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Caring For Women's Health -- What Is The Problem?
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In this issue of the Journal are three articles about the health of women. Nanette Wenger and her colleagues [1] review what is known about the differences in cardiovascular health between men and women: cardiovascular disease is the leading cause of death among women as well as men, although it occurs later in life; it is less likely to be treated aggressively in women, and the mortality is higher. Ruth Merkatz and others at the Food and Drug Administration (FDA) [2] review the recent reversal of the agency's policy that excluded women of reproductive age from participating in new drug studies; according to these authors, women and men may react to drugs differently, and the fact that there may be special risks to the fetus when pregnant women are treated is all the more reason to include women in early studies. And finally, J. Claude Bennett, writing for the Institute of Medicine's Board on Health Sciences Policy, [3] discusses the issues raised by an amendment recently proposed to the Public Health Service Act; this amendment would require that clinical research sponsored by the National Institutes of Health (NIH) include adequate numbers of women and minorities to permit analysis of whether they respond differently from white men.

These articles reflect a widespread view that clinical research has over the years improperly excluded women. According to this view, women have been discriminated against in three ways: diseases that affect them disproportionately are less likely to be studied; women are less likely to be included as participants in clinical trials; and they are less likely to be senior investigators conducting the trials. In the past three years we have seen major efforts to correct these sources of bias, two of which Merkatz et al\and Bennett describe. In addition, the NIH in 1990 established an Office of Research on Women's Health for the explicit purpose of addressing all three forms of discrimination [4]. Shortly after Bernadine Healy became director of the NIH in 1991, she launched the Women's Health Initiative -- a massive 15-year study of 160,000 women that will cost more than $600 million and include the largest clinical trial ever conducted [5]. She also moved aggressively to correct discrimination against female investigators within the NIH itself. On the clinical front, there have recently been calls for the establishment of a new medical specialty in women's health. This proposal was provocatively debated in the new Journal of Women's Health, which published its first issue in 1992 [6].

Focusing attention on women's health has clearly involved different sorts of efforts targeted toward different sorts of discrimination. I shall comment here primarily on the issue of research on women's health. Is it true that we have not paid sufficient attention to diseases in women? And what are the merits of requiring that women and minorities be included in nearly all clinical trials in numbers large enough to permit determining whether the results pertain to them?

Whether diseases in women have been inadequately studied is difficult to say. First, we have to decide whether we mean a disease that affects women almost exclusively (such as breast cancer), one that affects women disproportionately (such as gallbladder disease), or one that affects both men and women nearly equally (such as cardiovascular disease). If we mean the last, then there is little doubt that women have been systematically excluded as subjects for study, as Wenger et al\make clear in the case of cardiovascular disease [1]. No one can know with certainty all the reasons that women have been excluded, but a few have been explicitly offered.

Women of reproductive age have often been excluded as participants in clinical trials because of possible risks to a fetus. This has not been just a matter of special concern or paternalism. In addition, it has been a matter of avoiding unnecessary risks of legal liability. Older women have been excluded because they often have multiple health problems that may create risks for them and confuse the results of the trial. And finally, the more kinds of participants enrolled in a trial, the more difficult the analysis and interpretation. Given these problems, as well as the indeterminate contribution of sexism, it is not surprising that most clinical trials have been heavily, if not exclusively, weighted toward men.

The scientific reasons for limiting participation in a clinical trial to one sex -- as well as to one age group and one race and one socioeconomic group -- warrant some special attention. In a clinical trial of a new intervention, valid interpretation requires that the research subjects be as homogeneous as possible. In fact, all subjects in a clinical trial would ideally be identical, except that only half would receive the intervention under study. If this were the case, then there would be no question of different effects in different groups confusing the findings -- that is, confounding variables would be less likely to distort the interpretation of the results. This is why twins are in such demand for clinical research. But what we gain in scientific validity by studying homogeneous groups, we lose in generalizability. We cannot be sure that what works in one group will work the same way in others. The assumption has been, however, that it usually will, even though the size of the effect may vary. For example, if a drug decreases fever in men, it is unlikely to increase it in women. Thus, in some studies of diseases that affect both men and women, such as cardiovascular disease, only men have participated as research subjects, but the conclusions have been implicitly applied to women.

Applying the salient conclusions of clinical research to populations not studied is usually reasonable. Typically, there is no biologically plausible reason to expect the findings to vary greatly with sex or race or any other such grouping. Sometimes, however, there is. This is particularly true when the disease or intervention under study is closely tied to known sex differences -- such as average muscle mass or estrogen levels. In such instances, it is necessary either to do a very large study to include enough men and women to analyze the results separately, or to do a second trial to study women (assuming that the first trial was mainly in men, as has too often been the case). In the sequence of clinical research, establishing efficacy in the most efficient and valid way possible has been the goal of initial trials. If the initial studies have yielded important results, questions of generalizability have been addressed in subsequent studies, especially if there were suggestions of differential effects in the early research.

These issues are somewhat different from the more complicated question of whether diseases that mainly affect women receive due attention. Here the evidence is mixed and difficult to interpret. For example, we pay far more attention to breast cancer than we do to prostate cancer, but no one would suggest that we live in a society that systematically favors women. This year, for example, the NIH will spend about $197 million for research on breast cancer (Financial Management Branch, National Cancer Institute: personal communication), a disease that will kill 46,000 women [7]. In the same year, we will spend only $37 million for research on prostate cancer, which will kill 35,000 men [7]. Per life lost, then, we are spending four times as much on breast cancer as on prostate cancer. I suspect that the reason for such discrepancies is more likely to be ageism than sexism. Breast cancer is a disease of middle age; prostate cancer is a disease of old age. Similarly, it may be that the greater attention paid to heart disease in men than in women has more to do with the earlier age at which it occurs in men than it does with sex. These discrepancies may reflect other, more nebulous factors as well, including different levels of concern about particular diseases in men and women. For example, it could be that men fear heart diseases more than women do; women consistently express more concern about breast cancer, despite the fact that heart disease is seven times more likely to kill them. Public concern of this sort rightly influences the attention given to various diseases. And there are also biases on the part of investigators that influence what is studied; some diseases are simply more interesting than others.

Despite these caveats, the evidence is that there has been too little research on disease in women, particularly cardiovascular disease. What is the best remedy? In my view, the proposed amendment to the Public Health Service Act would create worse problems than it would solve. To provide a valid analysis of results in subjects of both sexes and all minorities would require unreasonably large trials of new interventions. It would mean trying to determine efficacy and generalizability in the same study -- an inefficient approach, as Bennett points out [3]. Inevitably, there would be attempts to evade the requirements, by devising justifications for excluding women and minorities altogether. We would then lose whatever hints we now have of differential effects in small, early trials that include some women and minority-group members. The requirements also assume that clinically important differences between men and women are the rule rather than the exception -- a biologically implausible assumption. Finally, the congressional requirements lead to absurdities. Which of the many minorities are to be included? Should both premenopausal and postmenopausal women be included in all studies? Why not all age groups? How many ways must we slice and dice in the interest of fairness? Scientific research does not lend itself to rigid cookbook rules; there must be some room for common sense and considerations of biologic plausibility. Healy's approach is better [8]. The NIH now requires grant applicants to justify any decision to exclude women and minorities from clinical trials, but they need not include them in numbers large enough to determine differential effects.

In trying to remedy patterns of discrimination against women in health care, we need to step carefully. Yes, women should be included more often in clinical trials, but not according to a formula that would make clinical trials more difficult than ever and probably be counterproductive in terms of learning about differential effects in women. And yes, we do need to educate clinicians better about women's health and the presentation of disease in women. But, as argued persuasively by Harrison, [9] a new women's health specialty is not the answer. It would marginalize the care of women and leave the mainstream to men, where the lack of attention to women's health would then be officially sanctioned. (If there is to be separatism, I would prefer a new specialty of men's health, leaving the mainstream to women.) Most important, in my view, is to continue to bring women into the upper echelons of academic medicine. If women are the teachers of the next generation of doctors and the senior investigators in the next generation of clinical research, women's health will finally get the attention it deserves without the need for special rules.

Marcia Angell, M.D.
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