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(5)  DES - The Wonder Drug We Should Wonder About

By Marian Vickers

This article is reprinted, with permission, from the November/December 1985 issue of Health Action (subsequently renamed Health Issues), journal of the Health Issues Centre.

This is the story of a drug called diethylstilboestrol (DES for short), or stilboestrol as it is commonly known. DES is a synthetic oestrogen, prescribed to many pregnant women in the mistaken belief that it  prevented miscarriage. The drug was used from the early 1940s to the early 1970s (and beyond in a number of cases).

It is the story of the continued use of a drug despite evidence of its ineffectiveness and danger.

It is the story of a time-bomb. The cancer and fertility problems in sons and daughters of those women who were prescribed DES are still unfolding. 

It is the story of the failure of the medical profession, health authorities and drug companies to face up to the problem and take action. This story is not only of past failure - crucial measures needed to deal with the time-bomb effects are still being ignored.

The story is told by Marian Vickers, a DES daughter and a founding member of DES Action, a community support group for DES mothers, daughters and sons, and others interested in the DES issue...

As Health Action is not an academic journal, we have not included the numerous and comprehensive references which support this article. The editorial group is convinced that the article is soundly researched and presents an accurate picture...

Beginnings
The promotion of DES as a treatment to prevent miscarriage and pregnancy complications came first from the prestigious Harvard Medical School in the early 1940s. Head of the Gynaecology Department at Harvard (1942-1967), Dr George van Sichlen Smith, and his wife Dr Olive Watkins Smith, began theorising about the new drug's use in maintaining high-risk pregnancies. The maternity hospital associated with Harvard was used by the Smiths to test their theories on pregnant women.

Putting it bluntly, they were wrong. Their theory was wrong, their methodology shoddy and their analysis and interpretation of results subjective and suspect. The drug should never have been allowed on the market for use in pregnancy. Right from the start questions were asked about the effectiveness of DES. At the Annual Conference of the American Gynaecology Society in 1949, a doctor challenged the Smiths' theories, and pointed out that: "(In the pregnant rabbit) the administration of oestrogen is very deleterious to the foetus. In early pregnancy, oestrogen will prevent implantation or produce abortion; and during later stages it will lead to death of the foetus."

The Smiths' methodology for their studies was criticised. The controversy itself led to many "experiments" being conducted on unsuspecting women attending hospital ante-natal clinics (including here in Australia), in attempts to  verify or disprove the Smiths' rather exuberant claims for the new "wonder drug". In 1953, a large, well-designed, prospective, double-blind study (involving 2,000 unsuspecting "subjects"!) showed that DES was no more effective in preventing miscarriage than the placebo given to the control group in the study.

Despite the mounting evidence, the use of DES as a therapy for pregnancy maintenance continued. The Smiths strongly defended their research and continued to advocate the use of DES. As they were associated with Harvard Medical School, their claims were influential. And the drug companies certainly jumped on the bandwagon - taking out full-page advertisements in the medical journals, citing the favourable research. They were not about to mention the studies which called into question the drug's efficacy...

DES was also used for purposes other than maintaining pregnancies. Ironically, it was used as a contraceptive "morning-after" pill, that is, to supposedly induce spontaneous abortion. If it did not work, and the pregnancy continued, then the foetus was exposed to DES. It was used to dry up breast milk: Often a woman, finding herself pregnant again, decided to wean her infant and was prescribed DES, thus exposing the foetus. Others were prescribed DES as a treatment for acne. All these uses exposed further people to DES.

The Time Bomb
DES has been likened to a time-bomb. At the time it was first prescribed, it was assumed safe by prescribing doctors. But its effects on the children of women prescribed DES would reveal, in time, how wrong this was.

In the late 1960s, over 20 years after DES was first prescribed, eight young women (11-22 years old) were admitted to Massachusetts General Hospital with a form of vaginal cancer known as clear cell cancer. Until this time, this was an exceptionally rare cancer usually occurring in women after menopause. In all the world's medical literature there were only three cases reported of this cancer developing in young women. Suddenly there were eight in the Boston area.

A study to find out the reason for the sudden emergence of this cancer in young women eliminated such factors as douches, tampons, the contraceptive pill, sexual promiscuity, maternal smoking and pre-natal X-rays. Finally, one of the mothers made an intuitive guess that the cause might be the DES she was prescribed during pregnancy. It was then confirmed that seven of the eight mothers had taken DES during pregnancy. DES was thus proven to be a trans placental carcinogen.

The results were published in 1971 by the New England Journal of Medicine. The same year the official body in the US for approving drugs, the Food & Drug Administration (FDA), banned the use of DES during pregnancy. 

A registry was established to record the incidence of the rare cancer. Within two years, 170 cases were registered. Currently there are over 500 listed. Since it is not mandatory to report cases to the registry, this is obviously not the complete incidence and the true tally will probably never be known.

Since these initial ominous revelations, more effects of DES have emerged and been reported in medical journals with varying degree of detailed study. Space permits only a few to be mentioned here:

1. Many DES daughters have benign tissue changes and structural damage to the vagina and cervix relating to their DES exposure.

2. Abnormalities of the uterus and fallopian tubes have been found in DES daughters. The most common and characteristic change is a T-shaped uterus with a small uterine cavity. 

3. DES daughters have a high incidence of pregnancy difficulties. When compared to a non-exposed control group, DES daughters experienced a  3-5 times higher rate of ectopic pregnancy; at least twice the rate of miscarriage in the first and second trimesters; and at least three times the rate of premature labour, premature birth and stillbirth. It appears that as many as 50% of DES daughters will experience these reproductive complications. Researchers generally agree that about 80% of DES daughters who conceive will, if they "keep trying", eventually have at least one living child. That is, of those DES daughters able to conceive, approximately 1 in 5 will never have a "viable outcome" despite numerous "tries". This statistic hides a great deal of human pain and sadness, as any DES daughter at present experiencing "non viable outcomes" will tell you.

4. Recent research finding have revealed that DES daughters have between a two- and four- fold increased incidence of dysplasia and squamous cell cervical cancer. 

5. Approximately a third of DES sons have structural abnormalities of the genital tract, including higher rates of undescended testes (a known risk factor for testicular cancer).

6. A study last year, using a matched control group, indicated that DES mothers, themselves, have a moderate (40-50%), statistically significant, increased rate of breast cancer in later life, i.e. 20-25 years after taking DES. The possibility of this was suggested over a decade ago, following experimental research with animals.

The alarming thing is that we don't know what further health problems may arise in DES exposed people as they get older. The Medical Journal of Australia (MJA), last year, reported the following comments by Dr Michael Coppleson, Head of the Gynaecological Unit, King George V Memorial Hospital, Sydney: "What is the likely fate of the (DES) exposed progeny? It is possible that their tumour incidence may rise, and that the types of tumour may alter as the population gets older. In women, it is clear that the breast must still be regarded as predisposed to neoplasia, as well as other mullerian derived tissues, including the endometrium. In men, the prostate may be the organ on prime risk. Many more years of careful follow-up of all progeny - both male and female - exposed as foetuses to DES will be required before a precise assessment of all detrimental consequences is possible. This survey should include a search for tumours in the mothers and their DES exposed sons and daughters, as well as for adverse effects on fertility and pregnancy."

Response of the Australian Health Care System
The fact that it took 25 years before the use of DES during pregnancy was banned in the US is, in itself, remarkable. But the Australian response since the effects of the drug have been known gives further cause for major concern about the Australian health system's ability (or inability) to respond to a major public health issue.

Let's go back to 1971: DES constituted a potential medical crisis in terms of public health. There was sudden emergence of a previously rare cancer. This cancer was very aggressive, essentially symptomless, and required special screening tests (a Pap smear test not being adequate). The victims were young females and the treatment was drastic, including radical hysterectomy and vaginectomy. At this stage (early 1970s), the cancer had a high mortality rate, and its potential incidence among DES daughters was unknown - 3 cases in the world, then 170 within two years. In addition, this cancer was caused by a medical treatment which had been in use for many years.

A rational approach would include a head count. How many women have been prescribed this drug during pregnancy? How do we alert them to the risk? That is, there was an obvious and urgent need to identify and alert the population at risk and provide appropriate medical care.

Now, what happened in Australia? From the consumer's viewpoint, and for all practical purposes, nothing! Tucked away in the MJA of September 1972 is a statement by the Drug Evaluation Committee, which includes: "As far as can be ascertained, stilboestrol has not been used to any extent in this country for the management of threatened abortion"  Based on what? There has never been any attempt to estimate the extent of DES exposure in Australia. The statement then goes on to conclude: "It is reasonable to conclude that stilboestrol should not be given in pregnancy." Rather mild, don't you think? Particularly as in the US the FDA had seen fit to ban the use of DES during pregnancy a year prior to this!

As a 1981 editorial in the MJA points out: "In Australia... no adequate records of children exposed to DES exists. There has been no organised publicity, or any systematic education or follow-up campaign, and there is understandable apprehension amongst the Australians who suspect that they may be at risk."

Of great concern to the whole community should be the fact that, both here and in the US, it was only after consumer groups organised that any serious attempt was made to alert the population at risk and provide accurate, sensible information on their health risks and the appropriate health care needed. That is, this was done by consumers, for consumers.

The response of the Australian health authorities has been to continually minimise, deride and trivialise DES-exposure, both at the personal level and as a public health issue. 

Why? 

DES is a medical treatment and DES related problems are the direct result of a medically prescribed drug. The Ministers of Health, the health authorities, and for that matter the medical profession itself, take advice on the DES question from a group of doctors who, in a sense, helped create the problem and who have every interest in seeing that the issue is minimised...

Is There More?
The number of Australian women prescribed DES and related drugs during pregnancy is still unknown. We know that DES was used throughout Australia, in every State, in capital cities and in country areas. However there has never been any concerted effort or co-ordinated official attempt to identify and alert the Australian DES population.

Major ongoing research is not being done. This highlights the fact that much medical research is funded by the drug industry, and no drug company is going to fund research into the effects of DES.

Financial support is needed for consistent, long-term follow-up of DES mother, daughters and sons. Research is needed that considers a broad range of all possible DES effects as the DES population grows older. If additional health problems emerge, they can be detected early, or reassurance can be gained if no new problems appear.

DES is only one type of oestrogenic exposure. It is an unfortunate but nevertheless real human experiment that should be faced, not only for the welfare of the exposed population but also for the knowledge it may reveal which could be relevant to other drugs. There may be other drugs that have or will have this time-bomb effect and public health strategies should be worked out now, based on the DES experience.

(6)  Depo-Provera: Community Watch on Doctors Needed

Letter to the Editor 
The Age, 2 January 1988

When reading recent correspondence on Depo-Provera (Depo-Provera Has Been Proved Safe from Dr. E. Stewart, 10/12), we in DES Action cannot help having a sense of deja vu.

Dr Stewart states she has prescribed Depo-Provera "for more than 20 years with patients' complete informed cooperation." DES (Diethylstilboestrol, or Stilboestrol as it was more commonly known) was also prescribed to many women, from the 1940s to 1970s, as a treatment to prevent miscarriage. The drug was actively promoted and used by clinicians, many of whom saw it as a "wonder drug." This was despite published data in 1953 that showed DES to be ineffective for this purpose.

In 1971 DES was linked with a rare vaginal cancer in DES daughters. Since then it has been conclusively linked with infertility and reproductive problems in DES daughters and sons, and cancer in DES mothers.

As DES daughters we support the anti- Depo-Provera campaign, and its wider context that any drug should be proven safe before being used.

The DES story clearly indicates the problems that can arise when clinicians are left to exercise their "medical ethics and clinical acumen" with regards to the care of their patients. There is a place for community groups and lay people, if only to keep a check on the unfettered enthusiasm many clinicians apparently still have for the products and propaganda of the pharmaceutical industry.

Marian Vickers,

member of DES Action

(7)  Increased Autoimmune Disease & Other Health Outcomes

From DESPATCH - #26 December 1988

Increased Autoimmune Disease

By Judith Turiel

(Reprinted from VOICE, newsletter of DES Action USA - #37 Summer 1988)
The two largest studies of DES-exposed women are the DESAD project (coordinated by Dr Kenneth Noller at the Mayo Clinic), and the University of Chicago DES follow-up program (coordinated by Dr Arthur Herbst). Although both studies have suffered severe funding cuts in recent years, they do continue to provide information about DES-related health effects. The DESAD Project issues a yearly update to its study participants, reporting on the previous year's health questionnaire (this mailed survey, sent to DES daughters and non-exposed women, is the only DESAD research currently funded).

Findings from the 1987 questionnaire include the following:   

Preliminary results indicate that DES daughters are more likely to have some type of autoimmune disease. (Autoimmune diseases include a variety of conditions in which an individual's immune system over-reacts, acting against oneself. Examples of autoimmune diseases include: lupus, rheumatoid arthritis, Graves' disease and Hashimoto's thyroiditis.) The "modest increase" in autoimmune conditions will be reported as a "preliminary communication" in Fertility and Sterility (June 1988)...

Given these preliminary findings, and the fact that autoimmune conditions often increase or worsen with age, further study is essential...

DES Action's 1985 health survey also suggests an increased rate of autoimmune conditions among DES daughters and sons. In addition, a small study of blood cells from DES daughters, reported in the August 1987 issue of Fertility and Sterility, showed a hyper-reactive immune response, findings consistent with autoimmunity.

From DESPATCH - #29 October 1992

First DES Research Conference

(Reprinted from VOICE, newsletter of DES Action USA -  #53 Summer 1992)
'Long Term Effects of Exposure to Diethylstilbestrol' was the first major national conference of DES researchers and DES-exposed people ever held. Sponsored by four divisions of the National Institutes of Health, the April conference consisted of two days of presentations and discussions.

Phyllis Blair, PhD, Dept. of Immunology, University of California at Berkeley. "Human Studies of the Effect of DES on the Immune System." Dr Blair and Dr Noller conducted a review of the records of 1,711 DES daughters and 922 controls (non-DES-exposed young women). They found that DES daughters had an overall increase of nearly double the incidence of autoimmune diseases: 28.6 per 1,000 for the DES exposed, versus 16.3 per 1,000 for the controls. They also found a five-fold increase in Hashimoto's Thyroiditis.

Deborah Wingard, PhD, Community and Family Medicine, University of California at San Diego. "Epidemiologic Evidence of Immune Dysfunction and Other Effects." Dr Wingard reviewed results from the 1985 'DES Action Health History Survey' of 520 DES mothers, 1,079 daughters and 94 sons. She found higher incidences of autoimmune diseases such as asthma, arthritis, lupus, and diabetes than those found in the general population. There was also a higher incidence of respiratory tract conditions...

Kenneth Noller, MD. Other Health Outcomes Found in the DESAD Project. Over 1,400 diseases were recorded in the entire DESAD project. Of these, several conditions showed significant differences between DES daughters and non-DES-exposed women:

Candida infections - more common in the DES exposed.

Middle ear infections -  more common in the DES exposed.

Mitral valve disorders -  more common in DES exposed, but difference disappeared over time.

Infertility - three-fold increase in DES exposed.

Autoimmune disease - 2.8% in DES exposed, 1.6% in controls.

Eating disorders - three-fold increase in DES exposed.

(8)  DES Daughters & Pregnancy Lost

From DESPATCH - # 28 June 1992

D-E-S Spells Despair

By Felicity Browning, 1990

Last year the tragic legacy of DES was brought home to DES Action with a cruel reality. Three members of DES Action, all DES daughters, lost babies between the gestations of 16 and 25 weeks. Although each of us went through a quite different experience, in each case the reason for the tragedy appeared unclear - and the doctors were unable to do anything to either prevent or remedy the situation. 

It is ironic that a drug prescribed to prevent miscarriage in our mothers (and which we now know did not even work!) has interfered so disastrously with the reproductive capabilities of the second generation. And it is horrifying to know that, as DES was last prescribed in 1971 (and later, in a number of cases), there is still a large group of DES daughters about to enter their childbearing years.

And yet, as we have been reminded once again, there are still many, many doctors who know nothing about DES and cannot be bothered finding out - let alone taking DES Action seriously. We accept that they may feel helpless and unable to assist us, but that is no reason to completely ignore the issue.

In the USA, where all the major research on DES takes place, funding cuts under the Reagan administration have taken their toll on the furtherment our knowledge of the long-term effects of DES.

In sadness and love we dedicate the following poem to the three little boys we wanted so much, and now yearn for:

Timothy Harrison
stillborn, 1 March 1989

John Richard Blaxland
born 20 August 1989, died 21 August 1989

Marius Frederick Browning
born and died 11 October 1989

My mind does not mourn yesterday

It mourns today.

The images that past before my eyes

Do not recall the infant son

But see you running through the house

A teenage son in search of food and


gym shoes and maybe me.

I do not mourn you for what you were

But for what you cannot be.

Your Baby Has Died, SANDS (Vic.)

This poem was written by a mother who experienced the perinatal death of her baby.
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