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ABSTRACT
Commercial funding of research studies may potentially influence or bias the findings and interpretation of results. An editorial on conflicts of interest suggested that funding from non-commercial sources, such as government agencies, may also represent a conflict of interest, and uses the Women’s Health Initiative (WHI) as an example of how this might be. Two WHI investigators responded by claiming that the arguments put forward in the editorial were largely ‘red herrings’ and were aimed at disparaging the WHI results. But there is evidence of bias in the presentation and interpretation of WHI findings by some investigators which may be due to conflicts of interest. It is probably wise to declare all sources of external research funding, including industries, governments and charities, as conflicts of interest so that reviewers of such research studies are alerted to give them full scrutiny for evidence of external influences.

The editorial by Dr James Pickar regarding conflicts of interest questions whether funding of individuals or institutions by governments and government agencies should be declared as a potential conflict of interest. Traditionally, conflicts of interest have focussed on funding from industry, with the implication that those receiving such funding might influence their study results or bias their interpretation of the study findings. At best, this questions the integrity of the investigators, yet it is likely that the majority of industry-funded studies are carried out honestly and transparently, and indeed the issue of conflicts of interest is likely to ensure that this happens since the investigators would expect to be under greater scrutiny. Thus the presence of conflicts of interest does not necessarily invalidate the findings of a study. Obviously if an investigator had a personal financial benefit from increased industrial profitability resulting from study findings, such a study should come under even greater independent scrutiny. But Pickar points out that there may be indirect financial and non-financial benefits to be gained from research studies, for example funding to institutions and enhanced academic status, and these are equally applicable to studies funded by non-commercial sources, including government agencies and indeed charities. The response from Wactawski-Wende and Anderson is to defend the findings of the Women’s Health Initiative (WHI) and claim that Pickar’s views are an unfounded attempt to disparage the results of one arm (the estrogen-progestin (E+P) arm) of the WHI trials. An immediate concern is that they state they have no conflicts of interest, yet both are WHI investigators which must count as a conflict of interest for a number of reasons. They suggest that anyone questioning the findings of their study must have a conflict of interest, implying that their results, or rather their interpretation of those results, are totally correct and beyond question. They point out that the publication of their findings “led to a marked and sustained decline in prescriptions for menopausal hormone therapy” and state that “a decrease in the use of a drug with an adverse risk profile for prevention of chronic disease is a public good”. Indeed this decline occurred worldwide, yet their findings from the E+P arm relate only to a fixed dose of conjugated equine estrogens plus medroxyprogesterone acetate, widely used only in the USA, and do not apply to estrogen alone or other types of estrogen and progestogen combinations used elsewhere. So these findings have been wrongly applied to all hormone replacement therapies by certain professional societies and advisory bodies, and this is not necessarily a “public good”. Furthermore, they describe their estrogen-progestin combination as “a drug with an adverse risk profile” yet their study showed this combination resulted in neither harm nor benefit in over 99% of the women who took it. So do the WHI investigators have a conflict of interest? The initial publication of the preliminary findings from the WHI stated that overall health risks exceeded benefits.1 This was true when selected outcomes were considered, but not when all outcomes were considered. As stated above, less than 1% of the study population experienced either harm or benefit, hardly surprising since none had specific requirements to take the hormone therapy. In other words, the WHI showed that giving one therapy to women who did not need the therapy did virtually nothing. They also stated that there were substantial risks for cardiovascular disease and breast cancer, yet the risks were less than 1 per 1000 persons per year, hardly substantial. With the exception of coronary disease events, the risks were not statistically significant when analysed using the correct statistics, and subsequent publication of the full results showed that the increase in coronary events was also not significant.2 It could be considered that the investigators have skewed the results and their interpretation in subsequent publications to remain consistent with their original report that hormone therapy is harmful. An example of this is illustrated in their paper on venous thrombo-embolism (VTE) where the investigators show that hormone therapy initiated in women aged 70-79 years results in a seven-fold increase in VTE.3 But this is comparing the risk to that seen in women taking placebo aged 50-59 years, and age is a major risk factor for VTE. Why, therefore, show that comparison? Why did they not also present the comparison between women initiating hormones aged 50-59 years with those taking placebo aged 70-79 years which shows a 30% reduction in VTE in the hormone group? Findings or interpretations not conforming to the original premise of harm might have weakened the case for continued government funding, over $20 million in the case of the University at Buffalo, and this therefore represents a potential conflict of interest. But not only government funding should be declared as a conflict of interest. Charitable funding is another conflict of interest similar to commercial funding. If an investigator can publicise widely the findings of a study funded by a charity, the increased publicity for the charity can result in increased donations to that charity, and potentially increase the availability of future funding for the investigator. All investigators conducting studies that are externally funded should consider that funding to be a conflict of interest and declare it as such. Investigators will rightly defend their findings and interpretations, but should not need to dismiss those who question them as having conflicts of interest that make those questions invalid. Only smoke and mirrors turn them into red herrings and black swans.
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I have been sponsored by pharmaceutical companies to speak publicly about HRT - both for and against. I have received grants from pharmaceutical companies that have, and have not, HRT products, and from non-commercial sources, research councils and charities, to conduct HRT research.
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