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Report on DES Action International Colloquium

By Marian Vickers
April 2001 was the 30th anniversary of the publication in the New England Journal of Medicine of the landmark article linking in utero exposure to DES with the development of clear cell cancer of the vagina and cervix in young women.  To mark this occasion DES Action/USA organised the DES Action International Colloquium and subsidised the attendance of representatives of international DES Action groups. 

April 1:  International Representatives
Two representatives each from DES Action groups in Australia, Ireland, France, the Netherlands and Canada attended the Colloquium. Unfortunately DES Action/UK was unrepresented, but sent a report that was read out. In the morning we met with the National Board of DES Action/USA and each group gave a brief report on their activities. During the afternoon we met with three US attorneys who undertake DES litigation, and discussed the possibility of legal action against the drug companies.

April 2:  The Colloquium
Approximately 100 people attended the day, which was "full-on" from an 8.30 am start.  

There were 3 panels of speakers, each addressing one of the themes: Discovery, Education, Science.

Discovery - "A medical myth is shattered"

Until the DES experience it was believed that any harmful effect of in utero drug exposure would show up at birth (e.g. "birth defects", as with Thalidomide).  The place of DES in modern medical history was discussed by clinicians involved with discovering the ongoing health effects of DES exposure.

Dr Arthur Herbst, lead author of the 1971 medical article and the Director of the Clear Cell Cancer Register, spoke on the latest findings of the Registry (based on an annual survey of those registered).

Dr Kenneth Noller, also a pioneer research clinician and the Principal Investigator of the National Cancer Institute's Long-Term DES Follow-Up Study, spoke of the latest findings of these ongoing cohort studies of DES daughters and sons.

Dr Flora van Leeuwen of the Netherlands Cancer Institute discussed the findings of a small preliminary study that found increased rates of genital-tract structural changes (hypospadias) in DES "grandsons". 

Education

Dr Sydney Wolfe, Director of the Health Research Group, spoke of his 30 + years experience as an advocate/activist in public health.  He has been an advocate for DES research since 1975, and in 1978 helped establish the first DES Task Force.  He spoke in general of the inaction of government agencies on important public health issues.

Pat Cody, founder and Program Director of DES Action/USA , spoke of the lessons learnt from her 25 + years of persistence as the leader of a grassroots consumer organisation. 

She recalled how they overcame a crisis in health funding in the late 1980s - all DES research funding was cut and it looked as if the assembled cohorts would be lost. In an endeavour to turn this around, DES Action/USA undertook a "Campaign for Research". Many DES Action members donated money to a fund that enabled DES Action representatives to attend relevant conferences and to lobby government representatives directly. They also coordinated a letter writing campaign where DES Action members wrote personal letters about their experiences to their local political representatives. 

This campaign was successful and the research into the cohorts continued. The lobbying also resulted in a Congressional Bill being passed in 1992 funding the National DES Education Campaign.
Nora Cody, Executive Director of DES Action/USA, spoke of the lessons learnt a decade ago and the importance of the direct lobbying undertaken today. She stressed the valuable links forged between the research/scientific community and the consumer advocacy group.

Although approved in 1992, the National DES Education Campaign has only recently commenced.  DES Action/USA is working with the Centres of Disease Control in planning and implementing this national campaign to educate physicians and the general public about DES. 

Nora discussed the tensions between maintaining grassroots integrity while working under the constraints of a government-sponsored  program.

Carol Perry, Co-Chair of the DES Cancer Network (a support and advocacy group for survivors of clear cell cancer), spoke of the experiences of women diagnosed with this DES-related cancer. The Network  cooperates with researchers and advocates strongly for DES research funding.

Science - "The DES Exposed as Sentinels and Sensors"

Key scientists in the field of endocrine disruptors, who have studied DES in animal models for over 20 years, explained DES in the context  of the endocrine disruptor model.

Retha Newbold, Head of Developmental Endocrinology Unit, National Institute for Environmental Health Sciences, spoke of the effects of DES and other environmental oestrogens on experimental animals. 

Retha has studied the effects of DES exposure in mice, having developed an accurate mouse model of DES exposure. The DES-exposed experimental mouse is a valid model to study human disease, and has replicated and predicted many lesions observed in DES-exposed humans. Using this mouse model, she has replicated many of the effects in both "DES daughter" and "DES son" mice as seen in humans, e.g. infertility and reproductive dysfunction, structural malformation and cellular abnormalities, including clear cell cancer in exposed females.

She explained how the model can be used to look into the future at health effects emerging for middle-aged and elderly "DES daughter" and "DES son" mice; as well as future generations.  Retha has recently published important reports on the development of reproductive cancers in offspring of "DES daughter" mice, i.e. the 3rd generation of "DES granddaughter" and "DES grandson" mice.

She discussed how the developing organism is extremely sensitive to perturbation by chemicals with oestrogenic activity. Exposure to such chemicals during the critical stages of genital tract differentiation seem to have permanent consequences, and these consequences are not  expressed until much later in life.

Also being studied are the effects of environmental oestrogens. These are other chemicals - such diverse substances as pesticides and chemicals commonly used in households, including the lining of metal food and drink containers - which have been found to have oestrogenic effects. Is it possible that these other oestrogenic agents cause similar adverse effects at levels of exposure that exist in the environment?

A recent study comparing in utero oestrogen exposure at a very low level (similar to environmental oestrogens) with the higher DES-model exposure had surprisingly different effects. 

This may help explain the diversity in the range and severity of health effects experienced by the DES exposed human population. It appears that the more is discovered about DES exposure, the more puzzling and complex the issues become.

Dr J. Carl Barrett, Science Director of the National Cancer Institute, spoke on the lessons learned from research on DES. His work looks at how these chemicals work - what is the mechanism (or mechanisms) whereby DES exposure can lead to cancer many years later or, in fact, a generation later.

It appears that multiple mechanisms have been discovered whereby DES exposure can cause this delayed, dormant effect. It appears that DES exposure directly changes cells; it can change how they differentiate; it appears to actually reprogram cells; and there appears to be a mechanism or mechanisms through which DES exposure can change DNA.

Professor John McLachlan, Director of the Centre for Bioenvironmental Research at Tulane University, spoke on the significance of DES as an endocrine disruptor, and the lessons learnt from the DES experience. 

He spoke of the conservative nature of medical profession and medical scientists - of only working within what is known i.e. the current medical paradigm. He then discussed how the DES experience has necessitated the development of new paradigms to accommodate:

- the shift from the "Privileged Foetus" (with the placenta believed to be an impenetrable barrier) to the "Fragile Foetus" (where it is now recognised that the foetus is particularly vulnerable to the effects of chemicals and endocrine disruption)

- the delayed and latent effects of exposure: not all adverse effects of exposure are immediately apparent, but  are expressed many years later

- the irreversible nature of these effects

- the trans-generational nature of the effects.

The lessons learnt from the DES experience and the development of the endocrine disruption paradigm allowed environmental scientists to make sense of apparent chaos (as discussed in the book Our Stolen Future by Theo Colborn, Dianne Dumanoski & J.Peterson Myers).

Linked to the concept of endocrine disruption is signalling theory: many animal and plant species appear to use oestrogenic signalling mechanisms. There is a need for a new integrated model looking at global health - both human and ecological health.

Reception

Following the panels of speakers a reception was held with special guest speaker Representative Louise Slaughter, one of the  original sponsors of the 1992 Congressional Bill. 


Attending the Colloquium was Alison Venn, Chief Investigator of the Australian NH&MRC-funded research into the Tall Girls experiment.  From the 1950s onwards tall young girls were treated with DES (and later EE) to inhibit their adult height. This experimental treatment originated in the US so there is also a cohort of "Tall Girls"  there. One such "Tall Girl" (who also happens to be a DES daughter), Chris Cosgrove, attended the Colloquium. She is working to form a "Tall Girl" support and advocacy group in the USA. 

April 3:  Capitol Hill
The international representatives accompanied DES Action/USA Board members to lobby both Democratic and Republican politicians. The process involved meeting with the politicians' advisors and outlining the DES issues and stressing the importance of ongoing research and education.  It was also a process of them being able to put faces and personal experiences to the issues. It was a fascinating if exhausting day. As it was the first day sitting of the new Bush administration  Capitol Hill was swarming with lobbyists - professional lobbyists for everything from the beer lobby ("America's No. 1 drink") to the "kill the death tax!" lobby.

I was impressed that ordinary members of DES Action/USA were willing to volunteer a day to undertake such an arduous and daunting process - and to do it so articulately and sincerely.

Book Launch
A bonus event at the end of the day was attending the launch of the book DES Stories: Faces and Voices of People Exposed to Diethylstilbestrol by Margaret Lee Braun and Nancy Stuart.

(19)  Need for DES Register & Research

Extract of letter to

The Director, Adverse Drugs Reactions Unit, 

Therapeutic Goods Administration

16 July 2001

[We are writing] to find out about the under reporting (or non reporting) of DES-related clear cell cancer in Australia...

We have always been aware of  the down playing of the DES issue by (presumably) members of RACOG. DES Action Australia was formed in late 1979 and we were immediately faced with the misinformation that DES wasn't used extensively in Australia and that all those people affected had been notified and were being monitored... Over the intervening years we have received hundreds of letters and telephone testimonies that put a lie to this. We now know that DES was used in all states and territories, in cities and rural areas; and was prescribed by Ob/Gyns and by GPs as tablets, injections and as implants. It was prescribed from the early 1940s to the 1970s, with the last instance of DES being prescribed for pregnancy maintenance (that we know of) occurring in rural QLD in 1987.

This late use can be traced back to the lack of publicity and recognition of the 1971 finding by Dr Arthur Herbst et al of the association of in utero exposure to DES and the subsequent development of clear cell cancer in exposed females. The use of DES (and related oestrogenic drugs) during pregnancy should have been banned in Australia in 1971...

The need for a comprehensive and accurate register of clear cell cancer cases is as important now as it was 30 years ago because:

1. Cases of clear cell cancer in pre menopausal women are "markers" of DES usage in Australia

2. DES daughters have a lifetime risk of clear cell cancer. Another "myth" that has permeated the medical profession is that the DES-related clear cell cancer only develops in young women, that the danger period has now past and that therefore the DES issue is "old news" of historical interest only. Dr Arthur Herbst, Director of the (US) DES Clear Cell Registry has repeatedly pointed out that there is no "upper limit" - that the "age at time of diagnosis" has increased as the DES population ages.

3. Recurrences of clear cell cancer. About 12 years ago there were worrying reports of DES daughters who were survivors of clear cell cancer experiencing recurrences of the cancer. These recurrences were occurring 9-15 years after the original diagnosis, and had a high mortality rate as the site of the recurrence was the lungs or the brain. This recurrence was only picked up through and because of the existence of the DES clear cell cancer registry. Dr Herbst was able to warn the women on his register about this potential threat to their health. In Australia, nothing could be done to inform and alert those at risk as no clear cell register existed.

4. "Second wave" of clear cell cancer. There was always been a suspicion that DES daughters may face an increased risk of clear cell cancer as they approach menopause and later. Animal modelling certainly indicates the possibility of such a "second wave" of occurrence, and a clear cell register is vital to monitor any such increase in incidence in Australia.

5. The possibility of 3rd generation cancers. Animal modelling (the work of Retha Newbold and associates) has suggested the possibility of reproductive tract cancers in both "DES granddaughters" and "DES grandsons".

For all these reasons it is vitally important that accurate clear cell cancer figures be compiled and maintained...

Finally, your comment about ADRAC being established in the wake of the thalidomide brought to mind the presentations at the recent DES Action International Colloquium. Researchers talked about medical paradigms and how the experience of DES exposure, as a primary example of an endocrine disruptor, had exploded many of the former paradigms. The "adverse effects" of DES exposure goes far beyond clear cell cancer - there is structural and functional disruption due to DES exposure early in life. These changes are irreversible and have expression many years later and, possibly, in later generations.  

We would be very interested to know if your unit is looking at the issue of endocrine disruptors and how such delayed, diverse and subtle effects can be reported and monitored. We would also be very interested to know whether any scientists in Australia are researching endocrine disruptors, apart from the recently funded NH&MRC study of the DES / EE -exposed "tall girls".

Yours sincerely, etc

(19)  DES Information Sheet: Frequently Asked Questions

[Last revised July 2001]

Obtaining medical records / having "proof" of DES exposure

- Many of our members have found that chemist records often exist when medical records have "disappeared".  

- The reality is that most people are unable to obtain/view their medical records.  So trust your intuition.  If your mother had a history of miscarriage or remembers having medication (tablets or injections, or both) or you are having DES-related health problems - it is best to assume you are DES exposed and seek proper medical follow-up. 

- You don't need "proof" to become a member of DES Action Australia: if you believe you are DES exposed, that's good enough for us!

In what form was DES prescribed?

DES or stilboestrol was given in tablet and injection form, and also less commonly as an implant.  

- Any oestrogenic agent has the same effects, hence the many brand names listed.

- DES was often mixed with vitamins - many women believed they were having only vitamins.

Does DES only affect the reproductive system?
Unfortunately there is no reason to presume that DES affected only the reproductive system in the developing foetus. 

- Animal models of DES exposure developed back in the 1980s pointed to DES compromising the immune system. Now research into humans has found that  DES daughters, when compared to matched controls,  have higher rates of autoimmune disease, such as arthritis, asthma, lupus, and thyroid conditions. Presumably DES sons would also have higher rates of these conditions, it is just that the research was of DES daughters.

- Recent reports also suggest DES daughters may have higher rates of a wide range of conditions, such as eating disorders, depression, chronic fatigue, respiratory tract infections, and allergies. However it is difficult to get medical research funds to look at these "softer", more subtle effects - i.e. effects that aren't cancer or "life threatening". 

- All research is in the USA, there has been no research attempted in Australia.

Can DES affect my children? What about the 3rd Generation?
Recent research using animal modelling found that DES "grand daughter" and "grand son" mice developed reproductive-tract cancers while no cancers developed among the unexposed control mice. These results do not mean that similar conditions will develop in the human 3rd generation, but they certainly indicate that we need to be vigilant and that the 3rd generation need to be monitored.  Research in the USA has just started looking at the 3rd generation. Again, no research is being carried out in Australia.

Was DES was used for other reasons?
In Australia DES has been used:

- As the "morning-after" pill.

- As a treatment for acne.

- As a treatment to inhibit the growth of "tall girls". Recently Tall Girls Inc., a support advocacy group, was established in Melbourne.  

- As a treatment to dry up breast milk:

"Sibling Effect" 

Over the years we have heard of a number of instances where DES given during one pregnancy apparently has affected a later pregnancy. 

For example, a woman was prescribed DES during pregnancy but that pregnancy ended in miscarriage. She did not take DES during her next pregnancy, but her daughter appears to have DES-related health problems. Another example is a woman who was prescribed DES to suppress lactation after a stillbirth. The child of her subsequent pregnancy has DES-related health problems. 

Little is known about this "sibling effect". No research is being undertaken. All we can tell you is that we have had a number of women telling us this occurred.

What is an endocrine disruptor?
In recent years interest has centred on the possibility of environmental "oestrogen mimics" affecting wildlife and other animals (including humans) through endocrine disruption.

It now appears that DES exposure, whether or not in utero, is an "endocrine disruptor" in humans and leads to serious health problems that appear years after exposure. (Hence many "tall girls" experiencing similar problems as DES daughters, including depression, endometriosis, infertility and pregnancy complications, cancer, and immune system impairment).

Is Proluton the same as DES?
Over the years we have had many women contact our group as they were prescribed Proluton Depot or some other form of progestogen. This treatment for pregnancy maintenance was popular in Australia during the 1960s and 1970s.

- Proluton is a synthetic hormone - not an oestrogen, but a progestogen .

- Progestogen has been linked with birth defects - the masculinisation of the external genitals of female offspring, and some cases of feminisation (or incomplete masculinisation or ambiguous genitalia) in male offspring.  The use of progestogen in pregnancy was contraindicated in the USA in 1977.

- We know of no research on the long-term effects of progestogen-exposure in utero.

- You are most welcome to join DES Action as there are obvious parallels between DES and Proluton Depot use, namely, the experimental use of synthetic hormones in modern medicine.
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