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Busting Ghosts in the Medical Machine

I was somewhat surprised that a recent bit of investigative journalism reported in the New York Times did not generate more widespread attention, and alarm.  The article revealed that some 26 scientific papers lending support to the use of hormone replacement therapy for women at menopause, published between 1998 and 2005 in prominent medical journals, had been “ghost written.”  Writers were hired by the pharmaceutical industry, and in particular Wyeth pharmaceuticals, which of course had a vested interest in the promotion of their products.  Wyeth at the time was marketing Prem/Pro, the leading form of hormone replacement therapy.

The official authors of these papers were experts who apparently just reviewed and blessed the papers after they were written, give or take a bit of editing, and lent their name.  Since that time, more definitive studies have led us all to reach an entirely different conclusion about HRT for chronic disease prevention- namely, that it is not routinely advisable. 
The HRT story is itself complex and precautionary.  The basis for thinking that HRT could meaningfully reduce risk of serious chronic diseases, including heart disease, was observational studies.  In such studies, participants do what they want, and investigators simply note what happens to them.  But if women using HRT have fewer heart attacks, it may be directly due to the HRT, or to something else about the women who decide to use it.

The latter proved to be the more likely explanation when randomized trials, including a large federal study called the Women’s Health Initiative, showed that the net effect of HRT on total risk of heart disease, stroke, cancer, and premature death was in fact negative, albeit only slightly so.  In a randomized trial, participants don’t choose their treatment, and thus true treatment effects are much more likely to emerge.

And so science did what science does- shifted its views in accord with the stronger research.  HRT is no longer recommended for chronic disease prevention at menopause.

At this point, however, the tale remains precautionary, because only one variety of HRT has been studied this way, namely Wyeth’s Prem/Pro.  This drug is a combination of premarin, an estrogen extracted from the urine of pregnant horses (i.e., pregnant mare’s urine, hence “pre-mar-in”) and a highly potent, synthetic form of progesterone, called medroxy-progesterone acetate.  We don’t really know whether using hormones more like a woman’s own would confer net harm or net benefit.  We may, in the aftermath of large randomized trials using Prem/Pro, have tossed out the baby with the bathwater.
 
Come what may with regard to our ultimate understanding of the role of HRT in disease prevention at menopause, the Times study hints at scandal and suggests an insidious corruption that could undermine the credibility of biomedical publication.  The issue here is not about science getting it wrong, but about the military industrial establishment working behind the scenes to spin science.  

Just how haunting is this scenario, and how prevalent are the ghost(writers) in the medical machine?  Frankly, I'm not sure we know.  
I am somewhat reassured by the standard procedures of medical publishing.  Every paper in a reputable medical journal undergoes "peer review," scrutiny by generally 2, 3, or more independent experts in the field before publication.  Having been through the process well over 100 times myself, I can tell you it is generally quite arduous.  Virtually all of my published papers went through multiple revisions based on detailed reviewer critiques.  And as a reviewer myself, I take the responsibility very seriously, and carefully critique the papers sent to me for consideration.  The ghost written papers cited by the New York Times were peer reviewed.

But peer review is far from a perfect filter.  It can ensure that a paper makes sense, but it can't protect against fabrication.  It can ensure that methods are sound, but it cannot unfailingly purge bias from the interpretation of study data.

 

 

In the case of the Times article, the scientific papers cited are mostly review articles.  These, by and large, are expert commentary on the "state of the art."  As such, there is much more latitude in peer review than for a paper that is more dependent on a particular research method.   Reviewers of review papers are very much influenced by the expertise of the author, and the basic reasonableness of the content.
That is ominous, since the Times report indicates that the true author of the dubious papers was not the expert who signed his or her name, but a drug company hired gun.  Peer reviewers of such papers would doubtless apply an entirely different degree of scrutiny if they were aware of this.
I am also inclined to think that if 26 papers on HRT were ghost-written, the same thing must have occurred at other times, supporting other practices. 
Where does it leave us?  First, I believe that while inescapably flawed in a whole variety of ways, the medical literature is more sound than not.  Most medical decisions and practices are predicated on the weight of evidence, not a single paper or even cluster of papers, and thus, inexorably, the truth tends to come through.
But it may come through slowly, and in the interim you could be harmed if practice is being based on biased publication.  So, second, I fully support the standards of the Journal of the American Medical Association and the Annals of Internal Medicine, among others, which require each author to articulate exactly what his or her role was in conducting the study and generating the manuscript.  "Ghost writer" would not cut it.
But the third and final line of defense here is you, like it or not.  Medicine is at its best when both doctor and patient are open-minded skeptics- willing to consider everything that may be necessary and helpful, but dubious about potential harms as well.  When your health is on the line, take nothing for granted.  Be courteous, but assertive- ask your doctor to provide a rationale and level of confidence for any treatment recommendation.  You might even ask what kind of evidence- observational or randomized trial- supports the practice.

You, as the patient, conduct the final peer review.  You as the patient have the last chance to bust those ghosts in the medical machine.  
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