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Swedes doubt mammography trial; Disparities found in landmark study
By John Crewdson

Tribune senior correspondent

Swedish mammography researchers for the first time are questioning the validity of that country's historic "Two County" mammography trial, the study largely responsible for the popularity of mammography in Europe and the United States.


The questions are raised in an updated overview of five other long-running Swedish studies that, more than 20 years later, collectively represent the best source of information on whether mammography saves lives.

The overview, which does not include the most successful part of the Two County Trial because of its director's refusal to participate, concludes on the basis of the remaining studies that regular mammograms can reduce a woman's relative risk of dying from breast cancer by 20 percent. The report by epidemiologist Lennarth Nystrom of Umea University and other Swedish researchers is to be published Saturday in The Lancet, a British medical journal.

That the Swedish overview revealed the same relative benefit as an analysis by the U.S. government in February should settle the question of what the mammography studies show.

The 20 percent figure is a third lower than the 30 percent cited by mammography advocates for more than a decade. The newer number, described as "modest" in an accompanying editorial to be published in The Lancet, is the equivalent of preventing seven deaths per year in a female population of 250,000.

In addition, the Lancet editorial cautions that "the latest analysis does not tell us whether the massive effort to develop screening programs in at least 22 countries and to encourage participation is worthwhile."

"That issue," it says, "must be honestly confronted by those organizations and individuals with an interest in maintaining programs for mammography screening."

The question facing health-care policymakers is not whether mammography prevents some breast cancer deaths--it does--but whether it saves enough lives to justify the economic and psychological costs, including false-positive results and the treatment of women with harmless tumors.

The Lancet editorial acknowledges that the overview "cannot address these issues."

No clear answer from study
Despite having monitored nearly 250,000 Swedish women for more than 15 years, the studies that were reanalyzed for the overview still provide no clear answer to the central question of whether regular mammograms improve an individual woman's chances of living longer even if she avoids death from breast cancer.

Among women invited to have mammograms, there were 2 percent fewer deaths from any cause than among the women who were not invited and who served as a control group. But that number is not statistically significant, meaning that it could be the result of chance rather than mammography. In addition, not all of the women invited to have mammograms responded to the invitations.

The overview, which includes studies begun in the late 1970s and early 1980s in the Swedish cities of Malmo, Stockholm, Goteborg and the county of Ostergotland, also found that the benefits of mammography do not appear to begin until age 55, rather than 50 or even 40, as many mammography advocates have believed.

Only last month, Health and Human Services Secretary Tommy Thompson responded to the controversy over the effectiveness of mammography by encouraging women over 40 to seek mammograms every one or two years. Thompson also cited a 20 percent relative benefit in favor of mammography.

The overview's findings represent a glaring departure from the Two County Trial's dramatic announcement in 1985 that only two or three mammograms per woman over six years had cut breast cancer deaths by up to 40 percent for women over 50 in the Swedish counties of Kopparberg and Ostergotland.

Using methods that have never been made completely clear, the female residents of the two counties were divided into two groups, one of which received mailed invitations every two or three years to have a free mammogram.

It was on the basis of the landmark Two County findings that Sweden and several other European countries with national health-care programs began offering regular mammograms to all women over 40 at a nominal cost.

Although the U.S. does not have a national mammography program, Medicare and private health insurance plans will pay an estimated $3 billion this year to provide some 33 million American women with mammograms.

Although inconsistencies in the Two County Trial that could account for the inflated expectations it raised have been the subject of private speculation among researchers for years, they have not found their way into the public debate until recently.

In an unusually pointed comment for a scholarly article, the overview states that "the Kopparberg part of the Two County Trial was not available for this overview . . . due to a decision not to continue with the collaboration with the Swedish collaborative group by the Kopparberg trialists . . . "

The overview adds that "We regret this decision."

Doctor tried to stop paper
Dr. Laszlo Tabar, the director of the Kopparberg study and lead author on nearly a dozen publications reporting the Two County Trial's findings, did not respond to an e-mailed request for comment.

One of the overview's co-authors, Dr. Ingvar Andersson of Malmo University, said in a telephone interview Thursday that Tabar requested some weeks ago "that we withdraw the paper" before publication, presumably because of the criticisms it contains.

"I immediately said there is no way that we negotiate in any way like this," Andersson said, "or that this suggestion is even going to be discussed."

Some of the discrepancies in Tabar's publications were first reported two years ago by a pair of Danish researchers who had been asked to evaluate the Swedish trials by a Danish government agency that was considering whether to recommend a national mammography program in that country.

Two months ago, an article in the Journal of the National Cancer Institute suggested that some women who died of breast cancer in the Two County study had been incorrectly recorded as dying of something else, based on the observation that Two County women who received mammograms had a slightly higher chance of dying from any cause.

The disparities noted by the Danish researchers, led by Dr. Peter Gotzsche, included the fact that Tabar had reported different totals over the years for the number of women enrolled in the Ostergotland part of the Two County Trial.

The explanation, according to the overview, is that Tabar's publications before 1989, including his landmark 1985 article, include more than 1,000 Ostergotland women who developed breast cancer before the study began and should never have been included.

Because of Tabar's refusal to cooperate, the current overview does not comment on the disappearance of an additional 750 women from published reports of the Kopparberg portion of the Two County Trial after 1989.

Official numbers differ
Perhaps the most damaging observation is the discrepancy between the mammography benefit recently reported by Tabar for Ostergotland County and the benefit found by the overview committee using breast cancer and death records compiled by the Swedish government.

Those records are reputed to be the most precise in the world, by virtue of the fact that every Swede is assigned a "person number" at birth that allows public health agencies to track her or his lifetime progress through the medical system.

The overview notes that, in a published report two years ago, Tabar declared the average breast cancer death benefit for Ostergotland women aged 50-70 was 30 percent after 20 years of mammography. Using government statistics, the overview calculated an average benefit of only 17 percent for the same women during the same period.

That discrepancy, the overview's authors suggest, may have been due to "the fact that the Two County team was not blinded for the screening status of the deceased women."

"It's a strong statement," said one of the overview's co-authors, Dr. Nils Bjurstam of Goteborg University.

A central tenet of any clinical trial is that, to avoid unconscious bias, those who determine the outcome of a study should be "blind," or not aware of whether a particular patient was among those treated or one of the untreated "controls"--in this case, whether a woman's breast cancer had been detected by mammography or not.

Although Tabar was directly involved only with the Kopparberg portion of the Two County Trial, he has long claimed that the trial should be regarded as a single entity. As lead author on all of the trial's publications, he has assumed the role of the study's spokesman and has become a world-renowned advocate for mammography.

Researchers `were not blind'
Tabar's counterpart in Ostergotland, Dr. Gunnar Fagerberg, retired in 1993. But in an interview with the Tribune last month at his home in Mellerud, Sweden, Fagerberg confirmed that he and his colleagues knew before deciding their cause of death which women had received mammograms.

"We were not blind," he said. "We had all the papers."

Dr. Ulf Ljungquist, a retired surgeon who served as part of the Two County Trial committee in Kopparberg that was headed by Tabar, said that he and the others charged with deciding whether a Kopparberg woman had died of breast cancer also knew whether she had been screened.

Another member of the Kopparberg committee, Dr. Lars Holmberg, agreed with Ljungquist, adding that the committee members did not check to see whether cases presented by Tabar for a cause-of-death determination included women who should have been excluded because of prior breast cancer or for some other reason.

The 1985 report of the Two County Trial, which also appeared in The Lancet, does not reveal either that women with pre-existing breast cancer were included in the study totals or that those making cause-of-death determinations were not "blind" to whether a woman had received mammograms.

Andersson said Thursday that the overview group had not intended to suggest that Tabar and his colleagues intentionally had altered the outcome of the Two County Trial, only that their knowledge of which women had received mammograms could have unconsciously biased them in favor of mammography.

"Bias doesn't tell you that it's intentional," said Andersson, who presided over a similar mammography study in the Swedish city of Malmo.

The Malmo trial, in which more of the women who received mammograms died of breast cancer during the first seven years than women who did not, used a "blinded" committee to determine cause of death.

According to Lennarth Nystrom of Umea University, the Swedish biostatistician who headed the overview, his group did not use government statistics to calculate the actual benefit for the Kopparberg portion of the Two County Trial, although it could have done so.

"I have always said in the overview group that we should look at that," said Dr. Nils Bjurstam, chief investigator for the Goteborg mammography trial, which also had a blinded death committee.

The possibility of making such a calculation for Kopparberg County "was discussed," says Ingvar Andersson. "But because Dr. Tabar didn't want to collaborate with us, we dropped the issue."

Copyright © 2002, Chicago Tribune  



 
March 18, 2002
In Sweden, decades of mammograms barely cut deaths
By John Crewdson

Tribune senior correspondent
GAVLE, Sweden -- The women of Gavleborgs County have been getting mammograms longer than anywhere on Earth--since 1974, when a farsighted radiologist named Bengt Lundgren began screening healthy women for tiny breast tumors with a rudimentary mammography machine installed in a mobile trailer.

Half a million mammograms after screening became available to all the women of Gavleborgs in 1983, the number of breast cancer deaths here has fallen by 4 percent.

At the southern tip of Sweden, the bustling city of Malmo has been providing mammograms for all women since 1976, with mobile units for those who can't keep hospital appointments and follow-up phone calls for residents who don't respond to their mammography invitations.

The breast cancer death rate in Malmo today is actually higher than it was in 1991. Puzzled researchers there are struggling to explain increase, which they suspect may have to do in part with Malmo's rapidly expanding immigrant population.

For better or for worse, Gavle, Malmo and the other cities and counties in this part of the Nordic peninsula are the world's mammography laboratory.

The five most important studies showing that regular mammograms might cut the breast cancer death rate by up to 40 percent were carried out here in Sweden. And it was Sweden, as a result of those studies, that first began offering mammograms to all women over 40 for free or for a nominal fee.

If mammography does reduce breast cancer deaths, it stands to reason that the evidence should show up first in the Swedish female population.

But between 1990--the year mammography became available to nearly all Swedish women--and 1998, Sweden's national breast cancer death rate fell by a scant 2 percent, or less than one fewer death in every 100,000 women.

In neighboring Norway, which only began a partial mammography program in 1996, breast cancer death rates have been "almost identical" to those in Sweden, according to a study by Norway's National Institute of Public Health, which concludes that "mammography screening in the Nordic countries is not reducing breast cancer mortality as promised."

To be sure, the breast cancer death rate in Sweden is on the decline. But it began to decline in 1973--the year before Bengt Lundgren and his mammography machine appeared on the Swedish horizon--evidently for reasons that have nothing to do with mammography.

Moreover, the decline in the dozen years before 1986, the year the Swedish national mammography program began, was larger than in the dozen years since--almost as if the death toll began to slow its descent when mass mammography screening was introduced.

The absence of any indication that the widespread availability of mammography is saving many lives in Sweden, coupled with recent concerns about the validity of at least one of the Swedish studies that predicted substantial reductions in the breast cancer death toll, represent something of an embarrassment to a country that has taken considerable pride in its role as the world's mammography pioneer.

It is not an insular concern. The Swedish experience has broad implications for other countries, including the U.S., that have followed Sweden by embracing the ritual of the regular mammogram as a hoped-for way to dramatically reduce deaths from breast cancer.

Even as Health and Human Services Secretary Tommy Thompson was urging U.S. women last month to continue having mammograms, two government advisory boards were backing away from earlier recommendations strongly advising women to do so.

In February, the U.S. Preventive Services Task Force said women should have mammograms every year or two starting at age 40. But it also downgraded its assessment of the evidence in favor of mammography from "good" to "fair" and lowered its recommendation from "A" ("strongly recommend") to "B" (simply "recommend").

A few weeks before, the National Cancer Institute's PDQ advisory board, though not the cancer institute itself, voted unanimously to withdraw its previous advice to women that a mammogram every year or two can reduce the risk of fatal breast cancer by 30 percent. The board has not issued a replacement recommendation.

National debate in Sweden
In Sweden, a spirited national debate has erupted in which some researchers and physicians argue that the potential benefits of mammography were overstated by the Swedish trials, while others maintain that 12 years is not enough time to see an effect on the breast cancer death toll.

However, an updated analysis of those trials, published Saturday in the British medical journal The Lancet, found that the 20 percent relative death benefit from regular mammograms began to emerge after only four years and peaked at 10 years.

So volatile has the Swedish dispute become that a medical writer for one of Sweden's leading daily newspapers says her life has been threatened more than once by anonymous callers who warn that her articles questioning the value of mammography "are killing women."

Last month, cancer experts from Sweden and other European countries were summoned to Stockholm to address the mounting concerns at an emergency meeting of the Swedish Cancer Society and the National Board of Health and Welfare.

The consensus was that the value of mammography is "not as much as we thought earlier," according to Lars Werko, a retired professor of medicine at Goteborg University who is considered the dean of Swedish physicians.

The board's mammography chief, Dr. Nina Rehnqvist, says that while "mammography does have some effect, it is still too early to say anything about the magnitude of that effect."

But Rehnqvist admits to being "disappointed" that the mortality reductions predicted by the mammography studies have not been translated into reductions in the country's breast cancer death rate.

Stunning 1985 findings

The most influential of those studies, the Swedish Two County Trial, stunned the medical world in 1985 by reporting that only two or three mammograms per woman over a six-year period had reduced the breast cancer death toll for women over 50 by 40 percent.

The Two County results have never been equaled, or even approached, by any other study, much less by the mass screening of tens of millions of women in Europe and the U.S., and the Lancet update suggests the possibility that biased researchers may have unintentionally inflated the trial's results.

But Rehnqvist says she doesn't "think there is fraud in the trials. On the other hand, these studies were done in the 1970s, when the knowledge about how to conduct clinical trials was quite different than it is today."

Rehnqvist points out that no medical study or clinical trial has ever been reproduced exactly in the general population, partly because "patients in trials also differ from ordinary patients," but also because real-world physicians may not be as knowledgeable or effective as those who conduct such studies.

"You lose at least 30 to 40 percent of [effectiveness] when you go from a trial situation to a clinical situation," she said.

Dr. Mans Rosen, the National Board's chief epidemiologist, argues that researchers should continue looking for clues that mammography is having an impact on the Swedish female population. But finding those clues, if they exist, is not proving to be a simple task.

Analyzing the national breast cancer death rate is complicated by the fact that not every Swedish county began offering mammograms at the same time, and because the number of women who take advantage of the program differs from county to county.

Last year, Swedish researchers tried comparing the breast cancer death rate in eight counties where mammography began in 1986 and 1987 with four smaller counties where screening by invitation was initiated after 1993.

What they found was a difference of 25 extra breast cancer deaths in the "late adopting" counties for every 100,000 women after 11 years of mammograms--an average of 22,000 mammograms to prevent one breast cancer death, a far cry from the 1,460 mammograms required in the Two County study.

That difference, moreover, was statistically non-significant, meaning it might have been due to chance.

Now another Swedish team is looking at seven counties in central Sweden where it is possible to link breast cancer death records with other records showing which women have had mammograms.

But that approach has pitfalls that don't exist in clinical trials, where the women receiving mammograms are chosen at random and assumed to be roughly equal to those not receiving mammograms.

Many of the women who ignore mammography invitations, for example, are likely to have socioeconomic and lifestyle differences, such as smoking, alcohol use and obesity, that may alter their risk for breast cancer. They also are less likely to seek medical care at the first sign of breast cancer, making their cancers harder to treat later on.

"There is for certain a problem with self-selection bias," says the unpublished study's chief author, Dr. Lars Holmberg.

Finally, there is no way to know whether mammography is saving the lives of women in the Swedish population--or any population--without knowing what the death rate would have been in the absence of new medicines or improved breast cancer treatments and surgical techniques, or changes in dietary and lifestyle habits.

The problem of the "background secular trend," one of the thorniest in biostatistics, is being worked on assiduously by statisticians at the U.S. National Cancer Institute and elsewhere.

The original rationale behind mammography was that finding and removing a breast tumor before it could be seen or felt, and before it likely had spread to vital organs including the lungs or brain, would perforce save many lives.

Cancer still is far from completely understood, but at least two things now seem clear. The first is that some breast tumors begin to spread even before they can be seen on a mammogram. The second is that others never grow or spread.

Unwelcome outcomes
In either case mammography is useless. If the tumor is malignant, finding it early may simply mean having to live longer with the knowledge that one has cancer. If it is indolent, it means being treated with surgery, radiation and chemotherapy for a tumor that would gone unnoticed except for mammography.

"We knew more about that before we started mammography," Lundgren says, "because many women appeared at the doctor with large tumors which they've had for several years, many years. And they said, `Well, I knew about this 10 years ago but it didn't seem to grow.' They were treated and survived."

Although the Swedish government has decided not to alter for now its recommendation that women over 40 have a mammogram every other year, Sweden's National Board of Health has come out in favor of informing women more fully about the risks and hazards mammography entails, such as false positive diagnoses or the treatment of harmless tumors.

"That information," Rehnqvist says, "has been too scarce."

Cost versus benefit
The real question for Sweden, as in the U.S. and elsewhere in Europe, is whether the cost of providing mammograms to every woman over 40, or even over 50, is justified by the saving in lives.

The Swedish government calculates that it spends only about $5,000, or enough for about 125 mammograms, to prevent one breast cancer death. That figure is low, in part, because a mammogram costs $40 in Sweden--about half the average in the U.S.

According to Rehnqvist, the estimated cost per life saved is based on what now appear to be the unrealistic projections from the Two County Trial. Some mammography skeptics, lead by a flamboyant Stockholm physician named Goren Sjonell, are urging that the cost-effectiveness of mammography be recalculated based on its observed impact in the female population.

But as the newspaper Svenska Dagbladet recently observed, "many have a lot to lose if mammography is reassessed and cutbacks are made in major national programs. Prestige, careers and money in particular are at stake for many of the people involved."

Rehnqvist concedes that "it would take some political discussion" before Sweden's mammography screening program could be substantially changed. Lars Werko, who became chairman of the Swedish government's technology assessment agency after retiring from Goteborg University, is more blunt.

Werko recalls that the agency, which evaluates the cost-effectiveness of medical devices and techniques for this country's national health service, examined the PSA screening test for male prostate cancer and found that "it was no use."

But Werko says he never was asked to assess the cost-effectiveness of mammography, because "it was too controversial an issue. I don't think it's possible to stop it. The public believes so much in it, and it has become a political feminist issue."

Werko's successor, professor Kjell Asplund of Umea University, says the agency still has not done a cost-benefit analysis of mammography, although Asplund says he agrees "with all the methodological criticisms" of the Two County Trial and, to a lesser extent, the other Swedish mammography studies.

"Every one of them was a small flaw, but together that is enough to seriously question the results," Asplund says. "Each of the other trials also have methodological weaknesses of other kinds. I have not really made up my mind if you can throw away all these studies or not."
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Consider survival rate when assessing risk

By John Crewdson and Judy Peres

Tribune staff reporters

Most women over 40 are familiar with the chilling statistic: The average American woman has 1 chance in 8 of getting breast cancer at some time during her life.

She does, but only in the unlikely event that she doesn't die of something else before reaching her 90th birthday.

According to the National Cancer Institute, a 50-year-old American woman faces 1 chance in 35 of getting breast cancer before she turns 60, and 1 chance in 16 before age 70.

For a 60-year-old woman, the risk of breast cancer before age 80 is about 1 in 14--nearly half the 1 in 8 ascribed to the conventional wisdom.

As a woman passes safely through the breast cancer "danger zone" of the first two post-menopausal decades, her risk begins to decline. The odds that a 70-year-old woman will get breast cancer before she turns 90 are 1 in 15.

Because the breast cancer survival rate is so high, getting breast cancer and dying of breast cancer represent distinctly different risks. For most American women, the lifetime risk of dying of breast cancer is 1 in 31.

It is often pointed out that breast cancer is the No. 1 cancer killer of women in their 40s. But the statistic is misleading, because very few women in their 40s die of any cause. The odds that the average American woman will die of breast cancer before reaching 70 are 1 in 100.

She is more likely to die of a stroke, heart disease or lung cancer. But there are no enameled lapel ribbons for lung cancer or heart attack survivors, perhaps because there would be so few women to wear them.

"Fear of breast cancer is so pervasive among U.S. women," cautions the British medical journal The Lancet, "that it is causing them to ignore far more serious health threats."

Because of the considerable gap between the 200,000 or so American women who get breast cancer each year and the 40,000 who die of it, most Americans are likely to know someone who has, or has had, breast cancer.

The relatively small death rate makes breast cancer by far the most survivable female cancer. Much of the dreadful mystique attached to breast cancer stems from the fact that there are many more women living with breast cancer than dying of it.

Three-fourths of all women who get lung cancer will be dead within two years. But nearly half the women who got breast cancer in 1977 were still alive 20 years later, and the survival odds are rising with improved treatments.

Through sheer strength of numbers, breast cancer survivors and the "action groups" to which many of them belong have become a powerful political voice for more research and better treatments.

Breast cancer has its own "awareness month," October, and even had its own postage stamp, more than 200 million of which were sold at 40 cents apiece (when first class postage was 33 cents), with the extra 7 cents going for breast cancer research.

One result of the pervasive public attention is what some researchers describe as an overemphasis on breast cancer at the expense of other diseases that kill more Americans, both women and men.

Because Congress mirrors the concerns of its constituents, the current proposed budget of the National Institutes of Health requests $629 million for breast cancer research--nearly double the amount for prostate cancer research and three times the request for lung cancer research.

The pitch of breast cancer awareness has reached such intensity that it has become a marketing tool. It is the rare major corporation or retailer that doesn't pledge a small portion of its profits to breast cancer research.

The corporate "partners" of the high-profile Susan G. Komen Breast Cancer Foundation include American Airlines, American Express, BMW, Ford, New Balance, Pier 1 Imports, Yoplait, Danskin and Kellogg's.

Mohawk Industries gives the foundation 25 cents for every square yard of carpet sold in its commercial market. Uncle Ben's donates a quarter for every specially marked coupon redeemed from the sale of a rice or noodle bowl.

United Airlines has come up with perhaps the most creative approach so far, asking passengers on a recent intercontinental flight to donate their unused foreign currency to breast cancer research.
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These articles show how difficult it is to evaluate – and make medical decisions based on --even research that seems very solid.  The mammography studies show the influence of personal and research politics, some of the dangers of inadequately designed studies, and how difficult it is to translate research findings into individual medical or personal decisions.





The other �HYPERLINK "Tribune,%20relative%20risks,%203-15-02.doc"��reading�  for this week shows how ambiguous the statistics are from these studies.
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