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Two important studies being published today challenge conventional thoughts about treating and avoiding breast cancer.

One suggests doctors may eventually be able to identify women who do not need chemotherapy. The other says women who have had hysterectomies can take estrogen to relieve symptoms of menopause without increasing their risk of breast cancer.

The first study, published in The Journal of the American Medical Association, indicates many of the 70 per cent of women whose cancers are fed by estrogen get so much benefit from estrogen- blocking hormonal therapy that chemotherapy adds little, if anything.

The caveat is, there is as yet no reliable way to identify the women who may not need chemotherapy.

Dr. Eric Winer, an author of the paper who is director of the Breast Oncology Center at the Dana-Farber Cancer Institute in Boston, said current guidelines encourage the use of chemotherapy but his work is an example of how that approach is being re- examined.

The study analyzed data from three large clinical trials that tested different chemotherapy regimens. One gave two standard drugs with or without a third drug, paclitaxel. Another compared drugs in low, moderate or high doses The third asked whether it was better to give the drugs more intensely, in two-week cycles, or whether three- week cycles were best. The women also had surgery and radiation as appropriate, but the studies focused on the effects of chemotherapy.

The analysis, by a group of leading breast cancer researchers, led by Donald Berry, a statistician at M.D. Anderson Cancer Center at the University of Texas, asked whether some women were more likely to benefit from chemotherapy.

The conclusion was that, even though the studies involved very different chemotherapy regimens, one variable always stood out whether a woman's cancer was estrogen receptor positive, meaning it was fed by estrogen, or estrogen receptor negative, meaning it was impervious to estrogen's effects.

"All the benefits were in the estrogen receptor negatives," Berry said. "Then I asked, 'What is going on here?'"

The answer, he and his colleagues report in the new paper, is that hormone therapies with drugs like tamoxifen that starve cancers of estrogen are so powerful - reducing the death rate by 30 per cent in women with estrogen receptor positive tumours - that chemotherapy helps those women much less than it helps women with estrogen receptor negative tumours.

On average, the researchers report, a women whose cancer does not respond to estrogen has a 23 per cent greater chance of surviving five years, disease free, if she has chemotherapy. For a woman whose cancer is fed by estrogen, chemotherapy increases her chance of surviving that long by 7 per cent, which is not statistically significant.

"To me, what that means is that, as we approach decisions about chemotherapy, we have to think very differently for women with estrogen receptor negative cancers than for those with estrogen receptor positive cancers," Winer said.

The problem, Winer said, is that there are tests of how sensitive a tumour is to estrogen but they "are not as reliable as we all would like." He said there is also a gene test, but "it, too, is not ready for general use."

Cancer treatment recommendations should not change for now, said Dr. Clifford Hudis, a co-author of the paper and chief of the breast cancer service at Memorial Sloan-Kettering Cancer Center in New York. The new results are "hypothesis generating" and call for further research.

Doctors need reliable tests of tumours with estrogen receptors and they need studies to show those tests can pick out the women who will do as well with just hormonal treatments to starve tumours of estrogen as they will with hormonal treatments and chemotherapy.

The second paper, also published today in The Journal of the American Medical Association, involved a federal study of more than 10,700 healthy women whose uteruses had been removed. The question was, what are the health consequences of taking estrogen for the relief of menopausal symptoms?

The new report does not apply to most menopausal women, just to those who have had hysterectomies, because women who have had hysterectomies can take estrogen alone. But for other women, estrogen must be combined with another hormone, a form of progesterone, to counter the cancer-causing effect of estrogen alone.

In this case, the Women's Health Initiative study found estrogen did not increase the women's risk of breast cancer. But study subjects did have more abnormal mammograms, usually requiring the test be repeated, and more breast biopsies.

The study ended early, in February 2004, when the investigators found estrogen increased the risk of strokes and of blood clots in the legs. The study also found that while estrogen taken alone increased the risk of dementia in women over 65, it decreased the risk of hip fractures and had no effect on heart disease. The question of estrogen's effects on breast cancer risk was uncertain until now, when the women had been followed for seven years.

The results in women with hysterectomies contrast with those from another arm of the study involving women who had not had hysterectomies and who took estrogen and progesterone. In that case, the hormone combination led to more breast cancer and more heart disease.

It remains a puzzle why estrogen, which can fuel the growth of many breast cancers, did not increase the breast cancer risk in this study. Dr. Marcia Stefanick, a professor of medicine at 
Stanford University
 and chairwoman of the study's steering committee, proposed two hypotheses

Most of the women in the study were fat. After menopause, fat is a main source of estrogen. Perhaps the women were already making so much estrogen that the pills did not add to their risk.

Another possibility involves the form of estrogen. The women took Premarin, a pill containing a complex mixture of hormones, some of which mimic human estrogen. Perhaps some of those hormones protected against cancer, neutralizing the effect of hormones that spurred cancer growth.

For now, she added, "we really can't answer that question."
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Rating Instrument—Treatments

For assessing quality of news stories about medical treatments
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	Name of file (which contains date, publication, subject of the article: eg: May 2, 2005 Globe--Herceptin)
	Two title keywords

	
	
	

	
	
	


	Dimension
	Not Satisfactory
	Satisfactory
	Comments

	1. Availability of Treatment
	· Does not mention availability of treatment in Canada
	· Accurate information on availability of treatment in Canada (both approval and provincial drug plan  status)
	

	2. Costs of Treatment
	· No mention of costs, or downplays cost as an issue

· Mentions cost only, no comparative information
	· Mentions comparative costs and comments on cost-effectiveness
	

	3. Disease Mongering
	· Frames risk factors (eg BMD cholesterol) as a disease, or
· No mention (or misrepresentation) of natural history of disease, or
· Exaggerates prevalence or incidence, or
· Medicalisation of normal human variation
	· No obvious elements of disease-mongering
	

	4. Evidence
	· No mention of the nature of clinical evidence, esp RCTs

· Mention of the nature of the evidence but interpretation or discussion is inappropriate
	· Where relevant, there is mention of strength of evidence and correct interpretation
	

	5. Harms of Treatment
	· No mention of harms, or discounts potential harms
	· Balanced information about harms (frequency or seriousness
	

	6. Novelty of Treatment
	· Does not mention (or inaccurately represents) if treatment is genuinely new or just a re-formulation of an existing treatment, or another member of a well established drug class
	· Accurate information on novelty (or lack of)
	

	7. Quantification of Benefits of Treatment
	· No quantitative estimate of benefit

· Quantitative estimate in relative frame only
	· Estimate in both absolute and relative frames, or absolute frame only, or rates with and without treatment
	

	8. Quantification of Harms of Treatment
	· No quantification of harms rates an ‘NS’ 
	· Even some quantification of harm rates an ‘S’.
	

	9. Relies on Press Release
	· Evidence from press release or other news stories that the journalist has relied on a press release as the only information source and used the text in the story
	· No obvious use of text from the press release

· If there is no press release provided to the reviewer than please mark ‘N/A’
	

	10. Sources of Information
	· No mention of sources or possible conflicts of interest

· No attempt at independent corroboration
	· Provides detail on information sources and their potential COI, and reports independent source, or mentions unsuccessful attempt to obtain corroboration
	

	11. Treatment Options
	· No mention of alternatives or their comparative performance
	· Mentions appropriate alternatives and provides comparative information
	

	Please write a short opinion of this news story (note any strongly positive or negative aspects of this particular story)

  


