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gent on access to such information.

Robert Myers, T.J. Muckle, Peter
Willard and Brian Higgins would prefer
that our results be attributed to differ-
ences in patient characteristics. We ad-
justed for the differences between the pa-
tient populations using statistical analysis,
which increased the difference in survival
from an overall relative risk of 0.67 (95%
confidence interval [CI] 0.53-1.03) to an
adjusted relative risk of 0.47 (95% CI
0.23-0.96) for women with tumours less
than or equal to 20 mm in diameter. Un-
fortunately, the manner in which the tu-
mour was detected was not routinely
recorded by clinicians.

As Myers notes, information about
tumour grade was more likely to be
missing for women seen in community
hospitals. These women experienced
poorer survival than women with mod-
erate-grade tumours. Conversely, infor-
mation about estrogen receptor status
was more likely to be missing for
women seen at teaching hospitals, and
these women experienced better survival
than those with positive tumours. This
could be viewed as a source of misclassi-
fication of patients or as an indicator of
differences in the process of care. In ei-
ther case, we believe it is important to
examine the relationship with outcomes,
as well as reasons for such potential dif-
ferences in processes of care.

The study by Golledge and col-
leagues was a single-hospital study that
looked at outcomes before and after in-
troduction of specialization.? It did not,
and could not by design, comment on
impact of teaching status. Other British
studies that have defined specialization
in terms of teaching hospital status,’
surgeon’s workload* and local percep-
tion’ have also found differences in sur-
vival. It is perhaps premature to con-
clude which aspect of specialization
contributes to differences in outcome.

Robert Fingerote takes exception to
wording in the introduction of the arti-
cle and suggests that the study is biased.
In fact, we were very careful to main-
tain a balanced approach in discussing
possible interpretations of our results.
It is our view that our article’s wording
is far more balanced than that of our
correspondents.

Breast cancer treatment occurs within
a complex system involving radiologists,
surgeons, radiation and medical oncolo-
gists, pathologists and nurses, among
others. We considered the initial treat-
ment setting (a system of care) rather
than the skills of individual clinicians. If
the difference in survival that we ob-
served can be attributed to differences in
the process of care, we need to deter-
mine which element of the care pro-
vided at teaching hospitals is responsible
for the differences and whether it can be
applied to the community setting, par-
ticularly since the majority of women are
initially seen at community hospitals.
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Raloxifene: handle with care

We have seen some women at high
risk for breast cancer taking the
selective estrogen receptor modulator
raloxifene, in the belief that it is a breast

cancer “preventive” with few of the risks
or side effects of tamoxifen. Raloxifene

is, in fact, not approved in North Amer-
ica for breast cancer prevention. Fur-
thermore, perhaps because raloxifene
has become available more recently,
women, and sometimes physicians, do
not seem to be aware that the risks of
developing deep venous thrombosis,
pulmonary emboli and hot flashes are
similar to those seen with tamoxifen.!

We have also observed the frequent
use of raloxifene by women who have
completed the recommended 5-year
course of adjuvant therapy with tamox-
ifen following a diagnosis of breast can-
cer. In randomized trials, there were
more recurrences of breast cancer and
more deaths in women who received
adjuvant therapy with tamoxifen for 10
or more years than in those who re-
ceived tamoxifen for 5 years.” This may
be explained by the observation in ani-
mal and in vitro models that cells grown
for long periods in the presence of ta-
moxifen can become dependent on it.*

Because raloxifene is very similar to
tamoxifen, the prescription of raloxifene
to a patient with residual tamoxifen-
dependent breast cancer cells could pro-
mote the growth of such a cancer. In
fact, it has recently been demonstrated
in animal models that tamoxifen-
dependent breast cancer cells can be
stimulated by raloxifene.* Thus, physi-
cians should be particularly concerned
about the prescription of raloxifene in
this situation.

If patients can develop tamoxifen-
dependent breast cancers after protracted
periods of therapy, perhaps women with
a previous diagnosis of breast cancer who
have not been treated with tamoxifen but
who are treated with raloxifene for osteo-
porosis may develop raloxifene-depen-
dent tumours. There are few safety data
on the use of raloxifene in women with a
previous diagnosis of breast cancer.*

In summary, raloxifene is not cur-
rently indicated for breast cancer pre-
vention; it should not be prescribed as a
substitute for tamoxifen as adjuvant
therapy for breast cancer; it should not
be prescribed to women who have com-
pleted 5 years of tamoxifen as adjuvant
therapy for breast cancer; and the pre-
scription of raloxifene to prevent or
treat osteoporosis in women with a pre-
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vious history of breast cancer who have
not received tamoxifen or who have re-
ceived it for less than 5 years should be
considered only with caution and after
discussion with the patient’s medical
oncologist. Alternative approaches to
treat or prevent osteoporosis in women
with a previous diagnosis of breast can-
cer include therapy with bisphospho-
nates, calcitonin and calcium supple-
ments, diet modifications and exercise.

Kathleen I. Pritchard

Head

Division of Clinical Trials
and Epidemiology

Toronto-Sunnybrook Regional Cancer
Centre

Toronto, Ont.

Mark Levine

Professor

Department of Medicine

McMaster University

Hamilton, Ont.

Barbara Walley

Medical oncologist

Saskatoon Cancer Centre

Saskatoon, Sask.

on behalf of the Ad Hoc Raloxifene in

Breast Cancer Group

Members of the Ad Hoc Raloxifene in
Breast Cancer Group: Dr. Hasmin Alam
Zeenat, Dr. Margot Burnell, Martin
Blackstein, Dr. Bruce Colwell, Dr. Susan
Dent, Dr. Karen Gelmon, Dr. Paul Goss,
Dr. Kara Laing, Dr. Mark Levine, Dr.
Lavina Lickley, Dr. Kathleen Pritchard,
Dr. Andre Robidoux, Dr. Ted
Vandenberg, Dr. Shaill Verma, Dr.
Barbara Walley

References

1. Grossman LD. Raloxifene: a review._7 Soc Obstet
Gynaecol Can 2000;22:183-90.

2. Fisher B, Dignan ], Bryant J. Five versus more
than five years of tamoxifen for lymph node neg-
ative breast cancer: updated findings from the
National Surgical Adjuvant Breast and Bowel
Project B-14 randomised trial. 7 Nat/ Cancer Inst
2001;93:684-90.

3. Gottardis MM, Jordan VC. Development of
tamoxifen-stimulated growth of MCF-7 tumors
in athymic mice after long-term antiestrogen ad-
ministration. Cancer Res 1988;48:5183-7.

4. O’Regan RM, Gajdos C, Dardes R, de los Reyes
A, Bentrem DJ, Jordan VC. Effect of raloxifene
after tamoxifen on breast and endometrial cancer
growth [abstract]. In: Proceedings of the 37th
ASCO Annual Meeting; 2001 May 12-15; San
Francisco. Abstr. no. 95.

Letters

5. Gradishar W], Glusman JE, Vogel CL. Ralox-
ifene HCL, a new endocrine agent is active in
estrogen receptor positive (ER+) metastatic
breast cancer [abstract]. Breast Cancer Res Treat
1997;46:53. Abstr. no. 209.

6. Buzdar AU, Marcus C, Holmes F, Hug V, Hor-
tobagyi G. Phase II evaluation of Ly156758 in
metastatic breast cancer. Oncology 1988;45:344-5.

Nonclinical factors in patient
selection for surgery

ita Giacomini and colleagues
have skillfully captured the im-
portant role that nonclinical factors
play in selecting patients for cardiac
procedures." Anyone who has managed
a waiting list knows that personal opin-
ions, even among health care profes-
sionals, vary widely on the use of para-
meters such as age and occupational
status in determining priority.
Members of the medical profession
can arguably reach a consensus on the
clinical factors that will be used to assign
priority to patients, but where nonclinical
factors are concerned any shift from a
first-come, first-served system must in-
volve all potential stakeholders. Besides,
patients’ opinions are in some cases sur-
prisingly generous, as demonstrated by a
recent study in which elderly respondents
reported that they were willing to give up
their place on a heart-surgery waiting list
to another patient, simply because the lat-
ter was younger or self employed.’
However, great caution should be
used when considering public attitudes
in setting criteria for patient selection.
Giving informed consent to violate one’s
own rights, thereby exposing oneself to
potential harm, is not wholly acceptable.
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Lifestyle drugs

congratulate Joel Lexchin on his well-

informed and thoughtful analysis of is-
sues relating to lifestyle drugs.! Produc-
ing a medical definition for “problems
for living” and establishing boundaries
for treatment represent major challenges.
Many conditions uncomfortably straddle
the medical-biological and environmen-
tal-social domains. Contemporary North
American psychiatry, armed with a pow-
erful tool in its Diagnostic and Statistical
Manual of Mental Disorders (DSM-1V),?
presents a number of examples.

Under the banner of attention-
deficit/hyperactivity disorder, the med-
ical community has shown an ever-
increasing tendency to use medications
to “normalize” children whose behav-
ioural and learning difficulties may, in an
unknown proportion of cases, have as
much to do with prevailing expectations
and the resources available to today’s
families and schools as to neurobiology.’
Similarly, we increasingly use selective
serotonin reuptake inhibitors to treat
adults whose minor depressions and dys-
phoric moods may be as attributable to
the subtle yet relentless pressures that are
part of life in contemporary industrial-
ized societies as to biological dysfunction.

Physicians who unquestioningly ad-
here to models of biological causation
and medical treatment may be complicit
in suppressing the need to question the
effects of social and economic structures
and values on people and may unwit-
tingly obstruct needed social change.*
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