
Postmenopausal Estrogen-
Progestin Therapy and 

Breast Cancer
A B S T R A C T  &  C O M M E N T A R Y

Ross and colleagues from the university of southern
California reported the results of a population-based, case-con-

trol study of breast cancer risk associated with postmenopausal hor-
mone therapy, both estrogen alone and combined estrogen-prog-
estin in sequential and daily, continuous regimens. Combined estro-
gen-progestin therapy was associated with a higher odds ratio per
five years of use (OR = 1.24; CI = 1.07-1.45) compared with estro-
gen alone (OR = 1.06;CI = 0.97-1.15). Sequential estrogen-prog-
estin regimens were associated with a higher odds ratio per five
years of use (OR = 1.38; CI = 1.13-1.68) compared with a daily,
continuous combined regimen (OR = 1.09; CI = 0.88-1.35). The
difference between sequential and continuous regimens was not sta-
tistically significant. Ross et al conclude that the addition of a prog-
estin to an estrogen postmenopausal regimen increases the risk of
breast cancer compared with the use of estrogen alone. (Ross RK,
et al. J Natl Cancer Inst 2000;92:328-332.)

■ COMMENT BY LEON SPEROFF, MD
This report followed by approximately two weeks the article in

JAMA reviewed in last month’s issue of OB/GYN Clinical Alert.
Both reports are excellent examples of over interpretation of rela-
tively weak epidemiological results.

In the introduction to this case-control study, Ross et al, with
some obvious pride, claim that this study provides the most defini-
tive and detailed data yet available between estrogen-progestin use
and breast cancer risk. If that is the case, then their conclusion that
this study “provides strong evidence that the addition of a progestin
enhances markedly the risk of breast cancer relative to estrogen use
alone” hardly warrants the modifying adjective and adverb so care-
fully chosen by Ross et al.

Let me point out some of the weaknesses that were interpreted as
strengths. The difference between sequential and daily estrogen-
progestin regimens was not statistically significant, but Ross et al
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were obviously unencumbered by this fact in their
emphasis upon a difference between the regimens, espe-
cially and unfortunately, in the press release originating
from the University of Southern California. The
increased relative risks (RR) associated with sequential
and daily estrogen-progestin regimens for more than 10
years were based on 27 cases/14 controls and 13
cases/20 controls, respectively; hardly the robust num-
bers claimed by Ross et al in their introduction. Indeed,
where the numbers of cases were substantial, the estro-
gen-only users, the analysis of estrogen alone regimens
indicated no statistically significant increased risk of
breast cancer, even with increasing duration of use up to
more than 15 years (OR = 1.06; CI = 0.97-1.15). When
analyzed by stage of disease, combined estrogen-prog-
estin regimens were associated with a barely significant
increase in localized disease and no significant increase
in in situ or advanced disease; sequential estrogen-prog-
estin regimens with a significant increase in localized
disease and no significant increase in in situ or advanced
disease; and daily estrogen-progestin regimens with no
significant increase in any of the categories. This varia-

tion and the strength of the associations (RRs that range
from 0.98 to 1.44) do not provide evidence of a major
effect.

The emphasis and interpretation of the current reports
examining the effect of estrogen and progestin could
have been of a totally different nature. The numbers
indicated no significant increased risk with estrogen
therapy, even of long duration, a conclusion based on
more cases compared with the number of cases in estro-
gen-progestin users. If one placed the emphasis where
the greater numbers are, the message would be a reas-
suring one.

Table 1

Relative Risks of Breast Cancer Associated with
Postmenopausal Estrogen-Progestin Treatment
(Statistically Significant)

Reference Relative Risk (Confidence Interval)

Colditz GA, et al, 1995.1 1.41 (1.15-1.74)

Persson  I, et al, 1999.2 1.7 (1.1-2.6) > 6 yrs

Magnusson C, et al, 1999.3 1.68 (1.39-2.03)

Schairer C, et al, 2000.4 1.40 (1.1-1.8)

Table 2

Relative Risks of Breast Cancer Associated with
Postmenopausal Estrogen-Progestin Treatment
(Not Statistically Significant)

Reference Relative Risk (Confidence Interval)

Kaufman DW, et al, 1984.5 1.7 (0.9-3.3)

Ewertz M, et al, 1988.6 1.36 (0.98-1.87)

Bergvist L, et al, 1989.7 4.4 (0.9-22.4)

Yang CP, et al, 1992.8 1.2 (0.6-2.2)

Stanford JL, et al, 1995.9 0.9 (0.6-1.2)

Newcomb PA, et al, 1995.10 0.75 (0.49-1.15) < 5 yrs

1.12 (0.72-1.76) > 5 yrs

LaVecchia C, et al, 1995.11 1.6 (0.4-6.3)

World reanalysis, 1997.12 1.53 (0.80-2.92)

Brinton LA, et al, 1998.13 0.99 (0.7-1.3)

Persson I, et al, 1999.2 1.4 (0.9-2.3) 1-6 yrs

The available epidemiologic evidence summarized in
tables 1 and 2 on the effect of combined estrogen-prog-
estin treatment on the risk of breast cancer indicates a
mixed story, not a uniform and consistent result (10 nega-
tive studies and 4 positive studies). Those who implicate
progestins have given great weight to the observation that
proliferation and mitotic activity peak in the luteal phase.
Recent studies, however, indicate that prolonged exposure
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to a constant level of progestin (unlike pregnancy or a
menstrual cycle) provides an inhibiting influence, a possi-
ble advantage for the postmenopausal regimen of the
daily, continuous administration of estrogen-progestin.

There is another aspect of this controversial issue that
deserves more publicity. Most of the studies that have
examined the breast cancer mortality rates of women
who had used postmenopausal hormone therapy have
documented improved survival rates.14-23 Even studies
that detect an increased risk of breast cancer in hormone
users indicate a paradoxical better outcome. This
undoubtedly partly reflects earlier diagnosis in users
because the greater survival rate in current users is asso-
ciated with a lower frequency of late stage disease.12,15,

19,22,24-27 There is also evidence to suggest that estrogen
users develop smaller, better-differentiated (lower grade)
tumors, and that surveillance/detection bias is not the
only explanation for better survival.25,27-31 These biolog-
ic differences imply that hormone treatment promotes
the growth of a malignant locus already in place, and it
presents clinically with a more favorable biology. This
conclusion is consistent with the fact that virtually all
the positive studies find that any increase in risk disap-
pears within five years of discontinuing hormone thera-
py, and tumors occur at an earlier stage and a younger
age in women using hormone therapy. Lower grade
tumors are present even when there is no difference in
the prevalence of mammography comparing hormone
users and nonusers, or when the data are adjusted for the
method of detection.21,23,31 Thus, an important effect is
on grade of disease, tumor differentiation, and aneu-
ploidy. An excess of grade I tumors has been document-
ed equally in users of estrogen alone and in users of
combined estrogen and progestin.32

It is, in my view, appropriate to emphasize the bene-
fits of postmenopausal hormone therapy, point out the
continuing concern regarding the relationship between
estrogen use and breast cancer (particularly long-term
use), and to emphasize the absence of definitive evi-
dence linking such therapy to an increased risk of breast
cancer, as well as the uniform data indicating better out-
comes in hormone users who develop breast cancer.
Additional case-control and cohort studies will only
confirm the variability and inconsistency of the findings.
Thus, a definitive answer must await the results of the
ongoing randomized trials.   ❖

References
1. Colditz GA, et al. N Engl J Med 1995;332:1589.
2. Persson I, et al. Cancer Causes Control 1999;10:

253-260.
3. Magnusson C, et al. Int J Cancer 1999;81:339-344.

4. Schairer C, et al. JAMA 2000;283:485-491.
5. Kaufman DW, et al. JAMA 1984;252:63-67.
6. Ewertz M. Int J Cancer 1988;42:832-838.
7. Bergkvist L, et al. N Engl J Med 1989;321:293.
8. Yang CP, et al. Cancer Causes Control 1992;3:475.
9. Stanford JL, et al. JAMA 1995;274:137.

10. Newcomb PA, et al. Am J Epidemiol 1995;142:
788-795.

11. La Vecchia C, et al. Br J Cancer 1995;72:244-248.
12. Collaborative Group on Hormonal Factors in Breast

Cancer. Lancet 1997;350:1047-1059.
13. Brinton LA, et al. Menopause 1998;5:145-151.
14. Bergkvist L, et al. Am J Epidemiol 1989;130:221-227.
15. Hunt K, et al. Br J Obstet Gynaecol 1990;97:1080.
16. Henderson BE. Arch Intern Med 1991;151:75-78.
17. Persson I. Int J Cancer 1996;67:327-332.
18. Willis DB. Cancer Causes Control 1996;7:449-457.
19. Grodstein F, et al. N Engl J Med 1997;336:

1769-1775.
20. Sellers TA, et al. Ann Intern Med 1997;127:973-980.
21. Schairer C, et al. J Natl Cancer Inst 1999;91:264-270.
22. Fowble B. J Clin Oncol 1999;17:1680-1688.
23. Jernström H, et al. Br J Cancer 1999;80:1453-1458.
24. Strickland DM, et al. Obstet Gynecol 1992;80:400.
25. Bonnier P, et al. Obstet Gynecol 1995;85:11.
26. Bonnier P, et al. Int J Cancer 1998;79:278-282.
27. Salmon RJ, et al. Oncol Rep 1999;6:699-703.
28. Magnusson C, et al. Breast Cancer Res Treat 1996;

38:325-334.
29. Holli K, et al. J Clin Oncol 1998;16:3115-3120.
30. O’Connor IF, et al. J Clin Pathol 1998;51:935-938.
31. Bilimoria MM, et al. Ann Surg Oncol 1999;6:200-207.
32. Harding C, et al. BMJ 1996;312:1646-1647.

Orlistat as an Adjunct to
Obesity Therapy in 
Primary Care
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Orlistat, a gastrointestinal lipase inhibitor
that reduces fat absorption, is an effective adjunct to a
reduced-energy diet when prescribed in a primary care
setting.

Source: Hauptman J, et al. Arch Fam Med 2000;9:
160-167.

Obesity is a chronic medical condition associ-
ated with many deleterious health consequences in
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our society. Obesity affects approximately one-third of
the United States population. Despite multiple
approaches to treatment, physicians and patients alike
may be dissatisfied with results of therapy.  Some surgi-
cal and pharmacologic approaches to treatment have
been accompanied by serious complications. Long-term
outcomes of treatment are often disappointing, with ini-
tial weight loss followed by significant rebound or
weight gain. This cycle is discouraging for physician
and patient alike.

Orlistat (Xenical—Roche) is a gastrointestinal lipase
inhibitor that reduces dietary fat absorption by approxi-
mately 30%. It is the first pharmacologic agent for the
treatment of obesity in the United States and has been
approved for use in type II Diabetes mellitus. It is also
the first anti-obesity agent that has been demonstrated to
exert a direct salutary effect on blood lipids, with
improvement in cholesterol and LDL levels and the
HDL:LDL ratio. Orlistat is recommended in conjunc-
tion with reduced calorie intake (but not extremely low
calorie diets) and a total fat content of 30% of the diet.
Its major side effects are gastrointestinal (GI), including
fecal urgency, oily spotting, and increased defecation.

Two previous randomized, double-blind, placebo-
controlled trials totaling more than 1600 patients were
conducted by obesity treatment specialists in  academic
medical centers in the United States and Europe. Results
from these trials indicated that orlistat could be used in
conjunction with reduced calorie diets to achieve weight
losses of 5-10% of initial body weight. Hauptman and
colleagues conducted a randomized, double-blind,
placebo-controlled study in 17 different primary care
centers in the United States using orlistat as an adjunct
to a reduced-calorie diet. Patients were instructed on a
reduced calorie diet with approximately 30% fat, 50%
carbohydrate, and 20% protein; dietary instruction was
by the patient’s primary care physician or by their office
staff, not by registered dieticians. No special nutrition
training was provided to the physicians. A total of 635
patients were randomized to placebo, orlistat 60 mg tid,
or orlistat 120 mg tid. Patients were encouraged to
increase physical activity by walking 20 to 30 minutes
three to five times per week, but were not required to
keep a log. At the end of one year, patients were
changed from a weight-loss to a weight-maintenance
diet and continued on either orlistat or placebo. Regular
measurements of patient weight, blood pressure, waist
circumference, and fasting levels of blood lipids, serum
glucose, and insulin levels were performed. Additional
lab determinations included hematologic measurements,
a urinalysis, 24-hour urine collection, vitamins A
(retinol), D (25-hydroxy vitamin D), E (alpha-toco-

pherol), beta-carotene, stool for occult blood testing, and
prothrombin time. 

Data were analyzed in both the intention-to-treat
group and the patients who completed the two-year
study. Significantly more patients continued in the study
in the 60 mg and 120 mg orlistat group than in the place-
bo group (72%, 72%, and 57% at 1 year, respectively,
and 56%, 56%, and 43%, respectively, at 2 years). Dis-
continuance rates because of adverse effects were low:
11%, 6.6%, and 7.1% for orlistat 120 mg tid, orlistat 60
mg tid, and placebo. Adverse effects were most com-
mon in the early part of the study, and rare in the second
year. Fecal incontinence, when experienced, was limited
to one or two episodes (approximately 6% of orlistat-
treated patients). Fat-soluble vitamins remained within
reference ranges on all patients. Six percent or less of
patients treated with orlistat required and received sup-
plementation of fat-soluble vitamins. All patients receiv-
ing supplementation achieved normal levels by the end
of the study. 

Weight loss rates were consistent with previous stud-
ies. Approximately half of the orlistat-treated patients in
the ITT population lost 5% or more of their initial body
weight as compared to 30% of placebo-treated patients
(P < 0.001 vs placebo). Patients who continued in the
study demonstrated a similar pattern, but somewhat
greater weight loss was seen for patients who completed
the study. Ten percent or greater weight loss was
achieved in 28.6% of the patients receiving 120 mg orli-
stat, 24.4% of the patients receiving 60 mg orlistat, and
11.3% of patients receiving placebo (P < 0.001). In
patients who completed the study, orlistat-treated
patients did not regain as much weight as those receiv-
ing placebo (P < 0.001). LDL cholesterol levels were
lower in the orlistat-treated group at the end of the study
(P = 0.03 for placebo vs 60 mg of orlistat and P = 0.1 for
120 mg of orlistat). Diastolic and systolic blood pressure
decreased in the orlistat-treated groups (both 60 and 120
mg) as compared to placebo.

■ COMMENT BY ELLEN L. SAKORNBUT, MD
Obesity treatment is ineffective on a long-term basis

unless patient commitment to lifestyle change is high.
This population may represent a more motivated group
of patients than a general population of obese individu-
als. However, it is notable that completion rates were
higher in the drug-treated group than in the placebo
group despite a frequent incidence of GI side effects
upon initiation of orlistat. Patients want to see results,
and results provide incentive.

Although Hauptman et al do not mention it, orlistat
may provide a secondary effect in successful weight loss
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by providing a “negative feedback” experience for
patients “cheating” on their diet. The successful rein-
forcement of a reduced fat diet is consistent with desired
general preventive goals in the United States population.

No data exist on the safety of using orlistat for peri-
ods of time longer than two years. It requires both sub-
stantial lifestyle and, possibly, financial commitment on
the part of the patient (since many insurance programs
do not pay for this medication). There appears to be no
reason why vitamin supplementation should not be pro-
vided prophylactically. This study would suggest that
orlistat is a medication which is feasible and effective in
a primary care setting.   ❖
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Treatment of Asymptomatic
BV Does Not Prevent
Preterm Delivery
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: This study concludes that the treatment of
asymptomatic BV in pregnant women does not reduce
preterm delivery.

Source: Carey JC, et al. N Engl J Med 2000;342:
534-540.

To determine if the treatment of asymptomatic
bacterial vaginosis (BV) with a 2 g dose of metron-

idazole at 16-24 weeks gestation and again at 24-30
weeks would reduce preterm births, 1953 women with
BV based on a gram stain with a Nugent score of 7 and a
vaginal pH higher than 4.4 were randomized to treat-
ment with the active drug metronidazole or a placebo.
The study group was recruited from a general obstetric
population of primarily African-American and Hispanic
patients. The average gestational age at randomization
was 20 weeks. Women who received metronidazole
were significantly more likely to have resolution of BV
than the placebo group, 77.8% vs. 37.4%. However,
there was no significant difference in the rate of preterm
delivery in patients treated with metronidazole (12.2%
vs 12.5%). Metronidazole did not reduce the rate of
preterm births from spontaneous labor or spontaneous
rupture of the membranes. Treatment with metronida-
zole did not decrease the rate of preterm delivery in any

subgroup of women including those who had a prior
preterm birth or those who were less than 20 weeks at
randomization. Furthermore, metronidazole therapy did
not reduce the rate of chorioamnionitis, postpartum
endometritis, admissions to the neonatal intensive care
unit, or neonatal sepsis.

Carey and colleagues conclude that the treatment of
asymptomatic BV in pregnant women does not reduce
preterm delivery.

■ COMMENT BY STEVEN G. GABBE, MD
BV has been associated with an increased risk for

preterm birth and treatment of women with symptomatic
BV is recommended. This important study by Carey et
al was conducted to determine whether treatment of
asymptomatic BV with metronidazole early in the sec-
ond trimester and early in the third trimester would
reduce the rate of preterm birth. While metronidazole
was effective in clearing BV in nearly 80% of women
treated, metronidazole did not reduce the rate of preterm
birth or infectious morbidity in the mother or her infant.
In the metronidazole group, nearly 30% of the women
had a prior preterm delivery, while this figure was nearly
24% in the placebo group. Metronidazole did not reduce
preterm births in these patients. 

Could treatment of BV earlier in pregnancy or even
before pregnancy have altered these results? That ques-
tion remains unanswered. However, metronidazole is
generally contraindicated in the first trimester. Oral clin-
damycin, 300 mg twice a day for seven days, or topical
clindamycin vaginal cream, once daily for seven days,
can be used to treat BV early in gestation.   ❖

The Appropriateness of 
Recommendations for 
Hysterectomy
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Recommendations for hysterectomy were
found to be inappropriate in 70% of cases studied.

Source: Broder MS, et al. Obstet Gynecol 2000;95(2):
199-205.

Broder and colleagues were funded by the
Agency for Health Care Policy and Research and

the Robert Wood Johnson Clinical Scholar’s Program.
Their task was to determine whether the recommenda-
tions for hysterectomy provided to a large group of
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women who underwent hysterectomy were appropriate.
Two different sets of criteria were used to determine
appropriateness of recommendations for hysterectomy.
The first was a criteria set developed by the Women’s
Health and Hysterectomy Project and the second used
three ACOG criteria sets. These criteria sets were devel-
oped based on expert opinions rather than outcome data
since outcome data are lacking for most indications for
hysterectomy.

All hysterectomies performed by physicians of nine
capitated medical groups in southern California repre-
sented the potential case material. Women who had a
hysterectomy for cancer or emergency reasons were
excluded. Women had to be English-speaking, have
complete inpatient and outpatient data available, pro-
vide informed consent, and agree to a structured tele-
phone interview. A total of 497 women met all inclu-
sion criteria.

Seventy percent of the cases did not meet the criteria
of the expert panel. In most cases, there was a deficiency
of the preoperative evaluation. For example, 45% of
women with abnormal bleeding did not have endometri-
al sampling performed before hysterectomy. Twenty-
one percent of patients with pain or bleeding did not
have medical therapy offered prior to hysterectomy.

Seventy-six percent of the patients who had a hys-
terectomy for the indications covered by the ACOG cri-
teria sets did not meet the ACOG criteria. The number
failing the ACOG recommendations would have been
higher if interviews had not been performed since some
information was obtained only from patients, and not
from the medical chart—a condition required by the
ACOG criteria sets.

■ COMMENT BY KENNETH L. NOLLER, MD
I hope that everyone will reread the summary of this

article. It is an example of the ever increasing body of
literature that can be considered to be a comment on
physician “competency.” In the near future, “assess-
ment of competency” is going to be required of all cer-
tifying boards, hospital staffs, and medical societies.
The public is demanding to know if their physicians are
“competent.” The federal government has heard these
demands and is beginning to pressure the various cre-
dentialing organizations to develop some means of
measuring competency. The faintly veiled threat is that
the federal government will step in and perform the
assessment if the current credentialing organizations do
not implement satisfactory methods. Unfortunately, the
goal is difficult to achieve. Should competency be
based on outcome results? Postoperative infections?
Compliance with criteria sets?

This article should be a wake-up call to physicians. It
is likely that we will be judged not only by the success
of our treatment of a given condition, but also by our
compliance with evaluation algorithms. In this article
nearly three-fourths of the patients had a recommenda-
tion for hysterectomy without the proper indication or
preoperative evaluation. Indeed, the percentage would
have been considerably higher if the patients had not
been interviewed. In any future system that tries to
assess competency it is unlikely that patient interviews
will not occur. Therefore, it will be of the utmost impor-
tance for us to document everything in the patient chart.
“If it’s not in the chart it didn’t happen.”

It is likely that, in the future, some physicians will
lose their license to practice medicine, or have their
license severely restricted, based on chart reviews simi-
lar to those performed in this study.   ❖

Squamous Cell Carcinoma
of the Vulva Stage IA:
Long-Term Results
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: T1 squamous cell carcinoma of the vulva
with less than 1 mm of invasion was associated with a
low risk of vulvar recurrence.

Source: Magrina JF, et al. Gynecol Oncol 2000;76:
24-27.

Magrina and associates report a retrospective
review of 40 patients with T1 squamous cell carci-

noma of the vulva and less than 1 mm of invasion. The
aim of their study was to evaluate the risk of metastases
to lymph nodes and long-term results of radical and mod-
ified radical surgery in this patient population. The over-
all mean follow-up time was 7.6 years. Vulvar recurrence
developed in two patients (5-year rate, 5.9%). There were
no groin recurrences among 10 patients undergoing groin
lymphadenectomy. One of the 30 patients (10-year rate,
6.7%) without groin dissection developed groin metas-
tases at 7.5 years, subsequent to an invasive vulvar recur-
rence. The five- and 10-year cause-specific survivals
were 100% and 94.7%, respectively. Magrina et al con-
clude that T1 squamous cell carcinoma of the vulva with
less than 1 mm invasion was associated with a low risk of
vulvar recurrence and no groin metastases. Furthermore,
they  observed that a low risk of subsequent groin node
metastasis exists in patients developing an invasive vul-
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var recurrence. Long-term follow-up of these patients is
recommended. Additionally, lesser forms of vulvar exci-
sion, such as wide local excision, were equally effective
as radical vulvectomy for the prevention of vulvar recur-
rences. Patients treated by radical vulvar surgery experi-
enced increased postoperative complications compared
with patients treated by less radical surgery.

■ COMMENT BY DAVID M. GERSHENSON, MD
Historically, vulvar cancer has been vastly overtreated

during the past 50 years. Ultraradical surgery consisting
of en bloc radical vulvectomy and bilateral inguinal (and
often, pelvic) lymphadenectomy pioneered by Stanley
Way in the late 1940s dramatically improved the cure
rates of early invasive vulvar cancer. However, major
complications—including wound breakdown and severe
lymphedema—were common. In addition, sexual func-
tion and body image were frequently severely impaired.
In the 1970s, several gynecologic oncologists began to
pursue the concept of less radical surgery for early vul-
var cancers or “microinvasive” lesions. Although early
attempts fell short, by the early 1990s, wide radical exci-
sion and superficial inguinal lymphadenectomy evolved
as standard surgical therapy for stage I invasive and even
for stage II invasive vulvar cancer. Intraoperative lym-
phatic mapping and/or lymphoscintigraphy offer the
hope of even less radical surgery in the near future.
Amidst these advances, we have also learned, as reflect-
ed in this report from the Mayo Clinic, that superficially
invasive vulvar cancers with less than 1 mm invasion can
be safely treated with wide local excision alone (no
associated lymphadenectomy). As noted by Magrina et
al, there is a small incidence of recurrent vulvar dyspla-
sia or even new primary vulvar cancer, but these results
are consistent with a report from the M.D. Anderson
Cancer Center.1 Although not addressed by Magrina et
al, I would recommend a 1 cm margin in a wide local
excision of lesions with less than 1 mm invasion.   ❖
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Special Feature
HRT Wars
By Sarah L. Berga, MD

Do you feel assaulted by information regard-
ing the risks and benefits of hormone replacement

therapy (HRT)? Clearly, physicians and patients alike

are caught in the crossfire of an information war. Every-
one has something to say about menopause and the
aging of the American woman. How ironic! A few years
ago, the battle cry was that menopause received too little
attention from scientists, physicians, pharmaceutical
houses, the media, and so forth. Menopause was consid-
ered a forbidden topic in polite society or an uninterest-
ing subject. The arrival of the boomer generation to the
threshold of menopause has provoked changes of enor-
mous proportions. We have become awash in a sea of
information and charter members in the Ponce de Leon
Society expected to have the panacea for lost youth.
There is a real sense of urgency that imbues the whole
topic of menopause. Why? Not to be too cynical, but
part of the reason is that corporate America has discov-
ered that menopause is a growth market. Pharmaceutical
houses, in particular, want their fair share of the action.
And menopause is clearly one area where the action is.

Today’s physician must now figure out how to cope
with the enormous flood of information. The quality of
information, even from what one would consider reli-
able sources, varies considerably. Our job is made ever
more difficult by the computer revolution. Both patients
and doctores are barraged day and night by sound bites
and other low-quality information. To complicate mat-
ters, most pharmaceutical concerns engage in direct-to-
consumer campaigns designed to position their product
favorably in the consumer’s mind. How are all of us sup-
posed to discern reality from fantasy, medicine from
marketing? How are we supposed to quell the anxieties
engendered by the daily fare of mixed messages? Stud-
ies show that time with the patient translates into adher-
ence with hormone use, but where are we to find this
time? Who on the insurance/coverage side is advocating
for physicians and patients to have more time in conver-
sation together?

It is time for new attitudes and approaches. We need to
be as critical as possible regarding what we accept as
legitimate evidence. We must arm ourselves with a thor-
ough knowledge regarding the rules of evidence and we
must be able to determine to what extent scientific reports
follow the rules of evidence. If clinical trial evidence is
not at hand, then we must resort to understanding and
approximating physiology. I realize how difficult this
mandate is, but information chaos is seriously hampering
us and we must create more order. We need to become
selective consumers of information. I am not suggesting
that there is no role for discovery, intuition, revision, and
individualization. Clearly there is.  But we must not
become victims of what promises to be a sustained infor-
mation war. We must insist on an academic stance toward
therapeutic options. When weighing therapeutic options,
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risks and benefits must be acknowledged and put into
proper perspective. So often, I feel that information is
being used as a weapon, rather than as a guide.

How can we improve our communication skills so
that we are able to help our patients through this infor-
mation maze? Are there ways to communicate more in
less time? Should we listen more and talk less, or
explain more and listen less? Should we defer to the
patient’s mindset, regardless of legitimacy, because of
the constraints of time or our own discomfort regarding
the certainty of extant information? These are serious
questions, with only partial answers. Time spent with
the patient matters, but only if it is used appropriately.
Evidence suggests that the third question or remark is
the one the patient considers most pressing. The first
and second questions or reports are “trial balloons.” So
it is important to get to the third domain if possible. I ask
patients to indicate when booking an appointment how
much time they think the visit will entail. That gives the
patient a chance to delineate her goals for that visit. We
also have goals in terms of what must be covered in any
given visit and I try to be clear about what those are and
what is likely or unlikely to be covered by their insurer.

What if you don’t know the answer? There are many
strategies for handling knowledge gaps. If you believe
that the answer is known, but not by you, you can indicate
that you are willing to search for information or to refer
the patient to someone with greater expertise. If you
believe the answer is not known, then it is fair to indicate
this. Patients are typically relieved to have that type of
acknowledgement. In that situation, I also like to talk
briefly about “risk” vs. “risk perception.” The bottom line
here is that what we worry about is often a substitute for
existential anxiety about the ubiquitous lack of control
and unpredictability inherent in life. Paradoxically, help-
ing patients to understand that anxiety regarding choices
is largely unavoidable and part and parcel of human expe-
rience seems to allay anxieties. Within reason, patients
should be encouraged to keep a list of nagging or linger-
ing doubts. Rather than heightening fear, the process of
focusing helps to streamline the next conversation. I
believe in having realistic expectations and setting realis-
tic treatment goals. This can only be done if we know
how to handle information gaps. Given the great amount
of controversial information being discharged into the
public domain about menopause, it seems unrealistic to
expect that we will be talking less. Ideally, patients will

have the option of returning sooner rather than later to
report on their reactions to hormone interventions. Side
effects engender fear and must also be put into perspec-
tive and ameliorated.

The art of HRT is coming up with a plan that priori-
tizes concerns and health objectives in a way that
makes sense to both the patient and the physician. To
some extent, this demands that the validity of the infor-
mation be assessed before it is exchanged. The goal is
to avoid premature reductionism while not confusing
the patient. Different physicians have different meth-
ods for synthesizing information and developing per-
spective. This is what patients need and want most: our
perspective. Naturally, they are overwhelmed by all the
information and they need us to help them frame it.
They need us to help them decide what is important. If
we don’t do this, patients will fall victim to less reli-
able sources and mindsets. As onerous and difficult as
this is to do, this responsibility rightly belongs to
physicians. I believe we need to continue to advocate
for our role as counselors and patient educators. I am
sorry that insurers rarely give much financial recogni-
tion to this endeavor, but that alone does not mean it is
not our job.   ❖

CME Questions
16. The following statements regarding the risk of breast cancer

associated with postmenopausal hormone therapy are true
except:
a. The data available from case-control and cohort studies do not

provide uniform, consistent results.
b. Women who use postmenopausal hormone therapy and devel-

op breast cancer while using hormone therapy have a reduced
risk of dying of breast cancer.

c. Postmenopausal hormone users have more breast exams and
mammograms.

d. The relative risks of breast cancer associated with post-
menopausal hormone therapy are in the range recognized as
strong associations (> 2.0).

17. The study by Carey et al demonstrated that treatment of
asymptomatic BV with metronidazole in a general obstetric
population reduced which one of the following?
a. Preterm birth
b. Preterm premature rupture of the membranes
c. Postpartum endometritis
d. Bacterial vaginosis
e. Neonatal sepsis
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In Future Issues:
Is Radical Trachelectomy a Safe 

Alternative to Radical Hysterectomy for 
Cervical Carcinoma Patients?


