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My name is Dr. Michael F. Greene. I am a Fellow of the American College of Obstetricians and Gynecologists, and I am appearing here today on behalf of the College to present the College’s concerns regarding re-classifying prescription drugs to over-the-counter status. My relationship to the College is as a member and un-paid volunteer in this assignment today. My “day job” is as the Director of Maternal-Fetal Medicine at the Massachusetts General Hospital and Associate Professor of Obstetrics, Gynecology and Reproductive Biology at Harvard Medical School, in Boston. My other paid position is as an Associate Editor of the New England Journal of Medicine. I also serve as Chair of the FDA’s Advisory Committee on Reproductive and Urological Drugs. I will not speak today either in favor of or in opposition to any specific product or products, and I have no financial interests or potential conflicts of interest to disclose. The College thanks the Agency for the opportunity to be heard on this issue. The College’s mission is to improve the healthcare of women. We pursue that mission through both education and advocacy.


Prior to the epidemic of thalidomide babies in the 1950s and ‘60s, there was little public or professional awareness or concern about human teratogenic risks. That disaster coupled with the heart wrenching photos from Japan of the devastating effects of methyl mercury poisoning in Minamata Bay, raised both the lay and professional consciousness about the vulnerability of the developing human fetus. The 1960s saw the development of the “Goldenthal Guidelines” requiring specific and detailed animal reproductive toxicity testing for new compounds designed to prevent another thalidomide epidemic. Women were advised to avoid any and all unnecessary drug and environmental exposures during pregnancy and to check with their doctors prior to taking any medications. This educational campaign seemed to be successful.


Hypervitaminosis A was one of the original experimental animal teratogens in the 1950s. Thus when the potent synthetic congener of vitamin A, isotretinoin, was introduced, it was anticipated that it would be a dangerous human teratogen. It was hoped that the general education of both physicians and patients regarding potential teratogenic risks and the manufacturer’s extensive efforts to avoid exposures in pregnant women would prevent fetal injuries. Unfortunately, it was not long after the introduction of isotretinoin that reports of the severe consequences of fetal exposures began to pour in to the manufacturer and the FDA. 


There are several reasons why women remain vulnerable to teratogenic exposures. It is generally acknowledged that 50% of all pregnancies in the United States are unplanned. Some pregnancies represent failures of appropriate and conscientiously applied contraceptive measures. More commonly, however, they result from the failure to take appropriate contraceptive measures. In many of these cases, women may not even recognize that they are pregnant until they are well into the first trimester. By that time, much of the critical period of organogenesis has passed. Many potentially teratogenic exposures, to alcoholic beverages for example, occur under these circumstances. The potential for adverse fetal consequences of drug exposure also extends well beyond the first trimester, as we have learned with the angiotensin converting enzyme inhibitors.


Dr. Allen Mitchell of the Slone Epidemiology Unit at Boston University has studied the epidemiology of drug exposures during pregnancy quite extensively. He has shown that when women are questioned regarding drug use during pregnancy, they frequently fail to report the use of over-the-counter preparations. When questioned in more detail about this, they frequently respond that they did not consider over-the-counter preparations to be “drugs”. Similarly, women will frequently be reticent to take  prescribed drugs due to safety concerns, yet take over-the-counter drugs without a second thought. This casual regard for over-the-counter drugs makes it all the more important that they be safe for use during pregnancy.


Drug safety during pregnancy goes beyond concerns about teratogenicity and developmental toxicity. The liver and kidneys are both more sensitive to toxins when pregnant. This lesson was learned when pregnant women suffered fatty degeneration of the liver and renal failure when given large doses of intravenous tetracycline to treat pyelonephritis in the 1950s. Although of less serious consequence, women still occasionally develop intrahepatic cholestasis due to exposure to erythromycin estolate.


On March 30th of this year I participated as an FDA panel member in a public meeting regarding safety issues surrounding dietary supplement use during pregnancy which were raised by the Dietary Supplements Health and Education Act (DSHEA). During that meeting, a Public Panel Member presented the results of her research among consumers, the lay public. She found that consumers were generally not aware of the individual components and active ingredients in most products.  She found that most women assumed that if a product (in this case dietary supplements) was available for sale over-the-counter, it was safe for any and everyone to consume. When challenged, women responded that they were confident that if a product was not safe for everyone, including pregnant women, “they” would not permit it to be sold over-the-counter.  The FDA is “they”. The irony in that case was that the restrictions of DSHEA specifically prevented the FDA from regulating the sale of those products. In the case of over-the-counter preparations, the FDA has the ability to regulate these products. The general assumption of the safety of over-the-counter preparations and the degree of confidence placed in the FDA to safeguard the public safety, place a heavy burden of responsibility upon the Agency. As you are also aware, the Agency can not count upon the assistance of a  “learned intermediary” to help consumers assess the relative safety risks and therapeutic benefits of a drug purchased over-the-counter in a supermarket. Although consumers are ready to accept the idea that over-the-counter remedies may not be perfectly effective, they are not prepared to accept the idea that they are not safe.


The American College of Obstetricians and Gynecologists urges the FDA to make a rigorous assessment of reproductive toxicity safety, in its broadest sense, a routine and mandatory requirement for drugs being considered for over-the-counter sale. The burden of proof of safety must be high. American women expect the FDA to protect them and their fetuses from risks due to over-the-counter drugs. We trust that you will not let them down.

