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EDITORIAL

Estrogen Therapy and

Breast Cancer

N AUGUST 1989, A STUDY FROM SWEDEN

purporting to show an increased risk of breast

cancer in estrogen users was published in The’
New England Journal of Medicine.! Wide media

coverage of this article has created unfounded fears
for patients and physicians alike. Patients have
stopped their estrogen therapy without consulting
physicians, and when they did seek advice, some
physicians were uncertain in their recommenda-
tions.

The publication of this Swedish study linking es-
trogen therapy to an increased risk of breast cancer
was premature, to say the least. Their mean dura-
tion of follow-up (5.7 years) is too short, since most
breast cancers develop for seven to eight years be-
fore becoming clinically detectable. Only 29 of their
253 patients with breast cancer used estrogens for
nine or more years (relative risk, 1.7; 95% confi-
dence interval, 1.1 to 2.7). Yet the 45 women who
never used estrogens had a similar relative risk of
1.6 (95% confidence interval, 1.1 to 2.1). Epidemio-
logic studies such as this can never show a true
cause and effect, only a possible association. Con-
firming some of the methodology problems is this
group’s previous study of endometrial cancer from
the same data base published earlier in 1989.2 In
that phase of their study they observed only a rela-
tive risk of 1.8 (95% confidence interval, 1.1 to 3.2)
of endometrial cancer after 6 years of unopposed es-
trogen use. Numerous other epidemiologic studies
of endometrial cancer have shown a relative risk
from 4.5 to 13.9 in unopposed estrogen users. This
group also failed to find the significant protection
from endometrial cancer when progestogens were
added to estrogen replacement (relative risk, 0.9;
95% confidence interval, 0.4 to 2.0 that has been
universally observed.

Their conclusion, that breast cancer is not pre-
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_ vented and may even be increased by added proges-

togens, is invalid, not only because of the short
follow-up (6 years) but also because it is based on
only 10 patients with breast cancer (relative risk,
4.4; 95% confidence interval, 0.9 to 22.4). Although
not stated in theit report, the duration and dosages
of the added progestogens may be inadequate. In
their previous study of endometrial cancer, the pro-
gestogens used were in a seven- to 10-day combina-
tion with levonorgestrel, 125 to 250 pg, norethis-
terone acetate, 5 to 10 mg, or medroxyprogesterone
acetate, 5 to 10 mg.2 Indeed, these dosages and dura-
tion of progestogens added to estrogen replacement
did not reduce endometrial cancer (relative risk, 0.9;
95% confidence interval, 0.4 to 2.0}> to the same
magnitude observed in other studies, where 12 to 14
days of medroxyprogesterone acetate, 10 mg, were
added.3-5 In our studies of breast cancer in estrogen
users, with and without added progestogen, we ob-
served a slight but insignificant increase in the inci-
dence of breast cancer during the first 5 years of pro-
spective study.56 A significant decrease in the inci-
dence of breast cancer in the estrogen-progestogen
users was not observed until the ninth and tenth
years of ever-increasing addition of progestogens to
estrogen replacement. In another 10-year prospec-
tive study from New York, there were four breast
cancers in the 84 placebo users and none in the 84
estrogen-progestogen users, with P < .05.7 A study
from West Germany disclosed a lower incidence of
breast cancer in unopposed estrogen users (123 per
100,000 women) when compared to nonusers (154
per 100,000}, although this was not statistically sig-
nificant.® The incidence of mammary malignancy
in the estrogen-progestogen users (109 per 100,000}
was significantly lower (P < .05) when compared to
the nonusers.

The Swedish study reporting the highest risk (rel-
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ative risk = 1.8) was from more than 6 years’ use of
estradiol compounds, but did not specify dosage,
type, or route of administration—whether by skin
cream, patch, pill, or pellet. However, this relative
risk of 1.8 was not significant {95% confidence in-
terval, 0.7 to 4.6), and was based on only 10 cases of
breast cancer. They found no increased risk of
breast cancer with conjugated or other estrogens.
Overall, this study observed about a 10% increase
in the relative risk of breast cancer in estrogen
users, very similar to those from other larger and
* longer-term studies, which observed slight de-
creases in some subgroups, slight increases in other
subgroups, with the net relative risk close to 1.0.9:10
These other studies concluded that estrogen therapy
did not increase the risk of breast cancer. The
Swedish group, even with multiple warnings inter-
spersed throughout their report, overinterpreted
their own data to conclude that ... perimeno-
pausal treatment with estrogens . . . seems to be as-
sociated with a slightly increased risk of breast
cancer. . .”” Finally, this study is not a cohort, long-
term study of 23,244 women followed for 133,375
person-years. Only 653 of these women answered
. their questionnaire to provide detailed information
for proper assessment of other risk factors for breast
. cancer. What this study represents is a case-control
analysis of 253 patients with breast cancer, among
whom they had complete data on only 196 women.

Bergkvist et al' have achieved the notoriety of
Pike et al'! by publishing misleading information
regarding hormone use and breast cancer. In 1983,
similar public disservice occurred when the Los An-
geles group purported to show an increased risk of
breast cancer in women diagnosed before age 37
who had used “high progestogen’” oral contracep-
tives before the age of 25 for 4 or more years.!! That
study has been completely refuted by numerous epi-
demiologic studies; however, wide media coverage
caused many young women to stop using their pill,
- resulting in-many unwanted pregnancies. The
Swedish study has been and will also be completely
refuted, in that over 23 studies have shown that
there is no increased risk of breast cancer in post-
menopausal estrogen users, except for some small
subgroups. Because of the wide media coverage of
the Swedish study, many postmenopausal women
have ceased using estrogens, which may result in
increased osteoporotic fractures and heart attacks.
How many women will needlessly suffer from hot
flashes, night sweats, vaginal dryness, and the
nervous symptoms that are so easily relieved by es-
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trogen replacement? Physicians are concerned,
many not knowing what to do, since the Swedish
report was released to the press before they even re-
ceived their journal—Ilet alone had time to assess

- the study properly.

In the very month this repoft was publishcd,
Bergkvist et al published another paper, in the
American Journal of Epidemiology, utilizing the
same data base, where they observed a significantly
higher survival rate in breast cancer patients who
had received estrogen treatment.!? The authors

stated that this had not been previously studied;

however, their report confirmed several earlier
studies, with none to the contrary, indicating an
improved prognosis for breast cancer developing in
estrogen users.!3-15 Burch et all® were the first, in
1976, to observe a 25% reduction in mortality from
breast cancer when the malignancy developed in es-
trogen users followed for 15 years. In our studies of

- 256 postmenopausal women with breast cancer, the

mortality was 22.2% in the 63 hormone users, com-
pared to a death rate of 45.5% in the 165 nonusers,
which was statistically significant (P < 0.5).4In a
study from England of 4,544 hormone users, the
mortality from breast cancer was significantly re-
duced, with a relative risk of 0.55 (95% confidence
interval, 0.28 to 0.96).15

The Swedish study observed a significant reduc-
tion in mortality from mammary malignancy devel-
oping in estrogen users (relative risk, 0.68; 95%
confidence interval, 0.52 to 0.87).}2 The lowest risk
was in current users (relative risk, 0.54; 95% confi-
dence interval, 0.34 to 0.86); however, they also ob-
served significant reductions with latency (off es-
trogens for 48—96 months), with a relative risk of
0.58 (95% confidence interval, 0.35 to 0.96), and du-
ration (more than 37 months of estrogen use), with a
relative risk of 0.55 {95% confidence interval, 0.31
to 0.97). Unfortunately, these data were not released
to the public media; for if they had been publicized,
it would probably have diminished the terrible im-
pact their other study had on both patients and phy-
sicians. The authors did reference The New England
Journal of Medicine article in The American Journal
of Epidemiology as being “in press,” but failed to
cross-reference this other study in The New En-
gland Journal of Medicine.

Many of us are very concerned as to how the edi-
torial review process of The New England Journal of
Medicine could break down so completely as to
allow such an erroneous study to be published. It
was appalling to learn that they “. .. encourage au-
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thors to suggest the names of possible re-
viewers. . .,” and one must wonder if this may bias
their rev1ew process. It is fairly obvious that this
paper was not reviewed by clinical oncologists, who
understand the biology of breast cancer, or endo-
crinologists, who are familiar with the hormone re-
lationships. We are also concerned about the press
release policies of the journal, which allow the news
media access to articles in advance of their being
received by physician readers. Although the authors
interspersed throughout their report multiple
-warnings that their data should be interpreted cau-
tiously, these were not picked up by the media. The
wide media coverage of this report is devastating to
estrogen replacement therapy, and it will take many
years to undo the damage that was unnecessarily
done. Many of my colleagues feel that The New En-
gland Journal of Medicine is guilty of medical
journal sensationalism, and should be censured for
(a) publishing a flawed study and (b) releasing it to
the news media before publication. In a sense of fair
play, the editors of the journal have been encour-
aged to issue a similar press release when the letters
to the editor are published. The press and the public
have a right to know the many controversies sur-
rounding this study. The only redeeming aspect
about their publication of this paper was the edito-
rial by Elizabeth Barrett-Conner in the same issue.!6
Unfortunately, most of the media did not heed her
warning to interpret the findings in the Swedish
study cautiously. :
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