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Synopsis: Influenza vaccination of pregnant women decreased the
risk of influenza in both the mothers and newborns. 

Source: Zaman K, et al. Effectiveness of maternal influenza immuniza-
tion in mothers and infants. N Engl J Med 2008;359:1555-1564.

ZAMAN ET AL RANDOMIZED 340 PREGNANT BANGLADESHI WOMEN TO

receive either inactivated influenza or pneumococcal polysac-
charide (control group) vaccine.1 Women were assessed weekly
until 24 weeks postpartum for any illnesses. In addition, if a febrile
illness was reported in either the mother or newborn, a clinical
assessment was performed and infants were also tested for influen-
za antigens. Influenza-vaccinated women were 36% (95% confi-
dence interval [CI], 4%-57%) less likely to report a respiratory ill-
ness with “fever” and 43% (95% CI, -9% to 70%, not clinically 
significant) less likely to report a respiratory illness with a fever 
> 38 º C. There were fewer cases of confirmed influenza in infants
of influenza-vaccinated mothers (6 vs 16 cases), with a vaccine
effectiveness of 63% (95% CI, 5%-85%).

■■ COMMENTARY
I will admit that discussing influenza may not be in your top 10

list, but it is nonetheless a very important preventive health care
issue, especially for our pregnant patients (and for you, as a health
care worker). In addition, by vaccinating pregnant women we are
also decreasing influenza infection in newborns. The flu vaccine is
not approved for infants younger than 6 months of age even though
this group has a higher rate of hospitalization if infected with
influenza.2,3 Prior research has shown influenza antibody transmis-
sion from the mother to the newborn in umbilical cord blood but
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Zaman and colleagues have demonstrated actual disease
prevention.1,4 The authors estimate that 5 pregnant
women need to be vaccinated to prevent 1 respiratory ill-
ness with fever in a woman or infant.1 Whether this pro-
tection is from vertical transmission, decreased exposure
risk from herd immunity, or both is unknown.  

Although pregnant women are included in the recom-
mended list of people who should receive the influenza
vaccine, only a few receive it.5 This is unfortunate, as
pregnant women are at higher risk for morbidity and mor-
tality if infected with influenza.6 In addition, as shown by
Zaman et al, we get a “two for one” with coverage of both
mothers and newborns younger than 6 months of age.1

Myths abound regarding the flu vaccination that may
prevent patients from being vaccinated. In fact, I am sure
some of these sound familiar: “The vaccine gave me the
flu,” “I got the flu anyway even with the vaccination,” “I
have never had the flu so I don’t need to be vaccinated,”
and “I am worried that the vaccine could hurt me or my
baby.” Here are some evidence-based responses to help
combat these concerns:
• The vaccine gave me the flu: The inactivated vaccine

cannot give you the flu but you can get a post-vaccine
systemic reaction that is reminiscent of a viral infec-
tion (low-grade fever and/or muscle aches).7

• I got the flu anyway even with the vaccination: The
influenza vaccine is about 70-90% effective (this
depends on age and immune response) and it takes

about two weeks to establish immunity.7 So it’s not
perfect! What in life ever is? This is because some
years the strains contained in the vaccine are not well
matched to the actual circulating strains. Zaman et al
report an even lower vaccine effectiveness, but this
may be due to the perennial vs seasonal nature of the
flu in tropical regions of the world.1 Finally, many
patients call any viral illness the flu and it’s important
to differentiate between the two. Influenza can be
mild to severe but usually starts suddenly with a high
fever, headache, severe muscle aches/tiredness, and a
runny or stuffy nose. Gastrointestinal symptoms (nau-
sea, vomiting, and diarrhea) can also occur but usual-
ly are seen more in children than adults.7

• I have never had the flu so I don’t need to be vacci-
nated: Unfortunately, influenza is not something our
bodies build a lifelong immunity to because the
strains change every year. So just because you haven’t
had it, doesn’t mean you can’t get it.

• I am worried that the vaccine could hurt me or my
baby: There are two types of influenza vaccinations,
inactivated (killed) and live. Pregnant women should
not receive the live vaccine.7 Also if you have an aller-
gy to eggs you should not receive either type of
influenza vaccine, killed or live. 
There has been some unfavorable press regarding the

preservative contained in the influenza vaccine,
thimerosal. Thimerosal is a mercury-based preservative
that prevents bacterial and fungal contamination in the
vaccine.8 The level of thimerosal contained in the
influenza vaccine cannot and has not caused mercury
toxicity. There have been no adverse events other than
local site reactions linked to thimerosal in either children
or adults (pregnant or otherwise). The preservative was
originally added to vaccines because of 12 deaths in the
1920s due to staphylococci contamination in a diphthe-
ria vaccine.8 Even with the evidence supporting the safe-
ty of thimerosal, a thimerosal-free vaccine is now recom-
mended for use in children, but the thimerosal-contain-
ing vaccine can also be used. Of note, even the thimeros-
al-free vaccine contains a trace amount of thimerosal. 

Although nonpharmacological measures (i.e., hand
washing and improved respiratory hygiene) have been
shown to help decrease respiratory illnesses, they
haven’t been proven to specifically prevent the flu.  ■
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Exercise Improves Cognition 
in Older Adults at Risk 
for Alzheimer’s Disease
A B S T R A C T  &  C O M M E N T A R Y

By Sarah L. Berga, MD

James Robert McCord Professor and Chair, Department 
of Gynecology and Obstetrics, Emory University School 
of Medicine, Atlanta

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

Synopsis: In this study of adults with memory com-
plaints, increased physical activity improved cognition
at 18 months. 

Source: Lautenschlager NT, et al. Effect of physical activity
on cognitive function in older adults at risk for Alzheimer
disease: A randomized trial. JAMA 2008;300:1027-1037.

OLDER PEOPLE WHO REPORT MEMORY DECLINE OR

show objective evidence of cognitive impairment
are more likely to develop Alzheimer’s disease and
other forms of dementia over time. Several clinical tri-
als tested the efficacy of various agents alleged to fore-
stall the onset or retard the advancement of dementia,
with null effects for current therapies such as
cholinesterase inhibitors, vitamin E, or cyclooxygenase-

2 inhibitors. However, higher physical activity was
associated with better cognition in the Nurses’ Health
Study1 and prospective studies have confirmed that
physical activity is associated with reduced incidence of
dementia, even when exercise is initiated later in life.2

These studies and observations provided the rationale
for the current study, which was a randomized, con-
trolled trial of a 24-week exercise intervention in 170
women and men older than age 49 who reported memo-
ry problems but did not meet criteria for dementia.
About half of the subjects in each arm were women. The
Fitness for Aging Brain Study was conducted in
Australia between 2004 and 2007 at a single site.
Participants were randomized to education vs a 24-week
home-based program of physical activity. The cognitive
section of the Alzheimer Disease Assessment Scale
(ADAS-Cog) was the primary outcome variable. The
scale tests 11 domains, including memory, language, and
praxis. Throughout the trial, the investigators monitored
Beck Depression Inventory and quality of life with the
Medical Outcomes 36-Item Short-Form Health Survey.
Apolipoprotein (APOE) genotype was determined. The
physical activity intervention consisted of at least 150
minutes of moderate-intensity physical activity each
week in three sessions of 50 minutes. All participants
were asked to keep a diary of physical activity. Physical
activity, cognitive function, mood, and quality of life
were assessed at 6, 12, and 18 months after baseline. 

By the end of the study, participants in the exercise
group had better ADAS-Cog scores than those in the
usual care group (P = 0.04). Participants in the physical
activity group had better delayed recall. Adherence to
the prescribed physical activity for 24 weeks was 78%.
Women were more likely than men to drop out in both
groups and those who dropped out had higher ADAS-
Cog scores than those who remained. APOE ε4 carriers
did less well in both groups across time. The investiga-
tors interpreted the results as showing that the benefits of
physical exercise were apparent after 6 months and per-
sisted until 18 months after initiation of the exercise
intervention. 

■■ COMMENTARY
Menopausal women and their physicians remain 

confused about the therapeutic options available for
reducing the risk of dementia. This is an interesting
study that offers a concrete therapy for reducing the risk
of memory decline and Alzheimer’s disease. The mech-
anisms by which physical exercise might improve cog-
nition include improved cerebral vascular function and
brain perfusion, environmental enrichment, enhanced
brain plasticity via synaptogenesis, neurogenesis, and
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attenuation of the neural responses to stress. In humans,
increased physical activity resulted in increased blood
flow in regions that modulate attention.3

The study hints that exercise might be less effective
for reduction of the risk of dementia for women than for
men. If so, one would want to know why women fare
less well than men. One possibility is that estradiol is
neurotrophic. It is not well recognized, but men have
higher CSF levels of estradiol than women after age 50.
Most of the estradiol in the CSF of men comes from
aromatization of testosterone to estradiol. Despite the
age-related decline in testicular testosterone secretion,
there is still plenty around for diffusion across the blood-
brain barrier. Testosterone may have independent troph-
ic effects as well. A fundamental consideration is
whether there might be an interaction or synergism at
work. It seems reasonable to suggest that if estradiol is
neurotrophic and exercise is neurotrophic, then the two
together might be at least additive, if not synergistic, in
reducing or delaying the onset of dementia. Therefore,
the looming question is whether older women might
benefit from a combination of exercise and estradiol as a
means to forestall if not prevent the inexorable decline of
mind that accompanies aging. 

Only future studies designed to look for synergism
will allow us to move beyond paradigms in which we
test only for independent effects. Further, we need to
look for ways to discern sex-specific recommendations
for safeguarding our health as we age.  ■
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Denosumab: A New
Treatment for Osteoporosis
A B S T R A C T  &  C O M M E N T A R Y

By Leon Speroff, MD, Editor

Synopsis: Denosumab, a human antibody, effectively
increases bone mineral density in postmenopausal
women.

Source: Miller PD, et al. Effect of denosumab on bone den-
sity and turnover in postmenopausal women with low bone
mass after long-term continued, discontinued, and restarting
of therapy: A randomized blinded phase 2 clinical trial. Bone
2008;43:222-229.

MILLER AND COLLEAGUES, REPRESENTING 29 STUDY

centers in the United States, reported the results
of a Phase 2 clinical trial, assessing the impact of deno-
sumab on bone density.1 The participants in this trial
were postmenopausal women up to age 80 who had
osteoporosis based on low T-scores. For the first two
years, the patients were randomized to one of 7 deno-
sumab doses, alendronate, or placebo. After two years,
patients in 5 of the treated groups were continued for
two more years on 60 mg given subcutaneously only
once every 6 months. One treatment arm was discontin-
ued, and then after a year, treatment was resumed with
60 mg denosumab every 6 months. One treatment arm
was discontinued after two years and followed. A total
of 262 women completed the study. Long-term treat-
ment increased bone density in the spine and hip,
whereas the placebo group continued to lose bone den-
sity. A reduction in markers for bone turnover was sus-
tained. The group that discontinued treatment after two
years lost bone density; after a year, retreatment with
denosumab restored the bone to the level of the gain
achieved in the first two years, levels similar to the
groups who continued treatment for 4 years. No signif-
icant differences in the treatment and placebo groups
were noted for adverse events.

■■ COMMENTARY
Welcome to a system confused by the bone world’s

choice of names. RANKL is secreted by osteoblasts and
binds to its receptor, RANK, on the surface of osteoclasts,
stimulating the osteoclasts to mature and to resorb bone.
OPG is osteoprotegerin, a receptor that competes with
RANK and thus counteracts the effects of RANKL, caus-
ing osteoclasts to undergo apoptosis. Some method that
could act like OPG, therefore, would prevent bone loss. 

Denosumab is a human monoclonal antibody to
RANKL, that works like OPG, but rather than compet-
ing with RANK for its activator RANKL, it binds with
great affinity to RANKL thus preventing activation of
RANK. This is not the same mechanism as bisphospho-
nates and estrogens that bind to the surface of bone and
interfere with osteoclast activity. Denosumab prevents
both maturation of osteoclasts and active bone resorption
by osteoclasts. Early results from this clinical trial indi-
cated an increase in bone density at multiple sites; this
report summarizes treatment for 4 years. Similar results
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have been reported in a Phase 3 trial with 332 women in
21 centers in Canada and the United States.2 A fracture
trial has been completed; although not yet reported, there
is no reason to doubt that, like estrogens and bisphos-
phonates, the impact on bone density will translate into
fracture protection. Keep in mind, that raloxifene has the
disadvantage of no effect on hip bone density, presum-
ably because it is less potent than the other drugs.

How do the results compare with bisphosphonates?
The increase in bone density at the spine and hip is com-
parable, but total body bone density, as exemplified by
the radius, increases with denosumab, but not with bis-
phosphonates. The requirement for subcutaneous admin-
istration might seem to be an obstacle, but on the other
hand, a required visit to the office might increase contin-
uation rates (although it is likely that a self-administration
technique would be available). This report demonstrated
that after discontinuation of denosumab, bone loss imme-
diately begins. This quick reversibility contrasts with bis-
phosphonates, which bind tightly and remain in bone for
decades, maintaining a long-term effect; this can be an
important advantage for denosumab.

There is growing concern that long-term treatment
with bisphosphonates begins to accumulate adverse
effects, probably because the tight binding to bone over
time produces excessive dosage (when bone resorbs and
releases bound bisphosphonates, it can act again and add
to the dose currently being administered). Thus the qual-
ity of bone may eventually deteriorate.

However, there is a problem. The RANKL system
operates in other tissues, significantly in the immune
system. The number of subjects in the completed trials
has been insufficient to achieve the statistical power to
reassure us that infections and tumors won’t arise in
treated patients.

We will see a lot of hype about denosumab in the com-
ing months. It works fast; it’s reversible; it needs to be
administered only every 6 months; and the bisphospho-
nates are losing their patent protection. Although deno-
sumab will probably be approved for treatment of osteo-
porosis, there will be no reason not to use it to prevent
osteoporosis. Unfortunately, the risk profile will probably
not emerge until there is general use by a large population.

Unlike estrogen treatment with its broad spectrum of
benefits, it is currently recommended that the treatment
choices that target only bone should be limited to a 5-
year duration of exposure. If continued monitoring of
bone density detects a resumption of bone loss of 5%-
10% in one year, resumption of treatment is indicted.  ■
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Asphyxia-related Risk Factors
and Spastic Cerebral Palsy
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: There appears to be a strong relationship
between placental infarcts and small-for-gestational
age (SGA) with spastic cerebral palsy, and a possible
link between the finding of a cord around the neck 
and this condition. 

Source: Nielsen LF, et al. Asphyxia-related risk factors 
and their timing in spastic cerebral palsy. BJOG 2008;
115:1518-1528.

THIS INTERESTING STUDY JUST SURFACED IN THE BRITISH

Journal of Obstetrics and Gynecology that
addressed the relationship between spastic cerebral
palsy (CP) and asphyxia-related causes. The authors
searched the antepartum and peripartum records of
women whose children were ultimately diagnosed to
have spastic CP. They identified 271 children with this
condition who were born in Denmark between 1982 and
1990, and then matched each one with 271 not having
this condition who were born at the same time in gesta-
tion. Since the authors indicated they would be analyz-
ing data separately for a potential infectious etiology for
CP, they concentrated in this study on findings or peri-
natal events that would have the potential to cause fetal
or neonatal asphyxia. These dependent variables were
too numerous to list, but from my standpoint the authors
seemed to cover all bases.

Along with some expected findings there were also
some surprises. In the expected category, 9.4% of those
with spastic CP had cord pH values below 7.0, compared
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with none of the controls. Placental abruption and pla-
centa previa had no relationship to CP and, outside of a
cord around the neck (CAN), other cord abnormalities
were not seemingly associated with CP.

Now, the punch line! The strongest association with
spastic quadriplegia in this study was the presence of
placental infarction, as noted by visual post-delivery
examination, which was 4-fold higher after controlling
for prepartum factors and 11-fold higher after factoring
out other intrapartum events. Another strongly associat-
ed factor was a SGA infant which, when combined with
placental infarction, increased the risk of spastic CP by a
whopping 16-fold.

The result that needs to be put into proper perspective
was the relationship between CAN and spastic CP.
Children with CP had an incidence of CAN of 17.4% vs
8.7% in control children. Also, although not statistically
significant because of small numbers, there was a 4-fold
greater chance of neonatal seizures in the control group
when a CAN was found.

■■ COMMENTARY
What can be learned from this study? First, an infarct-

ed placenta, extensive enough to be seen by gross exam-
ination after delivery, could be a sign of spastic CP to
surface later, with or without immediate neonatal signs,
and this tendency increases substantially if the infant is
SGA. This means to me that we should look very care-
fully for signs of placental compromise through Doppler
waveform analysis of the umbilical arteries and the uter-
ine arteries when the estimated fetal weight falls below
the 10th percentile, or when there is a predisposition
towards infarction, such as in thrombophilia, a history of
previous SGA, or preeclampsia.

With CAN the answer obviously is not so clear. First,
the incidence of CAN was quite low in the control
group, which may have skewed the results. Second, the
authors concentrated on a condition (spastic CP) that has
a very low prevalence and then looked back for factors
that may have been related to it. Although such a study
is important scientifically, it does not help appreciably in
deciding what to do prospectively when one runs across
a finding (CAN) that is so common and, in general, has
so little chance of causing trouble.

To put this conundrum into proper perspective, in one
study involving 11,200 deliveries, 19.9% of infants were
born with one loop of cord around the neck; 5.3% had
two loops, and 1.3% had three loops — so the preva-
lence of this finding is very high.1 In another study look-
ing at perinatal outcome, 118 infants born consecutively
with CAN were matched with 233 controls.2 There were
no differences in time of birth, need for Cesarean sec-

tion, abnormal fetal heart rate patterns, Apgar scores, or
length of neonatal stay. Another study listed in the refer-
ences had similarly reassuring outcomes with CAN.3

So, what does one do when one inadvertently finds a
CAN during a routine ultrasound examination? If you
poll 5 different authors you will get five different
answers. What is clear is that we have the potential to
scare the heck out of the 1 in 5 patients in whom we find
a CAN. For this reason, if we are apprising a patient of
this finding, it should be couched generally in very reas-
suring terms. Variables that would suggest a greater
chance of trouble would be a double or triple loop of
CAN, one that is tight around the neck (one study sug-
gests increased morbidity with this finding, while the
above featured Danish study did not), or decreased per-
ceived fetal movement.

A fetal non-stress test (NST) could detect significant
cord impingement through the presence of variable
decelerations, or chronic hypoxia through decreased
beat-to-beat variability. A biophysical profile would 
provide even more information regarding the integrity of
the CNS. However, perhaps the best indicator of early
cord impingement is a notch in the systolic downslope of
the umbilical artery waveform, as described by
Abuhamad in a publication on velamentous insertions of
the cord.4

Until new information surfaces, I would do an NST or
biophysical profile only on those patients in whom two
or more loops of cord were noted around the neck. Also,
at the time the CAN is found with ultrasound, one could
simply move quickly to the umbilical artery to look for
a notch in the Doppler waveform. If the studies are nor-
mal, then these patients can be reassured and advised
simply to report any major decrease in fetal movement,
which, in turn, would trigger another evaluation of the
fetus. Although this approach will not completely pre-
clude a future adverse event, it would appreciably dimin-
ish the chances of a later disaster, while lessening patient
anxiety levels by many angst units.  ■
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New Trends in the
Management of 
Interstitial Cystitis
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 relationships to this field of study.

Synopsis: A series of diagnostic and therapeutic sug-
gestions is offered, each of which helps to make intersti-
tial cystitis more manageable for the busy practitioner.

Source: Mishell DR Jr, et al Evolving trends in the success-
ful management of interstitial cystitis/painful bladder syn-
drome. J Reprod Med 2008;53:651-656.

THE AUTHORS PROVIDE A MINI-PRIMER ON INTERSTITIAL

cystitis (IC), a condition that is known to be poorly
diagnosed and treated in many circumstances. If the
astute clinician remains mindful of the subtle ways in
which IC presents, then relatively effective therapeutic
options are available. The presentation (pelvic pain,
urgency, frequency, nocturia, and dyspareunia) can be
subtle and may be confused with the symptoms related
to coexisting conditions such as vestibulitis and
endometriosis. In fact, the presentation may be so sub-
tle that pain is not one of the chief complaints. 

Diagnostic tools include a careful history, a urin-
analysis and culture, a physical examination that focus-
es on the presence/absence of tenderness of the bladder
and urethra, the Pelvic Pain and Urgency/Frequency
(PUF) questionnaire, the Potassium Sensitivity Test
(PST), and, ultimately, cystoscopy/hydrodistention.
Treatments listed include dietary modification, FDA-
approved pentosan polysulfate sodium and intravesical
instillation of dimethyl sulfoxide, tricyclic antidepres-
sants, antihistamines, and physical therapy for pelvic
floor dysfunction.

Key points in managing this condition include having
a positive attitude in support of the patient, training the
support staff to work with the patients, and also having
patience, as therapies often take several months to have
an effect. Ongoing follow-up to provide both medical
and emotional continuity are also stressed.

■■ COMMENTARY
This is the most obvious industry-supported article

that I have ever reviewed for this readership. The lead
author is an icon, but certainly not in the area of IC. The
second and third authors are more identified with urogy-
necology as a clinical field, but this article adds nothing
new. The article correctly discloses that the “…study
was supported by …” (which happens to be the pharma-
ceutical firm that markets the only FDA-approved oral
treatment for IC, pentosan polysulfate sodium). The
study design states that “Experts discussed the literature
surrounding IC, focusing on diagnostic tools and cur-
rently available treatment modalities.” By no means was
this a comprehensive review or a meta-analysis. Bottom
line: It’s surprising to me that this article made it through
the peer-review process.

Having said that, however, it’s a good article. How
could that be? It’s good because it basically collates the
ideas that the authors want to get across, i.e., that IC real-
ly exists and there really are ways to diagnose and treat
it. If the reader already knew that, then at least the lists
that I summarized previously help the clinician make
sure that he/she is not missing a trick or two in manag-
ing the patients. It is also a useful article to be distributed
to office staff, as it helps them put these difficult cases in
perspective.

Allow me to add my personal management “tips” to
those in the article. Let me warn you, though, none is
FDA-approved for IC. Some patients have benefited from
the use of InterStim® placement (sacral neuromodulation
therapy). Although primarily done by urogynecologists,
urologists, and neurosurgeons, the gynecologist/women’s
health care provider can use this technique for selected
cases. Short of that, a product called Urgent PC®, which
is a percutaneous tibial nerve stimulation device used for
urinary urgency and overactive bladders, sometimes
helps. It is done as a series of in-office treatments. The
article refers to tricyclic antidepressants, and I have found
imipramine (Tofranil®), amitryptyline (Elavil®), and nor-
triptyline (Pamelor®) to be the most useful.

It is not uncommon for these folks to have pain. As a
result, prudent use of analgesics should be strongly con-
sidered. I must admit that I felt the article let the reader
down when it did not more strongly address the reality
that many of these patients need pain medication.
Unfortunately, where there is pain medication use, there
is the potential for abuse. I find that, too often, the clini-
cian is scared off from the use of analgesics for fear of
addiction, drug-seeking behavior, etc. I strongly recom-
mend the reader either prescribe the medication or work
closely with an experienced provider who can keep the
patient out of trouble in this regard.
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Accompanying pain is often nausea and vomiting.
This is a natural extension of the pain experience.
Prescribing anti-emetics such as promethazine
(Phenergan®) or ondasetron (Zofran®) is certainly appro-
priate as management of pain is considered. 

As a summary, let me just strongly encourage each
clinician reading this to be vigilant. Patients with distur-
bance of their voiding pattern, patients with nonspecific
pelvic pain and/or dyspareunia, patients with any symp-
tom complex related to the pelvis all should be consid-
ered an IC candidate. No, we don’t want IC over-diag-
nosed (which, unfortunately has occurred in some prac-
tices, where patients are labeled without a work-up), but
we certainly don’t want it forgotten. IC is not “in her
head.” It’s real, but, as the old saying goes “You see what
you look for … you look for what you know.” This arti-
cle can help you “know” IC so that you can look for it
more effectively.  ■
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The objectives of OB/GYN Clinical Alert are:
• To present the latest data regarding diagnosis and

treatment of various diseases affecting women,
including cancer, sexually transmitted diseases,
and osteoporosis;

• To present new data concerning prenatal care and
complications, as well as neonatal health; and 

• To discuss the pros, cons, and cost-effectiveness
of new testing procedures.

CME Objectives

33. Pregnant women are among the recommended groups to
receive an influenza vaccine.
a. True
b. False

34. Which of the following has been shown to prevent the flu?
a. Hand washing
b. The influenza vaccination
c. Covering your mouth when you cough
d. Wearing a mask

35. Mechanisms by which exercise might reduce the risk of
dementia include all of the following except:
a. increased cerebral blood flow.
b. increased aromatization of androgens to estrogens.
c. increased environmental enrichment.
d. increased synaptogenesis.
e. increased neurogenesis.

36. The following statements are true of treatments available
for osteoporosis except:
a. The effect on bone density of denosumab, bisphospho-

nates, and estrogen appears to be similar.
b. Denosumab affects bone formation and bone resorption.
c. Denosumab has been studied only in individuals with

established osteoporosis.
d. The safety of denosumab is not yet established.

37. Which of the following is not associated with spastic 
cerebral palsy?
a. Placental infarction
b. SGA
c. Placenta previa
d. Cord around the neck

38. In the Danish study which of the following is most appro-
priate to the study design?
a. Infarction was diagnosed by a microscopic examination.
b. The controls were matched for gestational age.
c. At least two loops of cord were required for inclusion.
d. To assure that contemporary management was employed,

the patients were all delivered after 1995.

CME Questions

Answers:33. (a), 34. (b), 35. (b), 36. (b), 37. (c), 38. (b).

In the September issue, the answer listed for CME
question #20 was incorrect. The question, as written,
had two correct answers: both c and d. The question
has been revised to reflect only one correct answer in
the on-line version.

CME Correction



In the issue: 5-α reductase inhibitors and hip
fracture in men; the effects of drug-reimburse-
ment policy on outcomes; new guidelines for
type 2 diabetes; beta-blocker-associated brady-
cardia is linked to CVD events; FDA Updates. 

DO 5-α REDUCTASE INHIBITORS AFFECT BONE DEN-
sity in men? These drugs, which include

finasteride (Proscar®) and dutasteride (Avodart®),
have been used for more than a decade to treat
benign prostatic hyperplasia (BPH). The drugs
block the conversion of testosterone to dihy-
drotestosterone, the more powerful androgenic
agent, which is responsible for secondary sex
characteristics, but also adverse effects such as
BPH, acne, and male pattern baldness. The 5-α
reductase inhibitors shrink prostatic tissue and
improve BPH symptoms over time and also can
be associated with erectile dysfunction and
gynecomastia. Recently researchers looked at the
correlation between use of finasteride and bone
health, which is highly dependent on steroid
pathways. Researchers from Kaiser Permanente
in Southern California performed a population-
based case-control study of 7076 men age 45 and
older with incident hip fractures over a 10-year
period. Control patients were 7076 men without
hip fracture. The rate of BPH was the same in
both groups. There was no suggestion of a dose-
response relationship between exposure to 5-α
reductase inhibitors and hip fracture (P = 0.12).
Interestingly, there was slightly higher rate of α-
blocker use in the hip fracture group. The
authors conclude that exposure to 5-α reductase
inhibitors is not associated with increased risk of
hip fracture; in fact, there was a trend toward a

protective effect. The increased risk associated
with exposure to α-blockers (which can cause
orthostasis) needs further investigation (Jacobsen
SA, et al. Association between 5-alpha reductase
inhibition and risk of hip fracture. JAMA
2008;300:1660-1664).

Effect of drug-reimbursement 
policy on health care outcomes

Researchers recently looked at clopidogrel use
and health outcomes for cardiac patients before
and after a Canadian provincial government
changed its prior-authorization policy for med-
ications to a more liberal limited-use policy.
Researchers looked at all patients 65 years or
older with acute myocardial infarction who
underwent PCI with stenting. The primary out-
come was composite rate of death, recurrent
acute myocardial infarction, PCI, and coronary
artery bypass grafting at one year. After the
change in benefits, the rate of clopidogrel use for
30 days after hospitalization increased from 35%
to 88% and the mean time to first dispensing of
clopidogrel decreased from 9 days to 0 days. The
one-year composite cardiovascular outcome
decreased from 15% in the prior-authorization
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group to 11% in the limited-use group (P = 0.02).
The authors conclude that removal of prior-
authorization leads to improvement in timely
access to clopidogrel after coronary stenting and
improved cardiovascular outcomes (Jackevicius
CA, et al. Cardiovascular outcomes after a change
in prescription policy for clopidogrel. N Engl J
Med 2008;359:1802-1810).

Updated guidelines for type 2 diabetes
The American Diabetes Association and the

European Association for the Study of Diabetes
have updated their treatment guidelines and
algorithms for the treatment of type 2 diabetes.
Published simultaneously in Diabetes Care and the
European journal Diabetologia, the guidelines
update the initial August 2006 guideline and the
January 2008 update to reflect safety issues sur-
rounding the thiazolidinediones (TZDs) and also
introduces new classes of medications to the
algorithm. Retained as step 1 therapy are lifestyle
interventions and metformin. Step 2 therapy
includes insulin and sulfonylureas, while TZDs
have been dropped as initial therapy. Of the two
TZDs, only pioglitazone (Actos™) is recom-
mended by the guideline. Safety concerns regard-
ing rosiglitazone (Avandia®) have resulted in the
guideline group to state: “…given that other
options are now recommended, the consensus
group members unanimously advised against
using rosiglitazone.” The GLP-1 agonist exe-
natide (Byetta®) is elevated to tier 2 with the
guideline pointing out the advantage of weight
loss associated with the drug, but also noting it is
given by two injections per day, has frequent GI
side effects, is very expensive, and does not have
an established long-term safety history. Other
drugs newly mentioned in the guideline include
the α-glucosidase inhibitors (starch blockers),
acarbose (Precose™) and miglitol (Glyset®); the
glinides, repaglinide (Prandin®) and nateglinide
(Starlix®); the amylin agonist primlintide
(Symlin®); and the DPP-4 inhibitor sitagliptin
(Januvia®) (Nathan DM, et al. Medical manage-
ment of hyperglycemia in type 2 diabetes: A con-
sensus algorithm of the initiation and adjustment
of therapy. Diabetes Care 2009;32:1-11; Available at:
http://care.diabetesjournals.org/misc/dv08-
9025.pdf).

Beta-blockers and hypertension
Beta-blockers have come under increasing fire

for treatment of hypertension. Now a new study
links beta-blocker-associated bradycardia with

increased risk of cardiovascular events.
Researchers from Columbia University per-
formed a meta-analysis of 9 randomized con-
trolled trials evaluating beta-blockers for
hypertension and from which heart rate data
were reported. The compiled studies included
more than 34,000 patients taking beta-blockers
and more than 30,000 on other antihypertensive
agents, as well as nearly 4000 patients receiving
placebo. Lower heart rate associated with beta-
blocker use was linked to a greater risk for all-
cause mortality (r = -0.51; P < 0.0001) and
cardiovascular mortality (r = -0.61; P < 0.001).
There was also a statistically significant increase
in myocardial infarction, stroke, and heart failure
associated with lower heart rates. The authors
conclude that in contrast to patients with myocar-
dial infarction and heart failure, beta-blocker-
associated reduction in heart rate increases the
risk for cardiovascular events and death for
hypertensive patients. The authors even suggest
that beta-blockers may no longer be indicated for
treatment of hypertension in the absence of com-
pelling indications (Bangalore S, et al. Relation of
beta-blocker-induced heart rate lowering and car-
dioprotection in hypertension. J Am Coll Cardiol
2008;52:1482-1489).

FDA Updates 
The FDA has approved a new selective α-

blocker for the treatment of benign prostatic
hyperplasia. Silodosin is an α-1 receptor blocker
with high affinity for prostate, bladder, and ure-
thra. It will be marketed in an 8 mg dose to be
given once daily; however, 4 mg should be used
in men with hepatic or renal impairment.
Silodosin will be marketed by Watson
Pharmaceuticals as Rapaflo™. 

The FDA will investigate a report for the
Institute of Safe Medication Practices regarding
varenicline (Chantix®), Pfizer’s smoking cessation
drug. For the second straight quarter, varenicline
accounted for more reported serious injuries than
any other prescription drug with a total of 1001
new cases reported to ISMP, including 50 deaths.
The FDA has previously issued a Public Health
Alert about psychiatric side effects from the drug,
but the new report sites numerous cases involv-
ing vehicular or other accidents, or syncope with
a high potential to cause accidents. The federal
government has already taken action to ban air-
line pilots and military missile crews from using
the drug. Sales of varenicline have dropped
sharply this year as a result of these reports.  ■
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