeber der ZFA denken jetzt an eine Trennung vom Thieme-Verlag.

(Quelle: Arzneimittelbrief, 40, 80, 2006; Süddeutsche Zeitung v. 19. 9. 2006)

Arzneimittelfirmen versuchen Einfluss auf Behandlungsrichtlinien zu nehmen, die von Fachgesellschaften resp. deren Expertengruppen ausgearbeitet werden
Eichacker et al., N. E. J. Med. 355, 1640, 2006

Über sogenannte ‚Desease Awareness’ Kampagnen versuche Arzneimittelfirmen über angeblich bisher verkannte ‚Volkskrankheiten’ aufzuklären und damit den Absatz einschlägiger Medikamente anzukurbeln
(Quelle: Die Zeit v. 4. 5. 2006)

Arzneimittelhersteller ‚unterwandern’ Patientenselbsthilfe-Gruppen
Lancet, 368, July 1, 2006; Die Zeit Nr. 21, 2005

