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In uncovering the truth of what happened to Jesse, we found two main culprits in the consent process.  I am not speaking of these culprits as individuals but as weaknesses that we all possess.  Those weaknesses are self-importance and the grip that money gets on our lives.  Anyone considering participating in clinical research needs to understand how these flaws can impact the consent process.  When I met with the head of the research institute, Dr. James Wilson for the first time in November 1999, two month’s after Jesse’s death, my first question to him while sitting on my back porch in Tucson, Arizona was, “What is you financial position in this?”  His response was that he was an unpaid consultant to the biotech company, Genovo, behind the research effort.  Being naïve, I accepted his word and continued my support for him and his work.  It was two weeks later that I attended the RAC meeting where the real truth became apparent and I sought legal counsel.  When I testified at a U.S. Senate subcommittee hearing on the problems in gene therapy in February 2000, the representative of the biotech lobby and CEO of Targeted Genetics, H. Stewart Parker, who also testified, offered her condolences to me for Jesse’s death three times.  I almost asked her if she had a guilty conscience.  She testified that: “We in the industry were surprised and deeply disturbed to read recent reports of regulatory violations at the Institute of Human Gene Therapy at the University of Pennsylvania.  These violations have led to the FDA halting all gene therapy trials underway there.  If these violations occurred, this behavior absolutely cannot be tolerated, and penalties should be imposed to the full extent of the law.  I am certain that my colleagues in the industry, as well as in gene therapy academia agree with me.”  Her next statement, “As all entrepreneurs must do, I want to get right to the bottom line” is perhaps closer to the truth than she meant to get.  Targeted Genetics bought Dr. Wilson’s company five months later.  He received $13.5 million in stock for his 30% share in the biotech company ... so much for being an unpaid consultant.  The pain of that knowledge still rests deep within me.  Dr. Wilson also said publicly that money was not his goal, but he instead intimated that he was in pursuit of the Nobel Prize in Medicine.  While winning the Nobel Prize may seem an admirable goal, it should never be a consideration in doing research.

The institution and its representatives that supported the researchers' efforts made some very bad ethical decisions.  In allowing the investigators and themselves to have a very sizeable vested interest in the outcome of the research, the University of Pennsylvania created an unmanageable conflict of interest.  The bioethicist that advised the clinical research team, Arthur Caplan, seriously erred when he advised that the researchers could not obtain informed consent from the parents of dying infants, and should instead test the vector on relatively healthy carriers and partially affected OTC patients.  This was a serious violation of the Declaration of Helsinki, too much risk with no benefit to the research participant.  The institutional review boards and even the RAC also missed this important point.  This same bioethicist was quoted subsequent to Jesse’s death as saying, "Not only is it sad that Jesse Gelsinger died, there was never a chance that anybody would benefit from these experiments.  They are safety studies. They are not therapeutic in goal.  If I gave it to you, we would try to see if you died, too, or if you did OK."  I certainly wish that warning had been in the consent form.  When Mr. Caplan later declared that all the controversy created by Jesse’s death was good for the ethics train and that, “we (bioethicists) thrive on scandal,” he further demonstrated to me a lack of good judgment.  It also turned out that this bioethicist worked in Dr. Wilson’s department, effectively making the researcher his boss, another serious conflict of interest.

The nurse who acted as the informed consent witness when my son was first considered for participation in the clinical trial, resigned her position some ten days prior to Jesse's actual participation.  Two weeks after Jesse's death I asked one of the researchers, Dr. Batshaw, why this nurse had left.  He stated that she had left to get a better position elsewhere.  Six months later after realizing all the errors committed, I contacted this nurse and discovered that she had resigned because her questions on side effects were not being adequately answered and she was very uneasy about further involvement with the research effort.  She had apparently not wanted to make waves, so she just quit.  Perhaps if she had expressed her concerns more strongly someone would have opened their eyes and seen the danger.  A more independent advocate may also have helped put the brakes on what occurred.

The United States government in the form of the Food and Drug Administration (FDA) has regulatory authority in the oversight of clinical research.  The FDA has had its hands tied by law from being able to publicly disseminate adverse reaction information in clinical research.  My search for the truth revealed to me why that is.  The companies of the pharmaceutical and biotech lobbies do not want to let each other know the pitfalls of research because it might give an advantage to the competition.  They have claimed adverse reactions as proprietary information and the federal authorities bow to that lobbying pressure.  That pressure reaches into the highest levels of our government.  The cost of that is an increased danger to those participating in clinical research: the research subject as well as the scientists doing the research.  Another federal body, the National Institutes of Health (NIH), has a large responsibility in gene transfer research.  Fewer than six percent of nearly seven hundred required adverse event reports were filed with the NIH in the ninety clinical trials using viral vectors similar to the one given to Jesse.  Non-compliance of federal guidelines was widespread.

As far back as 1995 the FDA and the NIH were working on a web database to disseminate information on adverse reactions in gene therapy.  After being led to the June 1995 minutes of the Recombinant DNA Advisory Committee (RAC) meeting, I discovered that the effort to create this Gene Therapy Information Network was announced by the FDA representative to be over.  The RAC, indignant because it knew the importance of this database in protecting the participants of research, demanded an explanation.  The FDA representative's candid response that “my superiors answer to industry” tells me volumes.  Eighteen months after Jesse’s death the FDA and the NIH reinstituted that database, too late for Jesse and only for research involving gene therapy.  At that same time the FDA also issued changes to regulations requiring public dissemination of animal adverse reactions in gene therapy protocols prior to testing in humans, a step unheard of in the past.  As of my last inquiry, the implementation of those regulation changes was still not finalized.  In March 2001 I was told by the same man who warned of the influence of industry in 1995 that, in his opinion, Jesse would still be alive if those initiatives had not been quashed in the past.  To the FDA’s and the NIH’s credit they now appear to be trying to do the right thing.  Whether they succeed remains to be seen.

Another area of concern that I uncovered in my search deals with the peer review process of viable research.  In participating in the documentary that you just viewed on what happened to Jesse, I met Guenter Cichon, the researcher in Germany who was dismayed by what occurred, and who had great difficulty in getting a very scientific paper published related to severe adverse reactions in rabbits using adenoviral vectors.  The paper was finally published the month Jesse died after months of undue delay.  It turns out that Dr. Wilson was on the editorial review board of the journal in which that paper was published and was most likely aware of the German's data.  Could the delay of publication have been due to the chilling effect the paper would have had on his work and the advancement in general of adenoviral gene transfer?  I have a difficult time believing that our peer review process is as ethical and impartial as it should be.

These are but a few examples of how our research system is rife with conflict of interest.  Jesse's case is far more a symptom of a dysfunctional system than an isolated incident of research run amok.  We filed a lawsuit a year and a day after Jesse’s death against the three principal investigators, their institutions, and their review boards.  I wanted to include our government for its failures but it has immunity.  We settled our case six weeks later out of court.  The quickness of that settlement should tell you how much the other side wanted this to go away.  As much as this needed to be on trial in the public eye, the pain that would have caused Jesse’s siblings, my wife, and his mother would have been too much.  The media had done enough to ensure that the truth was revealed.

On February 10, 2002 the FDA issued a scathing letter that reads more like an indictment to Dr. Wilson indicating that it was in the final stages of disbarring him from ever again being able to conduct research on human beings.  On April 20, 2002, Dr. Wilson announced that he was stepping down as head of the Institute for Human Gene Therapy effective July 1, 2002.  To date neither Dr. Wilson nor the University of Pennsylvania have accepted any responsibility for Jesse’s death.  We have never received a public apology from anyone responsible for what occurred.

I stand before you, a grieving father still, and yet my own son has shown me the way to lead my own life and for that I am so very grateful.  I have watched our system struggle to come to grips with what is wrong with the protection of human beings in medical research.  What is wrong is that a growing ambitious minority of researchers and institutions have compromised their ethics for profits and prestige, mostly as a result of industry’s inappropriate financial influence on them and our government.  Because most of research is managed by ethical people, I still support our need for clinical trials, but with this caution:  Informed consent is only possible if all facets of the research endeavor are ethical and in the open.  Because of the secretive and conflicting influences on clinical research, the average research subject has little hope of understanding and giving truly informed consent.  You are all professionals here and most of you know these issues better than I do.  All research subjects really want is to be able to trust the system.  If we can somehow get the system to apply Jesse's Intent ... not for recognition and not for money, but only to help ... then research will get all it wants and more; they'll get research right and have a real prosperity, one they never imagined possible.

Thank you for allowing me to speak to you here today.

Links:

H. Stewart Parker’s Feb. 2000 testimony: http://www.senate.gov/~labor/hearings/feb00hrg/020200wt/frist0202/gelsing/kast/patter/fda-zoon/verma/walters/parker/parker.htm
June 1995 RAC minutes: http://www4.od.nih.gov/oba/rac/minutes/6-8-9-95.htm
FDA’s  Feb. 2002 letter: http://www.fda.gov/foi/nooh/Wilson.pdf
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