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Is it Worthwhile to do a Single
Fecal Occult Blood Test?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A single fecal occult blood test cannot be recommended
as the only screening test for colorectal neoplasia.

Source: Collins JF, et al. Ann Intern Med. 2005;142:81-85.

Fecal occult blood tests (fobts) were performed on samples
from digital rectal examinations in 2665 average-risk asympto-

matic adults. In addition, each patient had 6-sample at-home
FOBTs done. Colonoscopy was also completed in each subject.
Specificities for the 6-sample FOBT and the single-digital FOBT
were 93.9% and 97.5% respectively among the 1656 patients with
no neoplasia. Sensitivities for detection of advanced neoplasia
(defined as tubular adenomas 10 mm or greater, adenomas with vil-
lous histology or high-grade dysplasia, or invasive cancer) in 284
patients were 23.9% for the 6-sample FOBT and 4.9% for the digi-
tal FOBT.

Collins and associates conclude that the single digital FOBT is a
poor screening method for colorectal neoplasia. They suggest that a
negative result performed as part of regular primary care screening
does not decrease the odds of advanced neoplasia. They recom-
mend that patients should be offered an at-home, 6-sample FOBT
or an alternative screening test. 

■■ COMMENT BY FRANK W. LING, MD
I certainly hope you don’t think I am fixated on screening for

colon cancer. I wanted to include this article even though in a previ-
ous commentary; we reviewed the usefulness (or lack thereof) of
virtual colonoscopy. This particular report addresses the issue of
real-life office practice in which the diligent practitioner is trying to
screen for neoplasias in the best ways possible. The results here call
into question the many expert panels that recommend screening for
colon cancer in asymptomatic adults older than age 50. More to the
point, we need to determine whether it is worth it to do a single dig-
ital FOBT for our patients in the course of our practices.
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Admittedly, you can question the study sample in this
study. The patients are 97% male. In fairness, there is no
reason to expect the results to be any different in
women, so I suggest you read on.

Previous studies have shown that screening with FOBT
can reduce colon cancer mortality when positive results
are followed with colonoscopy. All those studies used the
6-sample FOBT. This is the first report of the sensitivity
and specificity of the office-based single digital FOBT. It
would appear that the guaiac tests that we are doing should
no longer be relied upon to predict neoplasms.

Since all the patients had colonoscopy by experi-
enced endoscopists following the FOBT screening, there
is good reason to believe that the sensitivity and speci-
ficity of each technique has been represented appropri-
ately. Based on these results, if we continue to do a sin-
gle digital FOBT, a positive test should, as in the past,
lead to colonoscopy whereas a negative finding should
result in the patient being given a 6-sample FOBT kit. 

What are you doing in your practice? Is it a study that
should be causing you to change your practice style?
Are you accepting a negative single-digital FOBT? I
don’t expect every reader to change what is done in
his/her office, but you can say that you heard about it
here if the staff wants to know why you’re changing
your modus operandi. If you don’t change, at least be
watching to see if new recommendations by expert pan-
els change their positions.   ■

Secondary Surgical 
Cytoreduction for Advanced
Ovarian Carcinoma 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: For patients with advanced ovarian carcino-
ma in whom primary cytoreductive surgery was consid-
ered to be maximal, the addition of secondary cytore-
ductive surgery to postoperative chemotherapy with
paclitaxel plus cisplatin does not improve progression-
free survival or overall survival.

Source: Rose PG, et al. N Engl J Med. 2004;351(24):
2489-2497.

Nearly 10 years ago, a randomized trial of
interval cytoreduction for primary therapy of

advanced ovarian cancer was published, suggesting the
surgical intervention after 3 cycles of cisplatin and
cyclophosphamide added significantly to progression-
free (PFS) and overall survival (OS). Rose and col-
leagues, on behalf of the Gynecologic Oncology Group
(GOG), reported final results on a similarly designed
trial, which, unfortunately, leaves the question as to its
benefit unresolved. In this trial, patients who were left
with more than 1 cm of residual disease after an initial
debulking effort were randomized to a second procedure
if they were found not to progress during 3 cycles of
paclitaxel and cisplatin adjuvant chemotherapy. Patients
in both cohorts received a total of 6 cycles of chemother-
apy. More than 400 patients were randomized. Relative
to those patients receiving only one operation and adju-
vant chemotherapy, those who had undergone the addi-
tional interval cytoreduction had similar PFS and OS.
Hazard ratios for both events were statistically insignifi-
cant. Rose et al concluded that in the setting of a maxi-
mal initial attempt at cytoreduction plus paclitaxel and
cisplatin chemotherapy no benefit was realized for an
interval secondary procedure. 
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■■ COMMENT BY ROBERT L. COLEMAN, MD
Most health care providers with even a peripheral

understanding of ovarian cancer would most likely be
able to articulate the importance surgery and chemothera-
py play in the disease’s management. These modalities
represent the virtual 1-2 punch of initial therapy for most
cases of advanced disease. And, in general, the more 1
and possibly, the more 2, that is realized, the better the
outcome. However, as many as 20-50% of stage III and
more stage IV patients are left with gross residual disease
(> 1 cm) after primary exploration, usually the result of
massive intraperitoneal carcinomatosis or intraparenchy-
mal disease. Observational trials of chemotherapy before
surgery for medically infirmed or other such non-surgical
patients has demonstrated that a proportion achieve dra-
matic reduction in disease volume and in some cases,
make those patients good candidates for debulking where
favorable perioperative clinical courses are realized.
Therefore, the question arose that if one could not achieve
a complete resection initially, could this be achieved at a
later point, particularly among those demonstrating a
good response to chemotherapy, and thus improve their
survival? Our initial insight into this question was “yes.”1

However, these data came as much of the treated popula-
tion was receiving taxane-based chemotherapy regimens
and the results from a confirmatory trial, while launched,
was years away. The current study by Rose et al, employ-
ing a more contemporary treatment program, did not con-
firm the earlier encouraging data and left us sorting
through the details of each study to determine why. 

As pointed out by Rose et al, one key difference,
besides the treatment regimen, lies in the intent of the ini-
tial surgery. In the initial trial, a cohort of patients could
have entered the trial after disease documentation from
only a biopsy. In this group of patients, the interval
surgery more accurately represented the initial debulking
attempt and the chemotherapy, a neoadjuvant infusion. In
addition, more stage IV patients were included in the ini-
tial trial, which may have contributed to the almost twice
as frequent progression before interval surgery (9% vs
5%). Since these patients did not undergo surgery, a case
selection bias of sensitive, but incompletely resected
patients populated the initial trial. This is most evident by
observing the significantly longer progression-free sur-
vivals in the initial trial compared to the GOG trial (18
mos vs 10.5 mos, interval reduction arm) but likely no dif-
ference in overall survival (26 mos vs 32 mos, interval
reduction arm). In addition, consolidation therapy was
allowed in the initial trial, but not in the GOG trial.
Whether consolidation therapy truly affects the survival
end points is unconfirmed at this time. However, at least
one trial has suggested a progression-free survival advan-

tage with the addition of 12 cycles of paclitaxel.2

So how does one interpret this clinical conundrum? A
reasonable conclusion is that one maximal attempt at
cytoreduction is warranted in the initial setting. Those
left suboptimal don’t appear to gain measurably with a
second attempt after induction chemotherapy. Unclear
biological characteristics are more likely at work in this
situation and are an active focus of research.3 Whether
delaying surgery until the documentation of chemosen-
sitivity (neoadjuvant chemotherapy) will ultimately help
our patients both in morbidity and survival is the subject
of an ongoing randomized European trial.   ■
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Postmenopausal 
Hormone Therapy and 
Gallbladder Disease
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Postmenopausal hormone therapy is associ-
ated with about a 2-fold increased risk of gallbladder
disease.

Source: Cirillo DJ, et al. JAMA. 2005;293:330-339.

The mechanism for a possible adverse effect of
hormone therapy on the biliary system is believed to

be estrogen-induced increases in cholesterol saturation
in the bile and progestin inhibition of gallbladder con-
traction, leading to gallstone formation. The Women’s
Health Initiative (WHI) reported the incidence of gall-
bladder disease in the 2 canceled arms of the trial, the
combined estrogen-progestin arm and the estrogen alone
arm. The results were as follows:

Estrogen Alone Estrogen-Progestin

Annual incidence 31 additional cases 20 additional cases

per 10,000 per year per 10,000 per year
Gallbladder disease
or surgery 1.67 (1.35-2.06) 1.59 (1.28-1.97)

Cholecystitis 1.86 (1.42-2.28) 1.54 (1.22-1.94)

Cholelithiasis 1.86 (1.48-2.35) 1.68 (1.34-2.11)



Surprisingly, no interactions could be documented
with BMI (known to be associated with risk of gallstone
formation), prior hormone use, or use of aspirin and
statins at baseline. In contrast to previous reports from
the WHI, the adjustment for having multiple end points
(the Bonferroni correction) continued to show statistical
significance. The increase in risk was demonstrable in
the first year of use and was maintained throughout the
period of follow-up. 

■■ COMMENT BY LEON SPEROFF, MD
Once again the WHI agrees with previous reports in

the literature. More and more, clinicians are reaching the
logical conclusion that the WHI results do not disagree
with 20 years of research. But I can’t help pointing out
something I call selective reporting. In the introduction,
Cirillo and colleagues report that the HERS data
revealed a 38% increase risk for biliary tract surgery, but
fail to also say that this conclusion did not achieve statis-
tical significance.1,2 This common practice among epi-
demiologists of being less than accurate is a disservice
for clinicians and patients.

It is now well-recognized that the participants in the
WHI were older than the general population usually pre-
scribed hormone therapy. The strongest argument that
prevents restricting this risk to older postmenopausal
women is the fact that case-control and cohort studies
have reported similar risks in younger populations. The
Nurses’ Health Study indicated that oral estrogen thera-
py carries a 1.5-2.0-fold increased risk of gallbladder
disease.3 The risk of cholecystectomy appeared to
increase with dose and duration of use and to persist for
5 or more years after stopping treatment. Others have
also reported increased risks of cholecystectomy in past
and current users of estrogen.4-6 But at least 2 case-con-
trol studies concluded that estrogen use is not a risk fac-
tor for gallstone disease in postmenopausal women,
although the statistical power was limited by small num-
bers.7,8 A cross-sectional study of gallstone disease
could detect no association with postmenopausal hor-
mone treatment.9

Thus far, the available evidence does not allow clini-
cians to identify which women receiving hormone
therapy might be at greater risk for gallbladder disease.
The routine, periodic use of blood chemistries is not
cost-effective, and careful monitoring for the appear-
ance of the symptoms and signs of biliary tract disease
suffices. It is not certain that this potential problem is
limited to oral therapy. Transdermal routes of estrogen
administration have been reported to both increase and
not increase biliary cholesterol saturation (a lithogenic
response).10,11 ■
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Consumption of Vegetables
and Fruits and Risk of 
Breast Cancer 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In this prospective, observational study,
increased total or specific vegetable and fruit intake did
not reduce the risk of breast cancer. 

Source: van Gils CH, et al. JAMA. 2005;293:183-193.

The present study was undertaken to test the
hypothesis that high fruit and vegetable consumption

reduces the risk of breast cancer. A multinational team of
investigators conducted a prospective, observational study
of the relationship between fruit and vegetable intake and
invasive breast cancer as part of the European Prospective
Investigation Into Cancer and Nutrition (EPIC) study.
Briefly, 285,526 women from several European countries
completed a detailed nutritional assessment from 1992 to
1998. The incidence of breast cancer through 2002 was
monitored. There were 4148 incident breast cancers, of
which 3659 were invasive tumors. The median duration
of follow-up was 5.4 years. The median age at diagnosis
of breast cancer was 57 years. A variety of statistical mod-
els were employed to assess the relationship between fruit
and vegetable intake, potential modifiers, and incident
breast cancer. Potential modifiers that were modeled
included energy intake from fat, saturated fat intake, body
size, obesity, body mass index, alcohol intake, smoking,
physical activity, age at menarche, exogenous hormone
exposure including oral contraceptives, parity, reproduc-
tive status, family history, and educational level. More
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than 90% of the tumors were histologically confirmed.
van Gils and colleagues note that this is the largest study
of its type to explore this hypothesis. 

■■ COMMENT BY SARAH L. BERGA, MD
The rationale for the present study was that fruits and

vegetables contain several substances thought to protect
against the development of cancer, including fiber,
antioxidant vitamins and minerals, flavonols, phytoe-
strogens, and lignans, among others. In the introduction,
van Gils et al review the extant data and note that the
available data are inconclusive, but suggest that fruits
and vegetables may confer a protective effect. 

This study is important because diet has been impli-
cated as a causal factor to explain why women in devel-
oping countries have a higher incidence of breast cancer.
van Gils et al sought to overcome the methodological
flaws of earlier studies and it would appear that they have
succeeded. The only relationship they found was that the
incidence of breast cancer was slightly higher in northern
vs southern latitudes. 

These findings certainly give pause for thought.
There has been a tendency to think that the differential
rates of breast cancer between countries might be attrib-
utable to certain dietary habits, but van Gils et al were
unable to find such an association the consumption of
fruits and vegetables. This does not mean that lifestyle
factors such as meat intake, alcohol, smoking, exercise,
or obesity do not play a role, but it does suggest that the
relationships between lifestyle variables and breast can-
cer are likely to be complex. For the patient and doctor,
there are no simple answers here.   ■

Validation of Referral 
Guidelines for Women 
with Pelvic Masses
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The SGO and ACOG referral guidelines
effectively separate women with pelvic masses into 2
risk categories for malignancy. This distinction permits
a rational approach for referring high-risk patients to a
gynecologic oncologist for management.

Source: Im SS, et al. Obstet Gynecol. 2005;105:35-41.

In 2002, the american college of obstetri-
cians and gynecologists (ACOG) and the Society

of Gynecologic Oncologists (SGO) jointly published

referral guidelines for women with pelvic masses
suspicious for ovarian cancers. Although intuitive
and uncomplicated, the guidelines have not been
validated. The current report by Im and colleagues
aimed to retrospectively evaluate the guidelines for
accuracy and to determine if modification should be
implemented to more accurately identify at-risk
women. Im et al identified 1035 women undergoing
surgery for a pelvic mass of whom 318 had primary
malignancy of the ovary, fallopian tube, or peri-
toneum. Since the guidelines are dichotomized by
menopausal status, validation was addressed in both
groups, individually. Not unexpectedly, the guide-
lines produced a higher predictive value for cancer
in postmenopausal women where the prevalence of
disease is significantly higher. Negative predictive
value was high (> 90%) in both cohorts and while
the guidelines would have dictated a significant
number of benign disease referrals (31%-42%) to a
gynecologic oncologist, very few bona fide cancer
were missed. The single most reliable predictor of
cancer in list was the CA-125 level; the least was
family history. Im et al concluded that, as intended,
the guidelines successfully fulfill their goal in iden-
tifying “high-risk for cancer” individuals. However,
continued evaluation and modification is warranted
to improve their precision. 

■■ COMMENT BY ROBERT L. COLEMAN, MD
While published specific guidelines for clinical

care can be both helpful and problematic, they are
predominately constructed in the spirit of providing
intuitive and evidence-based triage for important and
relevant clinical issues. The current guidelines
regarding referral (to a gynecologic oncologist) for
pelvic/adnexal mass were jointly developed and pub-
lished by ACOG and SGO in an attempt to identify
high-risk individuals who, on the identification of
malignancy would have appropriate staging/debulk-
ing procedures. The evidence to support the benefit
of performing appropriate intraoperative procedures
in these uncommon situations is mounting, but is
consistent among the few reported series comparing
outcomes based on surgeon type. The guidelines
also, when successful, remove a clinical dilemma
regarding therapy when an unstaged or undebulked
patient is referred postoperatively. The evidence to
support a benefit to patients in this setting is also
mounting. For example, in the case of an unstaged
patient, there are, in essence, 3 options to consider.
In the first, a formal staging laparotomy can be per-
formed. If the patient has undergone a transverse
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incision, an extension of this incision may allow for
upper abdominal exposure; however, frequently a
vertical incision will need to be made to ensure ade-
quate sampling. Laparoscopic re-staging is an alter-
native for selected patients but it has not been for-
mally validated against open staging for ovarian
malignancies. Nonetheless, data from this second
operation will be important in discussions of adju-
vant therapy.1

An alternative option would be to assume other
metastatic disease is present and initiate combina-
tion cytotoxic chemotherapy. It is well documented
that metastatic disease will be identified in approxi-
mately 30% of patients who undergo restaging. This
maneuver would spare a second operation for the
patients but potentially over-treat a large proportion
of individuals (not 70% because some of the non-
metastatic cases would be candidate for chemother-
apy as well).2 The third option, of course, would be
expectant close observation. In this setting, given
the data above, there is a real potential for under-
treatment. Hedging our bets with surrogate bio-
markers, computed tomography (CT), magnetic res-
onance imaging (MRI) and positron emission
tomography (PET) we hopefully will identify the
best candidates for this option. However, accurate
and reliable screening for recurrent disease is not
yet available and it has been recently documented
that when these observed patients undergo expec-
tant care without formal staging, the distribution of
disease at recurrence is no different than a typical
Stage III patient—that is, with widely metastatic
abdominal disease.3 Chance for cure in this setting
is low. The guidelines appear to over-refer benign
patients but, more importantly, few cancers are
missed. 

Im et al also suggest a modification to the guide-
lines in reflection of their multivariate analysis. In
this revision menopausal status, presence of ascites,
evidence of metastatic disease and CA125 (> 50
U/mL, pre-menopausal, > 35 U/mL menopausal)
were included. It is anticipated that as more data are
generated and new biomarkers evaluated the guide-
lines will better achieve what they were initially set
out to do.   ■
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Treating Polycystic Ovaries
with Rosiglitazone
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Rosiglitazone treatment effectively restores
ovulation in very heavy women with polycystic ovaries
and insulin resistance.

Source: Sepilian V, Nagamani M. J Clin Endocrinol.
Metab. 2005;90:60-65.

Sepilian and nagamani from the university of
Texas in Galveston reported the results of rosiglita-

zone treatment in 12 obese women with polycystic
ovaries and insulin resistance. These women were very
heavy, with an average BMI of 40.4. The fasting insulin
levels (an average of 46.0 µU) were clearly in the range
of hyperinsulinemia due to an increase in insulin resis-
tance. Treatment with rosiglitazone, 4 mg daily for 6
months, improved insulin resistance, lowered total and
free testosterone levels and increased the levels of sex
hormone binding globulin. There was no significant
change in body weights, but 11 of the 12 women began
to ovulate. 

■■ COMMENT BY LEON SPEROFF, MD
The value of this case series is the success with

rosiglitazone in contrast to the reported failure of met-
formin treatment in women who are very obese. The
effect of metformin has been controversial, with some
suggestion that the ovulatory response is the result of the
weight loss that often accompanies its use. In a study
designed to control the effect of body weight, the admin-
istration of metformin was without effect on insulin
resistance in extremely overweight women with poly-
cystic ovaries.1 In another well-designed study, met-
formin again had no effect on insulin resistance when
body weights remained unchanged, and in this study
baseline weights and hyperinsulinemia were only mod-
estly increased.2 In lean, anovulatory women with
hyperinsulinemia, metformin treatment reduces hyper-
androgenemia although there may be no change in body
weight; however, a decrease in the waist-to-hip ratio
accompanies a reduction in the hyperinsulinemia.3,4 This
indicates that both obese and nonobese patients with
hyperinsulinemia can respond to metformin treatment.
The reasons for the differences among the studies are
not apparent. Response is rapid and any weight loss is
very modest, indicating that the salutary effect is a
reduction in hyperinsulinemia.



A significant number (about 40%) of anovulatory
women respond to metformin with ovulation and preg-
nancy.5-7 In a group of obese women with polycystic
ovaries, 90% of the women treated with metformin and
50 mg clomiphene ovulated compared with 8% in the
group treated with placebo and clomiphene.8 Most ran-
domized clinical trials have indicated that metformin
treatment increases ovulatory rates, especially in women
resistant to clomiphene,9-11 although this has not been a
uniform experience.12 The reasons for differing results
are not clear, but ethnicity and patient selection are pos-
sible explanations.

Women with hyperinsulinemia have been reported to
have a greater risk of early miscarriage and gestational dia-
betes, although a study that carefully matched patients for
age and weight found no increase in gestational diabetes or
pregnancy-induced hypertension.13-15 The risk of early
miscarriage in these women is associated with the
increased levels of PAI-1 that accompany hyperinsuline-
mia, suggesting the possibility that placental thrombosis
induces miscarriage. Supporting the existence of these
complications in pregnancy are the results with metformin
treatment maintained throughout pregnancy, yielding a
low rate of miscarriage and a profound reduction in gesta-
tional diabetes.16-18 Metformin has been used during preg-
nancy for decades in South Africa with no evidence of ter-
atogenicity or neonatal hypoglycemia.19,20

The thiazolidinediones markedly improve insulin sensi-
tivity and insulin secretion mainly by improved peripheral
glucose utilization. Troglitazone decreases hyperinsuline-
mia, and produces improvements in metabolic abnormali-
ties (decreased androgens, increased SHBG, decreased
PAI-1 consistent with improved fibrinolytic capacity, and
decreased LH) and a return to ovulation has been reported
with this agent.21-23 However, troglitazone was withdrawn
from the market because of liver toxicity. Pioglitazone and
rosiglitazone have been reported to be free of liver toxicity;
nevertheless, monitoring liver function every 2 months is
recommended, a requirement that has limited the use of
these agents for the purpose of treating anovulation and
infertility. In addition, the glitazone drugs, when used for
the treatment of diabetes, are associated with weight gain.
Nevertheless, clinical studies indicate that rosiglitazone, 4
mg daily or b.i.d., is similar to metformin in inducing ovu-
lation and improving insulin resistance,24-26 and pioglita-
zone, 45 mg/day, achieved a response in women who were
resistant to metformin.27

Some clinicians choose to reserve diabetic drug treat-
ment for those women who fail to respond to clomiphene.
In view of the reduction in early pregnancy losses associ-
ated with metformin treatment, we prefer to start with
metformin and add clomiphene if the patient has not ovu-

lated after 3 months. The experience reviewed above indi-
cates that rosiglitazone or pioglitazone should be consid-
ered for those patients who are very obese and fail to
respond to metformin.   ■
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CME Questions
6. The following statements regarding polycystic ovaries, insulin

resistance and diabetic drug treatment are true except:
a. Some evidence indicates that very obese women with insulin

resistance do not respond to metformin treatment.
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b. It is not necessary to monitor liver function tests in women
receiving diabetic drugs.

c. Both normal and overweight women with polycystic ovaries
can ovulate during metformin treatment.

d. Insulin resistance is associated with an increased rate of early
pregnancy losses and gestational diabetes.

7. In the multi-national EPIC study, risk of breast cancer was ele-
vated in those who:
a. ate more red meat.
b. exercised less.
c. lived in northern latitudes.
d. smoked.
e. drank more than 2 drinks per day.

8. In an asymptomatic 55-year-old patient, if a single digital
FOBT is negative, the next appropriate step is:
a. 6-sample FOBT. 
b. colonoscopy.
c. virtual colonoscopy.
d. barium enema.
e. repeat single digital FOBT in 12 months.

9. The following statements are true regarding postmenopausal
hormone therapy and the risk of gallbladder disease except:
a. Postmenopausal estrogen therapy with or without a progestin

increases the risk of gallbladder disease in both normal and
overweight women.

b. The clinical manifestations of gallbladder disease can appear at
anytime during the course of hormone therapy, both early and
late.

c. Women receiving hormone therapy should be assessed with
annual measurements of liver function.

d. A lesser risk of gallbladder disease with transdermal routes of
administration have not been documented.

Readers are Invited. . .
Readers are invited to submit questions or comments

on material seen in or relevant to OB/GYN Clinical Alert.
Send your questions to: Robert Kimball, OB/GYN Clini-
cal Alert, c/o American Health Consultants, P.O. Box
740059, Atlanta, GA 30374. For subscription informa-
tion, you can reach the editors and customer service per-
sonnel for OB/GYN Clinical Alert via the internet by
sending e-mail to robert.kimball@thomson.com.   ■
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Answers: 6 (b); 7 (c); 8 (a); 9 (c) 
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Stopping aspirin may be hazardous to your
health, according to recent research. Patients
with heart disease who developed acute

coronary syndrome (ACS) were questioned to
determine whether their aspirin therapy had
recently been interrupted. Thirteen percent of
patients with recurrent ACS had stopped aspirin
within the previous month. The incidence of ST-
segment elevation ACS was higher in those who
stopped aspirin, compared to those who did not
stop aspirin (39% vs 18%; P=0.001). The risk of
stopping aspirin was particularly high for
patients who had uncoated stents. The mean
delay between aspirin withdrawal and acute
coronary event was 10 days. Patients withdrew
from aspirin for a number of reasons including
minor surgery, endoscopy, dental treatment,
bleeding, and noncompliance. The authors con-
clude that aspirin withdrawal in patients with
coronary disease represents a risk for the occur-
rence of a new coronary event (J Am Coll Cardiol.
2005;45:456-459). The risk of ischemic stroke may
be as much as 3 times higher with interruption of
aspirin therapy, according to presentation at the
International Stroke Conference. Researchers
from Switzerland noted that the odds ratio for
stroke or TIAs associated with aspirin discontinu-
ation was 3.25 (95% CI). Seventy-seven percent of
ischemic strokes related to aspirin discontinua-
tion occurred in the first 8 days after aspirin was
stopped, with remaining strokes occurring from
day 9 to day 30. The reasons cited for discontinu-
ing aspirin were primarily minor bleeding and
minor surgical procedures—many of which can
safely be performed (many dental procedures,
cataract surgery among others) while patients are

taking aspirin (strokeconference.
americanheart.org /portal
/strokeconference/sc/02.02.05c).

Neuropsychiatric Symptoms of Dementia
Treatment of neuropsychiatric symptoms in

patients with dementia represents one of the
biggest challenges in primary care. Dementia is
diagnosed by the loss of cognitive function, but
other symptoms are often more prominent includ-
ing agitation, aggression, delusions, hallucinations,
repetitive vocalizations, and wandering, among
others. Many classes of psychiatric medications are
used to treat neuropsychiatric symptoms in
dementia including antidepressants, anxiolytics,
anticonvulsants, cholinesterase inhibitors, typical
antipsychotics, and atypical antipsychotics. Often
these drugs are used in combination, and the cock-
tail can get confusing and even dangerous for
patients and caregivers alike. A new review of the
topic in the "Clinician's Corner" section of the
February 2nd Journal of the American Medical
Association helps clarify treatment options. The
authors reviewed 29 articles that met their inclu-
sion criteria. Among typical antipsychotics, which
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include haloperidol, thiothixene, chlorpromazine,
trifluoperazine, and acetophenazine, there was no
difference in the efficacy among these drugs in
treating neuropsychiatric symptoms. Haloperidol
may be somewhat more effective for treating
aggression but not agitation. Side effects including
extrapyramidal symptoms and somnolence are
common with these agents. Antidepressants,
including the SSRIs, were also relatively ineffective,
except for treatment of depression associated with
dementia. The best evidence for efficacy was found
in the atypical antipsychotic group, especially
risperidone (Risperdal) and olanzapine (Zyprexa).
These drugs were found to have a modest effect on
agitation/aggression, hallucinations, and delu-
sions. A higher risk of stroke was found in the most
recent trial (prompting a "Dear Doctor" letter from
Janssen in April 2003). The cholinesterase inhibitors
group including galantamine (Reminyl), donepezil
(Aricept), and rivastigmine (Exelon) were some-
what disappointing with regard to neuropsychi-
atric symptoms, with minimal improvement of
questionable clinical benefit. Memantine, the rela-
tively new N-methly-D-asparte antagonist was
seen to improve cognitive and functional parame-
ters, but also did not improve neuropsychiatric
symptoms. The authors stress that the manage-
ment of neuropsychiatric symptoms in dementia
"should always begin with an assessment of the
medical (eg, pain and delirium) and environmental
causes of the behavior." They also recommend
starting with a cholinesterase inhibitor if the
patient is not already receiving one, because they
are relatively well tolerated and may benefit cogni-
tion and function (JAMA. 2005;293:596-608).

FDA Actions
Pfizer has received FDA approval to market

pregabalin (Lyrica) for the treatment of painful
diabetic neuropathy and post-herpetic neural-
gia, the 2 most common types of neuropathic
pain. Pregabalin was shown to be effective in a
company-sponsored study of 338 patients with
a 1-5 year history of painful, diabetic, periph-
eral neuropathy who were randomized to
receive the drug at 1 of 3 doses or placebo for 5
weeks. Patients in the 300 and 600 mg/day
doses showed improvements in mean pain
score vs placebo (P = 0.0001 ), but no improve-
ment was seen at the 75 mg/day dose. The
higher doses also resulted in improvements in
weekly pain score, sleep interferes score,
patient global impression of change, clinical
global impression of change, and lifestyle sur-

veys. The most common side effects were
dizziness and somnolence (Neurology.
2004;63:2104-2110). Pregabalin is a 3-substi-
tuted analogue of gamma-amino butyric acid
(GABA), and is closely related to Pfizer's
gabapentin (Neurontin), which recently lost its
patent and is now available as a generic.
Pregabalin is currently under review by the
FDA for the treatment of partial seizures.

The FDA has also approved palifermin
(Kepivance-Amgen) to decrease the incidence
and duration of severe oral mucositis in
patients with hematologic malignancies under-
going chemotherapy, with or without radia-
tion, in preparation for bone marrow
transplantation. The drug, which is the first
agent to be approved for this indication, stimu-
lates epithelial cell growth in mucous mem-
branes. It is given prior to fractionated total
body irradiation and high dose chemotherapy,
and repeated after bone marrow transplanta-
tion. The drug's efficacy in non-hematologic
malignancies has not been shown.

Citalopram (Celexa) is now available in
generic tablets and liquid. The liquid formula-
tion recently joined the tablet formulation for
the popular SSRI antidepressant.

Extended release buproprion (Wellbutrin
SR) is now available as a generic in the 200 mg
strength.

Fosinopril/HCTZ (Monopril) has also joined
the generic ranks in 10/12.5 mg and 20/12.5
mg strengths.

The FDA has also approved a generic fentanyl
transdermal system (Duragesic) for the treatment
of severe chronic pain. The new generic, which is
produced by Mylan technologies, provides a con-
stant dose of the drug for 72 hours.

Canada has suspended marketing of
Adderall and Adderall XR because of reports
of sudden unexplained death (SUD) in chil-
dren taking the drugs. SUD has been associ-
ated with amphetamine abuse and has been
reported in children with heart disease taking
prescribed doses of amphetamines, including
Adderall and Adderall XR. These latest
reports of SUD have been in children without
structural heart disease who were taking the
drugs as prescribed. The FDA is looking at
these reports, but “does not feel that any
immediate changes are warranted in the FDA
labeling or approved use of this drug.” More
information is available on the FDA web site
at FDA.gov. 
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