
Likelihood of Hysterectomy after
Endometrial Ablation

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

By Frank W. Ling, MD

Clinical Professor, Department of Obstetrics and Gynecology,
Vanderbilt University School of Medicine, Nashville

Dr. Ling reports no financial relationship to this field of study.

Synopsis: The type of procedure or presence of fibroids is 
less important than age at the time of endometrial ablation in 

predicting subsequent hysterectomy. 

Source: Longinotti MK, et al. Probability of hysterectomy after endome-
trial ablation. Obstet Gynecol 2008;112:1214-1220.

IN A RETROSPECTIVE ANALYSIS OF 3681 WOMEN WHO UNDERWENT

endometrial ablation from 1999 to 2004, data analyzed in 2007
from Northern California Kaiser Permanente showed hysterectomy
was performed in 21% (774 patients) while uterine-sparing surgery
was performed in another 3.9% (n = 143). Women younger than age
45 at the time of ablation were twice as likely to undergo hysterec-
tomy as compared to those older than age 45. In fact, for those
younger than age 40, the hysterectomy rate was 40%. Various types
of ablation technique were used (first generation, hydrothermal,
radio frequency, thermal balloon), with the type of procedure not
being a significant factor in predicting subsequent hysterectomy.
Similarly, neither the presence of leiomyomas nor the location of
the procedure (inpatient vs outpatient) was a significant predictor.
The authors also found that the risk of hysterectomy continued to
rise through 8 years of follow-up rather than plateauing at any spe-
cific duration after the procedure. The overall probability of hys-
terectomy was 26% at 8 years with the majority being done within
3 years.

■■ COMMENTARY
Here it is! Something useful that you can use to counsel patients

about the potential role of endometrial ablation. Admittedly, it is
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limited because it is retrospective and it was only from
one large HMO setting. Also, there are “apples and
oranges” being mixed in together, i.e., different types of
techniques and patients with various anatomical find-
ings (more than 20% had fibroids). Even beyond that,
the subjects ranged in age from 25 to 60 years (the
extreme ages are a bit mind-boggling to me). OK, so no
study is perfect; however, doesn’t this really reflect what
you face in your practice everyday? 

Sure, endometrial ablation is meant for patients with
menorrhagia, but we all know that patients with other
bleeding patterns are often treated with this surgical
approach. How many times have you asked yourself or
been asked by others which ablation technique is best?
According to this study, it may well not make a differ-
ence. The rate of hysterectomy is eye-opening if you’re
trying to be objective with counseling patients. They
often ask about future surgery, but that has to be bal-
anced with recovery time and morbidity. Remember
that a patient’s likelihood of dissatisfaction with the 
outcome of the ablation is likely higher than just the
hysterectomy since there will also be those who get
uterus-sparing procedures and/or require further med-
ical management.

Where does this leave you as a clinician trying to do
right by your patient? It probably doesn’t make you a
non-ablationist (I think I just created a word) if you are
performing them now. The numbers certainly won’t con-

vince you to start doing them if you’ve been waiting for
more research on long-term outcome. These data do help
put risk in perspective and may be more concretely help-
ful to your patients who are sitting on the fence. No mat-
ter what your opinions, our goal is still to do the best for
our patients. This includes incorporating new technolo-
gies when appropriate, but applying them selectively and
prudently. Endometrial ablation can no longer be consid-
ered new technology, but its role in any individual
patient still rests within that unique doctor-patient role
that you have. Informed consent … not a new idea, but
one that is constantly being tweaked by new data. Here’s
some new data. Enjoy!  ■

A Best-Evidence Review 
of Indications for 
Induction of Labor 
A B S T R A C T  &  C O M M E N T A R Y

By John C. Hobbins, MD

Professor and Chief of Obstetrics, University of Colorado
Health Sciences Center, Denver

Dr. Hobbins reports no financial relationship to this field of study.

Synopsis: To review the evidence supporting indica-
tions for inductions of labor.

Source: Mozurkewich E, et al. Indications for induction of
labour: A best-evidence review. BJOG 2009;116:626-636; doi:
10.1111/j.1471-0528.2008.02065.x.

FORTUNATELY, AT A TIME WHEN THERE IS AN EMPHASIS

on evidence-based reasons for medical decisions,
more reviews are appearing in the literature looking at
various common interventions and the evidence avail-
able to support these practices. In the February issue of
the British Journal of Obstetrics and Gynaecology a
“best-evidence review” focused on the indications for
induction of labor. In the small space available here, I
will limit the discussion to only a few of the indications
that have the greatest impact on the way we practice.

The authors sifted through MEDLINE and the
Cochrane databases to pull articles from 1980 through
2008 that dealt with the most common reasons for
induction. They started with 1387 abstracts and 418
articles, and, after subjecting each one to scientific

2 May 2009

OB/GYN Clinical Alert, ISSN 0743-8354, is published
monthly by AHC Media LLC, 3525 Piedmont Road., NE,
Building. 6, Suite 400, Atlanta, GA 30305. 

ASSOCIATE PUBLISHER: Coles McKagen
DIRECTOR OF MARKETING: Schandale Kornegay
SENIOR MANAGING EDITOR: Paula Cousins

Registration Number: R128870672.
Periodicals postage paid at Atlanta, GA 30304 and at
additional mailing offices.

POSTMASTER: Send address changes to OB/GYN 
Clinical Alert, P.O. Box 740059, Atlanta, GA 30374. 
Copyright © 2009 by AHC Media LLC. All rights reserved.
No part of this newsletter may be reproduced in any form
or incorporated into any information-retrieval system with-
out the written permission of the copyright owner. 

Back issues: $42. 

Missing issues will be fulfilled by customer service free of
charge when contacted within one  month of the missing
issue’s date. 

This is an educational publication designed to present sci-
entific information and opinion to health professionals to
stimulate thought and further investigation. It does not
provide advice regarding medical diagnosis or treatment
for any individual case. It is not intended for use by the
layman.

Subscriber Information
Customer Service: 1-800-688-2421

Editorial E-Mail: paula.cousins@ahcmedia.com

Customer Service E-Mail:customerservice@ahcmedia.com

Subscription Prices
United States

1 year with free AMA Category 1 credits: $289

Add $17.95 for shipping & handling

(Resident/Student rate: $125).

Multiple Copies

Discounts are available for group subscriptions, multiple copies,

site-licenses or electronic distribution. For pricing information,

call Tria Kreutzer at 404-262-5482

Canada

Add GST and $30 shipping

Elsewhere

Add $30 shipping

Accreditation
AHC Media LLC  is accredited by the Accreditation Council for
Continuing Medical Education to provide continuing medical educa-
tion for physicians.

AHC Media LLC designates this educational activity for a maxi-
mum of 25 AMA PRA Category 1 Credits .Physicians should
only claim credit commensurate with the extent of their participa-
tion in the activity.

This CME activity is intended for the OB/ GYN. It is in effect for 36
months from the date of the publication. 

Questions & Comments
Call Paula Cousins, Senior Managing Editor,

at (404) 262-5468.



scrutiny, they coned down to 34 submissions — some
reviews, some randomized and observational trials, and
meta-analyses. The following represents a very con-
densed version of the authors’ findings and conclusions
regarding induction of labor for some of the most com-
mon indications.

Post-term Pregnancy
Most of the studies lumped together pregnancies after

41 weeks with those over 42 weeks, but there did appear
to be less perinatal morbidity and meconium aspiration
with induction over expectant management (with fetal
heart rate monitoring). Induction did not increase the
cesarean section rate. Interestingly, in one study, 74% of
those having inductions said they would choose this
again under the same circumstances, while only 32% in
the “watchful waiting” group wanted to do this next
time.

Rupture of Membranes at Term
This can be handled quickly. Studies comparing

expectant management to immediate induction evaluat-
ed waiting periods from 24 hours to 4 days for sponta-
neous labor to ensue. At term, “expedited” induction
resulted in less endometritis, less amnionitis, and fewer
admissions to the NICU (12% vs 17%).

Preterm Premature Rupture of Membranes
Even though it is a commonly accepted practice to

induce labor at 34 weeks when premature rupture
occurs, surprisingly, there are very few (4) randomized
trials dealing with the efficacy of inducing labor, rather
than awaiting spontaneous labor, in the face of ruptured
membranes between 30 and 36 weeks. Two studies
required documentation of pulmonic maturity prior to
induction, and the remaining two studies did not.1,2 Also,
antibiotics and steroids were not given in any of the
above studies.

Other than a decrease in maternal hospital days and a
decreased incidence of the amnionitis, there were no real
differences in neonatal sepsis, respiratory distress syn-
drome (RDS), intraventricular hemorrhage, or days in
the NICU.

The authors concluded that there was “moderate” evi-
dence for the induction of labor in this group of patients,
but the authors’ recommendation for its use in this clini-
cal backdrop was “weak.”

Suspected Macrosomia
Induction for suspected macrosomia has been more

common over the last few years, and it is interesting that
the authors found a paucity of studies with solid design

to even address this practice. The largest chunk of data
came from a meta-analysis by Sanchez-Ramos et al,2

which incorporated two randomized clinical trials and
nine observational studies. It involved a total of 3751
patients. There were no differences in the incidence of
shoulder dystocia between those patients undergoing
induction and those having expectant management, but
in the observational studies there was an increase in
cesarean deliveries in the induction group.

Twins
It is becoming quite common to induce patients with

twin pregnancies around 37 weeks. This is based on the
assumption that the average time when spontaneous
labor occurs in twins is 37 weeks, thus any patient unde-
livered by this date should be considered “post term.”
Yet, the authors found that the concept really is no more
than a hunch, as there is nothing in the literature at this
point with enough statistical power to show benefit of
empiric induction at 37 weeks.

Oligohydramnios
The only pure study addressing induction for isolated

oligohydramnios at 41 weeks (compared with waiting
until 42 weeks) showed no difference in any outcome
studied.3 Unfortunately, the study was grossly under-
powered to say much at all. There is little else in the lit-
erature dealing with isolated oligohydramnios at other
gestational ages. However, although this does not
address the question directly, a study showing a tenden-
cy to over-diagnose oligohydramnios with an amniotic
fluid index (AFI) vs a single vertical pocket suggested
that acting on the AFI will increase the cesarean section
rate without affecting in a positive way any other out-
come variable.

Insulin-dependent Diabetes
One randomized trial of 200 women found that

inducing labor after 37 weeks decreased the incidence
of macrosomia (> 4000 g) by a relative risk of 0.54
(confidence interval, 0.32-0.98). Yet, there were no sta-
tistically significant differences in maternal or neonatal
morbidities (including shoulder dystocia) between
those who were induced and those who were managed
expectantly.

■■ COMMENTARY
The latest available statistics show that 24% of

patients in the United States between 37 and 41 weeks of
gestation are induced. When adding in an unknown
number of preterm inductions, it could mean that 1 of 3
women are undergoing inductions of labor. Yet, in only

OB/GYN Clinical Alert 3



3 of the most commonly used indications for induction
was there “high” or even “moderate” quality of evidence
of its benefit.

It is possible that future studies will demonstrate the
efficacy of a blanket policy of induction in some of the
above categories — even if we develop, in parallel, bet-
ter ways to assess fetal condition. However, until then,
there is at least as much justification for taking the alter-
native, “first, do no harm” approach of sitting on our
hands in some of the above clinical situations when there
is nothing to indicate that either the mother or her fetus
is in danger.  ■

References
1. Martin JA, et al. Births: Final data for 2005. Natl

Vital Stat Rep 2007;56:1-103.
2. Sanchez-Ramos L, et al. Expectant management ver-

sus labour induction for suspected fetal macrosomia: A
systematic review. Obstet Gynecol 2002;100:997-1002. 

3. Magann EF, et al. Biophysical profile with amniotic
fluid volume assessments. Obstet Gynecol 2004;104:
5-10.

Calcium and Vitamin D in the
Women’s Health Initiative
A B S T R A C T  &  C O M M E N T A R Y

By Leon Speroff, MD, Editor

Synopsis: The Women’s Health Initiative randomized
trial of calcium/vitamin D supplementation found a
small, nonsignificant reduction in overall mortality
and mortality from stroke and cancers.

Source: LaCroix AZ, et al. Calcium plus vitamin D supple-
mentation and mortality in postmenopausal women: The
Women’s Health Initiative calcium-vitamin D randomized
controlled trial. J Gerontol A Biol Sci Med Sci 2009 Feb 16;
doi:10.1093/gerona/glp006.

THE WOMEN’S HEALTH INITIATIVE REPORTED THE

effects on overall mortality in their randomized trial
of calcium and vitamin D supplementation. This trial
randomized 36,282 postmenopausal women to either
placebo or 1000 mg calcium carbonate and 400 IU vita-
min D daily. After an average follow-up of 7 years, there
was no impact on total mortality (744 deaths in treated
women and 807 deaths in the placebo group). There was
a nonsignificant reduction (about 10%) in risks for

stroke and cancer mortality. Comparing the women
older than age 70 to those younger than age 70, there
was a lower risk for mortality in the younger group, but
this did not achieve statistical significance. When analy-
sis was restricted to those participants who were adher-
ent to therapy, the results for overall mortality and for
the younger women were essentially unchanged. A
nested case-control study assessed the results according
to serum 25-hydroxyvitamin D levels at baseline; the
results indicated that women with the lowest levels had
a higher risk for death. The WHI investigators conclud-
ed that their results weakly support the hypothesis that
calcium and vitamin D supplementation modestly
reduces cancer and cardiovascular mortality. However,
overall, the results indicated no major benefit of calci-
um and vitamin D supplementation on the risk of death
due to cancer or cardiovascular disease.

■■ COMMENTARY
The WHI has published multiple findings from the

calcium/vitamin D randomized trial. The conclusions
are uniformly negative, summarized as follows:
1. The incidence of invasive breast cancer was similar in

the treated and placebo groups. The risk of breast can-
cer was not associated with baseline 25-hydroxyvita-
min D levels.1

2. Calcium and vitamin D supplementation did not 
protect against a decline in physical functioning or
performance.2

3. The incidence of newly diagnosed diabetes was the
same in the treated and placebo groups.3

4. Calcium and vitamin D supplementation did not pro-
tect against colorectal cancer.4

5. Myocardial infarction and stroke events were similar
in the treated and placebo groups.5

Smaller trials and observational studies have demon-
strated small reductions in total mortality, reductions in
blood pressure and cholesterol levels, and reduced risks
of stroke and coronary heart disease — for this reason,
the WHI results are disappointing. Vitamin D insuffi-
ciency, in particular, has been linked to a wide spectrum
of problems, including more cancer and cardiovascular
deaths. Low levels of serum 25-hydroxyvitamin D have
been reported to be associated with higher all-cause
mortality, a greater prevalence of peripheral arterial dis-
ease, and higher cardiovascular mortality.6-8

What could explain the lack of strong agreement
between the WHI results and the rest of the literature?
The answer can be found in the characteristics of the
women in the WHI and the doses of calcium and vitamin
D used for supplementation. The population of women
in the WHI were not at high risk for fractures; in fact, the
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placebo group demonstrated a gain in whole body and
spinal bone density during the study (the average post-
menopausal women loses bone density, especially in the
spine). The gain in bone density in the placebo group can
be attributed to body weight; most of the women were
overweight. Only one-third of the participants had a low
calcium intake at entry to the study, and 29% were
already taking calcium supplementation. The average
daily calcium intake of the study population was 1100-
1200 mg, twofold higher than the average American
woman.9 Low serum levels of 25-hydroxyvitamin D
were found in only 25% of the women in whom it was
measured.

Currently, the recommended doses of vitamin D for
supplementation far exceed the dose used in the WHI
trial. Doses as high as 1500-2000 IU per day are being
suggested as the levels required to achieve a beneficial
impact. But even with the lower dose used in the WHI,
there was a trend for a reduction in cardiovascular and
cancer mortality, although the impact was nonsignificant
in the WHI population.

Because 60% of individuals who live in northern lat-
itudes have low serum levels of 25-hydroxyvitamin D,
the WHI results do not rule out the possibility of bene-
ficial effects of adequate supplementation in a large seg-
ment of our population.10 It makes sense to titer the dose
of vitamin D supplementation by measuring the circu-
lating level of 25-hydroxyvitamin D, and I have been
urging that this be incorporated into a patient’s annual
health assessment. A value < 30 ng/mL is below nor-
mal; < 20 ng/mL is a definitive indication of vitamin D
deficiency. A normal level in sunny countries is 55-90
ng/mL. The WHI nested case-control study document-
ed that the risk of hip fracture steadily increases in
women as their serum levels of 25-hydroxyvitamin D
decrease.11

Because the average American woman receives only
about 500 mg daily of calcium in her diet, most women
not on hormone therapy require a daily supplement of
1000 mg calcium (best as single doses of 500 mg with
meals). Most women on hormone therapy require only
500 mg calcium daily because estrogen improves calci-
um absorption. But, calcium absorption requires vita-
min D. Adequate vitamin D supplementation requires a
dose of at least 1000 IU daily, a dose that cannot be
obtained through the use of multivitamins (multivita-
mins contain only 400 IU vitamin D3, the dose used in
the WHI).

The negative publicity associated with the WHI pub-
lications has obscured the importance of fracture risk in
women. In the observational arm of the WHI, the risk of
fracture was compared to the risks of cardiovascular

events and breast cancer in a prospective cohort of
83,724 women, aged 70-79.12 The recorded events indi-
cated that the number of women who experience a frac-
ture in one year’s time exceeded the combined number
of women experiencing invasive breast cancer or cardio-
vascular disease (except in blacks in whom cardiovascu-
lar events dominated). And don’t forget that in the WHI
the women adherent to their calcium/vitamin D supple-
mentation had a 29% reduction in risk for hip fractures,
and the reduction in hip fractures (42%) was greatest in
those women who combined calcium/vitamin D supple-
mentation with hormone therapy.9 ■
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PLCO: Where Are We Now?
A B S T R A C T  &  C O M M E N T A R Y

By Robert L. Coleman, MD

Professor, University of Texas; M.D. Anderson Cancer
Center, Houston

Dr. Coleman is a consultant for GlaxoSmithKline, Eli Lilly Co., Abbott
Laboratories, Sanofi-Aventis, and Pfizer; and serves on the speakers bureau
for GlaxoSmithKline, Eli Lilly Co., and OrthoBiotech.

Synopsis: The Prostate, Lung, Colorectal and Ovarian
(PLCO) screening trial is a large ongoing cohort exam-
ining the impact, in this case, of annual ultrasound
and CA125 determinations on the identification of
ovarian cancer. This report, now through 4 rounds of
screening, provides updated information as to the fre-
quency of false-positive screens resulting in surgery
and the proportion of cases diagnosed with early-stage
distribution. While improving over the time interval,
rates of screen-positive surgery are still high, with most
cases of ovarian cancer being of advanced stage.
Impact on mortality is still unknown.

Source: Partridge E, et al. Results from four rounds of ovar-
ian cancer screening in a randomized trial. Obstet Gynecol
2009:113:775-782.

THE PRIMARY OBJECTIVE OF THE PLCO STUDY IS TO

evaluate the impact of annual screening with trans-
vaginal ultrasound (TVUS) and CA125 on ovarian can-
cer mortality. The study is prospectively following a
cohort of more than 34,000 largely postmenopausal
women with intact ovaries with an algorithm where
either an abnormal CA125 (≥ 35 units/mL) or an abnor-
mality on TVUS is considered a positive screen.
Follow-up procedures of a positive screen are not pre-
specified but have been tracked, as well as any surgical
interventions resulting from these findings. Compliance
with the protocol decreased slightly over the 3 years of
post-baseline evaluation, but remained above 75%. In
contrast to CA125, screen-positive TVUS decreased
over the interval from 4.6% at baseline to 3.4% at year
3. Nearly 90 ovarian cancers have been diagnosed so
far; 60 were identified by screening abnormalities.
Overall, the ratio of screen-positive ovarian cancers rel-
ative to benign disease decreased from 30:1 to nearly
20:1. Seventy-two percent of the ovarian cancers identi-
fied were of advanced stage. The study continues to
mature with relatively good compliance. The impact of

screening on the primary endpoint is unknown. 

■■ COMMENTARY
One of the most daunting clinicopathological features

of ovarian cancer is the high mortality rate among
women diagnosed with advanced stage disease — a rate
that has changed little despite a prolific expansion of
available therapeutic strategies. Adding to this frustra-
tion is the recognition that women with early-stage dis-
ease can be routinely cured with surgery and chemother-
apy. Unfortunately, the ratio of the former to the latter is
3:1, and has varied little over the last 3 decades.
Nevertheless, the dichotomy in prognosis between these
two categories of women drives the search for reliable
and acceptable screening; in this regard, even a slight
adjustment in these stage ratios could have a profound
effect on expected outcomes with disease. 

There are many different strategies being currently
investigated to screen for ovarian cancer in the general
population; however, most now incorporate imaging
(like TVUS) and biomarkers coupled with a decision
algorithm based on their findings. The great challenge of
screening a low-risk population is the burden necessari-
ly placed on the performance of the prescribed screening
tool or tools. The low prevalence requires the rate of
false-positive screening to be a fraction of a percent or
else extraordinarily high numbers of women will be
taken for surgical evaluation unnecessarily to find very
few cancers. 

Among the least invasive dual strategy screening pro-
grams under way is the one used in the PLCO study. In
this cohort of menopausal age women only a single
TVUS and CA125 are done annually. There are no
guidelines pre-specified for how one is to handle a posi-
tive screen but relative to the original report of this study,
the ratio of unnecessary surgery has significantly
decreased from about 30:1 to 20:1. This report also pro-
vides important information on screening compliance,
rates of positive screens over time, and modalities of
post-positive screen diagnostic and surgical interven-
tions. It is noteworthy that the percentage of positive
screens has decreased by about 22% and may reach a
steady state with further follow-up. However, the low
predictive value positive with this algorithm and the per-
sistent 3:1 ratio of advanced-stage disease relative to
early-stage disease is unlikely to have a measurable
impact on overall survival. 

The largest screening study ever conducted has recent-
ly completed its enrollment and results are anxiously
awaited. In this 200,000 patient trial, each modality
(CA125 and TVUS) is being evaluated relative to con-
trols (no screening). The preliminary data are maturing
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but the decision algorithm proposed has decreased the
ratio of advanced- to early-stage cancers. Like the PLCO,
screening sent about 20 women to surgery for each can-
cer identified, but the impact on mortality may be more
favorable given the shift to more early-stage cancers. 

Others are evaluating ultrasound and CA125 with dif-
ferent decision algorithms, as well as discovering and
testing new biomarkers. It is clear our goals are to vast-
ly expand these technologies to improve our ability to
identify this disease in the clinical scenario it is most
curable or preventable.  ■

Suggested Readings
1. Menon U, et al. Sensitivity and specificity of multimodal

and ultrasound screening for ovarian cancer, and stage
distribution of detected cancers: Results of the prevalence
screen of the UK Collaborative Trial of Ovarian Cancer
Screening (UKCTOCS). Lancet Oncol 2009 March 10;
Epub ahead of print.

2. Berchuck A, et al. Microarray analysis of early stage
serous ovarian cancers shows profiles predictive of favor-
able outcome. Clin Cancer Res 2009 Mar 24; Epub ahead
of print.

3. Buys SS, et al. Ovarian cancer screening in the Prostate,
Lung, Colorectal and Ovarian (PLCO) cancer screening
trial: Findings from the initial screen of a randomized
trial. Am J Obstet Gynecol 2005;193:1630-1639.

Guidelines for Practice and
Research in Urogynecology
A B S T R A C T  &  C O M M E N T A R Y

By Frank W. Ling, MD

Synopsis: Evidence-based guidelines for urogynecolog-
ic practice and research are offered by the IUGA
Research and Development Committee.

Source: Ghoniem G, et al. Evaluation and outcome meas-
ures in the treatment of female urinary stress incontinence:
International Urogynecological Association (IUGA) guide-
lines for research and clinical practice. Int Urogynecol J
Pelvic Floor Dysfunct 2008;19:5-33.

TO INCORPORATE EVIDENCE-BASED GUIDELINES INTO

both practice and research, the Research and
Development Committee of the International
Urogynecological Association embarked on a lengthy
process, which included a literature review, creation of

recommendations, incorporation of expert consultant
opinion, writing a white paper for association members,
final revision, and then publication in its journal. 

Outcomes were categorized into primary and second-
ary. The primary outcomes included the following top-
ics: initial clinical evaluation, voiding diary, stress test-
ing, grading of SUI and Pad testing, quality-of-life meas-
ures, urethral mobility, patient satisfaction, and prolapse
assessment. Secondary topics included: urodynamic
testing, neurophysiological testing, surgical complica-
tions, and cost effectiveness.

■■ COMMENTARY
This is a unique article, mainly because it focuses on

both research (which makes some readers yawn) and
practice (where the rubber meets the road for all of us).
The committee went through a very lengthy process,
starting in 2004. One could argue that the end product is,
by definition, dated, but I would suggest even to the cyn-
ics out there that this is an article worth cutting out and
keeping readily available. Why am I so positive about an
article that was created by a group that is directly con-
nected to the journal in which it is published? Could it
possibly be objective and meet the criteria for peer
review? I offer my support because it is practical, easily
interpreted, and can make your life as a practicing
provider of women’s health that much easier.

For example, the authors used a systematic literature
review, including the vitally important Cochrane data-
base, along with expert opinion to make concrete
“Recommended/Optional/Not Recommended” judge-
ments. They tried to avoid the typical wishy-washy con-
clusions that so often clutter articles and don’t necessar-
ily help make clinical decisions. Each section has specif-
ic conclusions and recommendations, which, although
not perfect, are at least the result of efforts to find con-
sensus. These are clearly not the ramblings of a single
author who has an axe to grind. As a result, the reader
can file this article away to use as a reference when read-
ing other urogynecologic literature to determine how
appropriate study designs and/or conclusions might be.
The reader can, therefore, become more discriminating
with regard to the literature and less susceptible to the
newest gadget or mesh or technique that is written about.

Anytime expert opinions are offered, we should all
look at who the “expert” is, and whether this person is
truly an “expert” in the field. Recall the definition of an
expert as proffered by some very insightful soul years
ago: An expert is someone who knows more and more
about less and less. (The less serious illogical extension
is that the ultimate expert is someone who knows every-
thing about nothing). In this case, we are able to glean
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useful information and a balanced world view. For
example, allow me to quote the recommendations with-
in the “Initial clinical evaluation” for blood tests and
imaging. This will give you a taste of the wisdom con-
tained in the article. For blood tests, it says, “Standard
metabolic evaluation of renal function with measure-
ment of serum creatinine and blood urea levels is recom-
mended when renal impairment is suspected.” For imag-
ing it states, “Imaging is not routinely recommended. It

is indicated when upper urinary tract pathology is sus-
pected. Specific indications include neurogenic bladder,
chronic high-grade pelvic organ prolapse, low compli-
ance of the bladder, or high residual urine volumes.”

I really do strongly urge you to get the article and
keep it available to use both clinically to improve your
care of patients with stress incontinence and academical-
ly to better sort out the wheat from the chaff in your
readings.  ■

8 May 2009
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CME Objectives

1.Which one of the following does not fit regarding induction
for rupture of membranes at term?
a. There was greater patient satisfaction. 
b. There were fewer NICU admissions.
c. There was less amnionitis.
d. There was less endometritis.

2.Inducing patients thought to have macrosomic fetuses
resulted in fewer cesarean sections. 
a. True
b. False 

3.Which is correct regarding induction of labor for twins
past 37 weeks?
a. There are not enough studies to really answer the 

question.  
b. There were fewer cesarean sections.
c. There was a lesser incidence of fetal distress.
d. There were fewer admissions to the NICU.

4.The following statements are true regarding calcium/
vitamin D supplementation except:
a. The WHI has demonstrated that calcium/vitamin D 

supplementation does not reduce the risk of fractures.
b. Vitamin D, in still unknown mechanisms, reduces the

risk of cardiovascular disease.
c. Maximal osteoporosis prevention can be achieved with

calcium/vitamin D supplementation combined with hor-
mone therapy.

d. An annual measurement of serum 25-hydroxyvitamin 
D can be used to test the adequacy of vitamin D 
supplementation.

5.Which of the following did not decrease during the serial
follow-up studies in the PLCO study?
a. The number of surgeries required to identify one case of

ovarian cancer
b. The rate of screen-positive TVUS
c. The rate of screen-positive CA125  
d. The compliance with the prescribed protocol

CME Questions

Answers:1. a, 2. b, 3. a, 4. a, 5. c.



In this issue: Aspirin dose and cardiopro-
tection; uncovering modafinil’s abuse potential;
proton-pump inhibitors and clopidogrel; FDA
actions.

Finding pharmaceuticals in natural products
Some natural products are not so “natural”

after all. The FDA has warned consumers for sev-
eral months that a number of weight-loss prod-
ucts contain undeclared pharmaceutical
ingredients. The newest products to join the list
are Herbal Xenicol which contains cetilistat (a
drug similar to orlistat that is not approved in
this country), as well as Slimbionic and Xsvelten,
both of which contain sibutramine (the prescrip-
tion medication also known as Meridia®). The
FDA’s list of over-the-counter weight-loss agents
that contain undeclared active pharmaceutical
ingredients now includes 72 products. Some of
the other undeclared pharmaceutical ingredients
found in these products include fenproporex (an
amphetamine derivative no longer available in
this country), fluoxetine (Prozac®, an SSRI),
furosemide (Lasix®, a loop diuretic), and even
phenytoin (Dilantin®, an antiseizure medication).
The FDA is seeking recalls on many of these
products; however, some are available only on-
line and previous recall efforts have proved 
inadequate. 

In a related story, the FDA has announced a
voluntary recall of Zencore Plus, the heavily mar-
keted product for “natural male enhancement,”
which has been found to contain benzamidenafil,
a new PDE5 inhibitor not yet available in this
country. Benzamidenafil is similar in action to
sildenafil (Viagra®) and tadalafil (Cialis®). PDE5
inhibitors are noted to have a drug interaction

with nitrates, leading to potential life-threatening
risk of sudden and profound drop in blood pres-
sure. Zencore Plus is distributed by Hi-Tech
Pharmaceuticals in Norcross, GA, and is widely
sold in health food stores, by mail order, and by
Internet sales.

Aspirin dose and cardioprotection
What is the best dose of aspirin for patients

taking dual therapy with clopidogrel to prevent
cardiovascular events? Investigators looked at
15,595 patients with cardiovascular disease or
multiple risk factors in an observational analysis
from a double-blind, placebo-controlled random-
ized trial. Patients were randomized to doses of
aspirin less than 100 mg (75 mg or 81 mg), 100
mg, or greater than 100 mg (150 mg or 162 mg)
with or without clopidogrel. The primary efficacy
outcome was the composite of myocardial infarc-
tion, stroke, or cardiovascular death and the pri-
mary safety endpoint was severe life-threatening
bleeding. In patients given aspirin alone, the haz-
ard ratio for the efficacy and safety endpoints
were the same regardless of aspirin dose. In
patients given aspirin with clopidogrel, there was
a statistically nonsignificant associated reduction
in efficacy with aspirin doses over 100 mg, and a
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significantly higher increase in harm (hazard
ratio, 1.30 with clopidogrel plus aspirin greater
than 100 mg). The authors conclude that daily
doses of aspirin greater than 100 mg were not
associated with benefit and may be associated
with harm in patients also taking clopidogrel.
Therefore, daily doses of aspirin 75-81 mg opti-
mize efficacy and safety in patients requiring
long-term aspirin therapy, especially in patients
receiving dual antiplatelet therapy (Ann Intern
Med 2009;150:379-386). This is especially impor-
tant given the recent U.S. Preventive Services
Task Force recommendation that encourages men
ages 45-79 years to take aspirin preventively
when the potential benefit of a reduction of
myocardial infarction outweighs the potential
harm of an increase in gastrointestinal hemor-
rhage. Women ages 55-79 years are also encour-
aged to use aspirin when the potential benefit of
a reduction in ischemic stroke outweighs the
potential harm of increased gastrointestinal hem-
orrhage (Ann Intern Med 2009;150:396-404). 

PPIs and clopidogrel
Increasing evidence suggests that proton pump

inhibitors (PPIs) may attenuate the effect of clopi-
dogrel on platelet aggregation. PPIs are often
used prophylactically in patients with acute coro-
nary syndrome (ACS), as patients on clopidogrel
and aspirin may be at higher risk for GI bleeding.
A new study from VA researchers was set up to
determine if there are clinical implications from
the interaction between PPIs and clopidogrel. 

In a retrospective cohort study of 8205 patients
with ACS taking clopidogrel, 63.9% were also
prescribed a PPI at discharge, during follow-up,
or both. Death or rehospitalization for ACS
occurred in 20.8% of patients taking clopidogrel
without a PPI and 29.8% patients taking clopido-
grel with a PPI. Use of clopidogrel plus a PPI was
associated with an increased risk of death or
rehospitalization for ACS compared with use of
clopidogrel without a PPI (adjusted odds ratio,
1.25; 95% confidence interval, 1.11-1.41). Patients
taking a combination of the two drugs were at
higher risk for hospitalizations for ACS and
revascularization procedures, but not for all-
cause mortality. Patients taking a PPI without
clopidogrel were not at higher risk for rehospital-
ization. The authors conclude that concomitant
use of clopidogrel and a PPI after hospital dis-
charge for ACS is associated with an increase risk
of adverse outcomes, suggesting that PPIs may
attenuate the benefits of clopidogrel, and that

PPIs should only be used with clopidogrel if
there is a clear indication, and not for routine pro-
phylaxis (JAMA 2009;301:937-944).

Modafinil’s abuse potential
Modafinil (Provigil®) is a wake-promoting

medication used to treat narcolepsy and other
sleep disorders. Recently, the drug has be used
off-label to enhance cognition in psychiatric
patients and even in healthy patients seeking a
memory boost. Modafinil has been touted as hav-
ing a low abuse potential; however, a new study
questions that assumption. Most stimulant med-
ications, such as methylphenidate and ampheta-
mine, increase brain dopamine levels. Modafinil
was thought to exert its effect in the brain on
pathways other than dopamine, but now there is
evidence that dopamine is involved. Researchers
from the National Institute on Drug Abuse
looked at 10 healthy male volunteers to measure
the effects of modafinil at therapeutic dosing of
200 mg and 400 mg given orally. PET scans were
used to measure the effect of modafinil on extra-
cellular dopamine and dopamine transporters.
Modafinil increased extracellular dopamine and
showed evidence of occupancy of dopamine
transporters, effects similar to drugs with the
potential for abuse. The authors conclude that,
considering the increasing use of modafinil, there
needs to be heightened awareness for potential
abuse of and dependence on modafinil in vulner-
able populations (JAMA 2009;301:1148-1154).

FDA Actions 
The FDA is requiring the manufacturers of

metoclopramide (Reglan®) include a boxed warn-
ing on their labeling regarding the risk of long-
term or high-dose use and tardive dyskinesia.
Manufacturers will also be required to implement
a risk evaluation and medication strategy (REMS)
to ensure patients are provided with a medication
guide that discusses the risk. Metoclopramide is
approved for the treatment of gastric motility
problems associated with GERD, diabetic gastro-
paresis, and nausea and vomiting. 

A new proton pump inhibitor has been
approved by the FDA, bringing the number of PPIs
on the market to six. Dexlansoprazole is the puri-
fied active isomer of lansoprazole (Pepcid®). The
drug has a delayed-release formulation designed to
provide two separate releases of the medication. It
is approved for the treatment of GERD and erosive
esophagitis. Takeda Pharmaceuticals will market
dexlansoprazole as Kapidex™. ■
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