increased risk in women who had never
before used hormones.* Women who had
previously used hormones for 5 years or
maore did have an increased risk.™ The inci-
dence of breast cancer in the study popula-
tion was 3 cases per 1,000 women, and the
excess number was 0.7 more cases with the
use of estrogen-progestin (TABLE 2).

Conversely, in the estrogen-only arm
of the WHI,* the relative hazard for breast
cancer was 0.77 (95% CI 0.59-1.01), and
the reduction in risk was almost statistical-
ly significant, There are at least 2 potential
explanations for the lower incidence of
breast cancer in this arm:

* Withour a progestin, estrogen increas-
es breast density only minimally,
allowing for easier mammographic
interpreration.

* Women susceptible to breast cancer
because of their previous use of estro-
gen may not have been present in the
at-risk population in sufficient num-
bers to cause an increase,

Neither explanation—separate or com-
bined—fully explains the lowered risk in
this population. Each population studied
appears to have a different level of risk
based on multiple factors thar cannot be
controlled completely in clinical trials and
observanonal studies,

HRT may promote,

rather than induce, breast cancer
The role of hormones in the etiology of
breast cancer is difficult to assess. The
Million Women Study™ found thar the ele-
vated risk of breast cancer disappeared
within 1 yvear of stopping HRT, This find-
ing implies that hormones may be a pro-
mrter, racher than inducer, of neoplasms in
the breast.

Breast cancer may be present

in many women, but apparent in few
When  autopsies were  performed  on
women i their 40s who had died from
other diseases, the incidence of breast can-
cer was 39%, but the clinical derection rate
was only 19 for this population.™ This dis-
crepancy suggests thar neoplastic cells may
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Relative risk of breast cancer
| CHARACTERISTIC R | RELATVERISK
2 family members with breast cancer 14 -
1 family member with breast cancer 22
Obesity o 18
Young age at menarche 16
Hormone therapy <5 years 13
=30 years of age at birth of first child 13
f Menopause <49 years of age | a7
be present in the body ar any time, but
become clinically apparent only under cer-
tain conditions.™
More recent data suggest that undif-
ferentiated stem cells in the breast become
dysfunctional and result in cancer.™ This
theory is supported by the various histo-
logic types of cancer found in the breast.
A weak link
Although it may be compelling to link hor-
mone use with breast cancer, the associa-
tion is weak and the incidence is lower
than in other known relationships such as
obesity. At present, the cause of breast neo-
plasia appears to be multifactorial. w FAST TRACK
Autopsies done on
women in their 40s
who died from
other diseases
found that 39%
had breast cancer
—but the clinical

FF ]

rate was only 1%






