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Synopsis: Although health care providers have a major 
influence on their patients when they decide to undergo screening 

for prostate cancer, shared decision making often does 
not occur despite recommendations.

Source: Hoffman RM, et al. Prostate cancer screening decisions: 
Results from the National Survey of Medical Decisions. 

Arch Intern Med 2009;168:1611-1618.

SCREENING RECOMMENDATIONS FOR PROSTATE CANCER REMAIN

controversial although the disease is clearly both common and
serious. Although screening with  prostate-specific antigen (PSA)
may detect early cases of prostate cancer, it is not clear whether
there is more than negligible benefit from this strategy.1,2 Addition-
ally, PSA screening for prostate cancer causes several harms related
to over-diagnosis including excessive testing, pain, and suffering, as
well as excess resource utilization. 

Therefore, it is no surprise that in an era of evolving comparative 
effectiveness research, the United States Preventive Services Task
Force concludes that the current evidence is insufficient to assess
the balance of benefits and harms of prostate cancer screening in 
men younger than age 75 years and recommends against screening
for prostate cancer in men age 75 years or older.3 Specifically, the
task force recommends that “…in men younger than age 75 years, a 
clinician should not order the PSA test without first discussing with 
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the patient the potential but uncertain benefits and 
the known harms of prostate cancer screening and 
treatment. Men should be informed of the gaps 
in the evidence and should be assisted in considering 
their personal preferences before deciding whether to 
be tested.”

In the study by Hoffman and colleagues, the authors
utilize a survey methodology to assess this shared deci-
sion making (SDM) process for PSA testing. A tele-
phone survey of a randomly selected sample of 3010
English-speaking U.S. adults age 40 years and older was
conducted and included 375 men who had either under-
gone or discussed PSA testing in the previous 2 years
with health care providers (HCPs). The HCPs most
often raised the idea of screening and recommended
testing. However, only about 70% of subjects reported
having discussed screening with an HCP before making
a decision about PSA testing, including about 14% who
did not subsequently get tested. Only one in every five
discussions presented both the pros and cons of screen-
ing by the HCPs and elicited the patient’s preferences
for testing. While the HCPs emphasized the pros of test-
ing in more than 70% of discussions, they addressed the
cons much less frequently (32%). Patients reported that
HCPs often offered their personal opinions about
screening, with the majority recommending PSA test-
ing. HCPs’ recommendations were strongly associated

with having PSA testing done. Among the patients par-
ticipating in screening discussions, most were satisfied
with the SDM process. More than 80% believed that
their level of involvement in the decision was appropri-
ate, although only 55% reported that the clinician
inquired about their preferences. However, there was
poor performance of these subjects on the knowledge
questions at the time of completing the survey module,
characterized by substantially overestimating the life-
time risks for prostate cancer diagnosis and mortality.
The explanation could be as simple as the diminution of
knowledge retention of these subjects over time or as
significant as potentially inadequate understanding of
the clinical issues.

■■ COMMENTARY
Over the years, I have often scoffed at physicians

who tend to have a paternalistic style toward the prac-
tice of medicine. Many of these have been my former
chiefs of staff, mentors, and colleagues. These friends
of mine cannot wait to be asked the question: “What
would you do, Doc?” They are quick to offer their
opinion, which most of the patients follow in the belief
that “Doc knows what’s best.” Most patients remain
satisfied and appreciative even though they rarely par-
ticipate meaningfully in their own care. Their partici-
pation is most often limited to being informed of the
intended treatment/procedure and providing consent. I
have tended to be much more interactive. I encourage
active discussion and debates, and often provide a bal-
anced view of both sides to the argument along with
my personal experiences. However, I try very hard not
to offer my opinionated view. Obviously then the most
difficult question for me to answer is: “What would
you do, Doc?” I believe that my patients are also equal-
ly satisfied and appreciative of my style of practice of
medicine. 

However, what I find most unacceptable is when we
lead our patients to believe a certain set of facts that does
not exist. That is what Hoffman et al seem to have
uncovered. The majority of the subjects interviewed
believed that their level of involvement in the SDM lead-
ing to PSA testing for prostate cancer screening was
appropriate. However, in many cases, the accurate infor-
mation on which they should have based their decision
seems to be missing. This was supplemented by the fact
that while more than 70% of the HCPs discussed the
pros of PSA testing, only a minority addressed the cons.
Perhaps the most significant issue raised by this study is 
an urgent call for developing a good understanding of 
the concept of SDM. Shared decision making should 
mean those efforts by HCPs to help patients understand 
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the benefits, harms, and uncertainties of available 
options and to help patients apply their personal prefer-
ences to determine the best choice.  ■
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Vitamin D Deficiency Linked
to Increased Mortality 
in Older Adults
A B S T R A C T  &  C O M M E N T A R Y
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Synopsis: Low levels of serum 25-hydroxyvitamin D
[25(OH)D] in non-institutionalized older adults were
associated with future increased mortality from all
causes and from cardiovascular disease.

Source: Ginde AA, et al. Prospective study of serum 25-
hydroxyvitamin D level, cardiovascular disease mortality,
and all-cause mortality in older U.S. adults. J Am Geriatr 
Soc 2009;57:1595-1603.

USING DATA FROM THE U.S. NATIONAL CENTER FOR

Health Statistics Third National Health and Nutri-
tion Examination Survey (NHANES III) gathered from
1988 to 1994, mortality causes extending through
December 2000 were matched to baseline serum
25(OH)D values for 3409 participants age 65 years and

older (mean age, 73 ± 0.2 years). Mean values were
66.0 nmol/L, with lower levels in women, non-Hispanic
blacks, and Mexican Americans. Other factors associat-
ed with lower levels were poor socioeconomic status,
winter season, Midwest region residence, lower physi-
cal activity, hypertension, diabetes, and history of
stroke. Optimal range for 25(OH)D is 75-100 nmol/L; 
fully two-thirds of the group had 25(OH)D levels below
that, with the majority falling within the 50-75 nmol/L 
range. 

Approximately 44% of study participants died over
the median 7.3 years of follow-up, with 51% caused by
cardiovascular disease. Even after controlling for poten-
tial confounders and variables, there was an independ-
ent inverse association of low 25(OH)D levels and all-
cause mortality. The largest risk was in the lowest stra-
tum (< 25 nmol/L), and there appeared to be an inverse
linear association continuing as the levels increased.
The association of low levels and increased mortality
was even stronger for participants with diabetes and 
cardiovascular mortality. 

■■ COMMENTARY
Our successful campaigns to avoid sun damage from

ultraviolet rays are contributing to the unintended conse-
quence of decreased serum vitamin D levels. Elderly
adults have the added disadvantage of decreased precur-
sors in the skin, combined with less sun exposure if they
engage in less outdoor activity. Previous research has
suggested these lower levels impact both bone health
and many other conditions such as cardiovascular dis-
eases, cancer, and infections.1 This large prospective
study based on interviews, examinations, lab studies,
and subsequent mortality data confirms that older adults
show significant inverse associations between low
25(OH)D levels and increased mortality.

However, whether the low 25(OH)D levels actually
contribute to the increased mortality, or are merely a
reflection of underlying poor health status, is not estab-
lished yet, although in specific situations such as
hemodialysis and kidney disease, vitamin D supple-
mentation has had beneficial effects. Many authorities 
feel that current recommendations for vitamin D sup-
plementation of 200-600 IU/d are too low, since serum
levels only rise by 2.5 nmol/L for every 100 IU/d
of additional vitamin D.2 The dose needed to raise 
the serum levels 25-50 nmol/L would be 1000-2000
IU/d of cholecalciferol (vitamin D

3
). The safe upper

limit for daily vitamin D
3

intake is 10,000 IU/d, so 
it’s likely we will all be recommending much more 
of this daily supplement if future studies support its
benefit.  ■
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Dementia Drugs Make 
the Ticker Sicker
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Synopsis: Cholinesterase inhibitors place patients at
risk for syncope, bradycardia, permanent pacemaker
insertion, and hip fracture.

Source: Gill SS, et al. Syncope and its consequences in
patients with dementia receiving cholinesterase inhibitors: 
A population-based cohort study. Arch Intern Med 2009;
169:867-873.

CHOLINESTERASE INHIBITORS, DONEPEZIL (ARICEPT®), 
rivastigmine (Exelon®), and galantamine (Raza-

dyne®), and others do not limit their activity to the 
central nervous system. The cardiovascular system is 
one of the more sensitive to their effect, which is to 
raise the concentration and duration of action of acetyl-
choline. In the autonomic nervous system this can be 
manifested as increased vagal tone, and subsequently,
bradycardia and AV node block. These, in turn, could 
result in syncope. Although product information for 
cholinesterase inhibitors (CIs) includes seizures, AV
block, bradycardia, syncope, and urinary obstruction as 
serious adverse reactions, many physicians are 
unaware of these problems. These researchers from
Canada used linked databases to explore the associa-
tions between the use of CIs and the development of
syncope, bradycardia, permanent pacemaker insertion,
and hip fractures. They assumed that bradycardia
would predispose to syncope, which could result in hip
fracture, and that bradycardia might prompt pacemaker
insertion. The databases included pharmacy, emer-

gency department, hospitalization, physician billing,
and demographic records. 

Between April 2002 and March 2004, they identified
75,140 individuals in Ontario who were 66 years or
older and who had a diagnosis of dementia. They were
divided into two groups, those newly prescribed a CI
(13,641) and those who had not received any for the last
year (61,499). The study excluded participants who had
been diagnosed with dementia more than 5 years prior,
who were long-term care patients, or who had been hos-
pitalized for syncope in the year before the study started.
Another exclusionary criterion was hip fractures that
were caused by events or conditions other than falls
(e.g., pathologic fractures, epilepsy, and trauma). The
subjects and the controls were similar in baseline demo-
graphics (80 years old, 38% male), medical history, and
medications, and made the same number of emergency 
department visits. Persons taking CIs were more likely
to visit a hospital for syncope (hazard ratio [HR], 1.76) 
or bradycardia (HR, 1.69), undergo permanent pace-
maker insertion (HR, 1.49), and suffer a hip fracture 
(HR, 1.18). In a comorbidity analysis, the results did not
change. In an analysis of conditions unlikely to be asso-
ciated with use of CIs (pulmonary embolism and
cataract extraction), no relationship was found.

■■ COMMENTARY
This is not a randomized controlled trial, so it does

not prove causation. However, it involves a population
that is probably similar to yours, with a very large num-
ber of subjects and controls, and linked databases that
likely registered all members of the population. The out-
comes are biologically plausible, so I think the conclu-
sions are believable. 

Cholinesterase inhibitors have been available in the
United States since the FDA approved tacrine (Cognix®)
in 1993. In the ensuing 16 years, we’ve learned about
their effectiveness (charitably, modest at best) and their
adverse effects (primarily gastrointestinal, but also
include seizures, urinary obstruction, headache, insom-
nia, fatigue, depression, and arthritis). Using the data the
authors of this report provided, I calculated the number-
needed-to-harm for three of the four outcomes of inter-
est: syncope (143), bradycardia (870), and permanent 
pacemaker insertion (1852). These are large enough 
numbers, especially the last two, that the average physi-
cian might never witness the events in question. That
does not lessen the impact of the adverse events over the
entire population. Although the authors did not do an
economic analysis of the adverse effects of CI use, I sus-
pect that it is great. Greater still are the long-term effects
on the individual, including being subjected to surgery
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with its inherent risks and the increased likelihood of
death after a hip fracture. I also suspect that patients
with pre-existing cardiovascular conditions are at greater 
risk than those without. We should be especially cau-
tious prescribing CIs to individuals with first-degree AV
block, given that CIs would likely exacerbate this 
arrhythmia. A recent article in JAMA documents the
less-than-rosy long-term outcomes of patients who have
this condition.1

As people age, they become less tolerant of the side
effects of medications because of changes in body com-
position, liver enzymatic activity, and other factors. As
people age, they develop more ailments and are pre-
scribed more medications, increasing the likelihood of
drug-drug interactions. In its most recent report, the
CDC estimates that 53.9% of men and 63.8% of women
65 years and older were taking three or more prescribed
drugs in the previous month.2 The risk-benefit equation
that we should all consider when we prescribe a medica-
tion shifts as risks increase and benefits decrease. It is
incumbent upon us as the “holders of the pen” to think
twice before we prescribe a medication to an elderly
patient. We need to ask ourselves, “Is there a compelling
reason to prescribe this medication?” If not, put that pen
back into your pocket.  ■
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Pharmacology Update
Pralatrexate Injection
(Folotyn™™)
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THE FDA HAS APPROVED THE FIRST TREATMENT FOR

relapsed or refractory peripheral T-cell lymphoma.

Pralatrexate, an inhibitor of dihydrofolate reductase, was
granted accelerated approval by the FDA. It will be mar-
keted by Allos Therapeutics as Folotyn™.

Indications
Pralatrexate is indicated for the treatment of relapsed

or refractory peripheral T-cell lymphoma (PTCL).1

Dosage
The recommended dose is 30 mg/m2 given as an

intravenous push over 3-5 minutes once weekly for 6
weeks in 7-week cycles.1 The dose may be omitted or
reduced based on patient tolerance. Omitted doses
should not be made up at the end of the cycle and dose
reductions should not be re-escalated.1 Dose reduction is
based on mucositis and hematologic toxicity. Low-dose
folic acid (1.0-1.25 mg) should be taken daily, started
during the 10 days before the first dose of pralatrexate,
and continued throughout therapy and for 30 days after
the last dose of pralatrexate. Vitamin B

12
(1 mg intra-

muscularly) should be started no more than 10 weeks
before the first dose of pralatrexate and given every 8-10
weeks thereafter.1

Pralatrexate is supplied as 20 mg/mL in 1 mL and 2
mL vials.

Potential Advantages
Pralatrexate shows superior intracellular transport 

and accumulation compared to other antifolate agents.2

Potential Disadvantages
The most common adverse events are mucositis

(70%), thrombocytopenia (41%), nausea (40%), fatigue
(36%), and anemia (34%). The most common Grade 3
toxicities are mucositis (17%), thrombocytopenia
(14%), anemia (15%), and neutropenia (13%).1 Con-
comitant administration with probenecid, NSAIDs, and
trimethoprim/sulfamethaxazole may delay the renal 
clearance of pralatrexate.1

Comments
Pralatrexate is the newest antifolate agent to be 

approved. In vitro and in vivo models of human cancer 
suggest that the drug has better antitumor activity than
methotrexate and pemetrexed.2 This may be related to 
better intracellular transport (high affinity for the
reduced folate carrier type 1) and increased intracellular 
accumulation by enhanced polyglutamylation. The safe-
ty and efficacy of pralatrexate was based on an open-
label, single-arm study in patients (n = 111) with histo-
logically confirmed relapsed or refractory peripheral T-
cell lymphoma.1 The primary efficacy endpoint was
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overall response (complete response, complete response
unconfirmed, and partial response) using the Interna-
tional Workshop Criteria. The secondary endpoint was
duration of response (first day of documented response
to disease progression or death). The overall response
was 27% (8% with complete response or complete
response unconfirmed). The median duration of
response was 287 days. Two-thirds of the responders
responded within cycle 1. Improvement in progression-
free survival or overall survival has not been established. 

Clinical Implications
Peripheral T-cell lymphomas are biologically diverse 

but rare and aggressive types of non-Hodgkin’s lym-
phoma.3 Most PTCL patients will relapse. Relapsed or 
refractory peripheral T-cell lymphoma is a disease with
a poor prognosis with limited response to salvage thera-
py. Typically chemotherapy includes ifosfamide, carbo-
platin, and etoposide, followed by an autologous stem
cell transplant.4 Other combinations include gemcita-
bine, vinorelbine, and doxorubicin. Pralatrexate offers
another therapeutic option and is the first drug approved 
for PTCL.  ■
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The objectives of Internal Medicine Alert are:
• to describe new findings in differential 

diagnosis and treatment of various diseases;
• to describe controversies, advantages, and 

disadvantages of those advances;
• to describe cost-effective treatment regimens; 
• to describe the pros and cons of new screening 

procedures. 

CME Objectives

56. Which of the following best describes the current USP-
STF recommendation for prostate cancer screening?
a. The current evidence is insufficient to assess the balance

of benefits and harms of prostate cancer screening in men
younger than age 75 years.

b. The current evidence is insufficient to assess the balance
of benefits and harms of prostate cancer screening in men
older than age 75 years.

c. The current evidence is insufficient to assess the balance
of benefits and harms of prostate cancer screening in men.

d. It is recommended to conduct prostate cancer screening in
men younger than age 75 years.

57. Which range for serum 25-hydroxyvitamin D is found
among the majority of U.S. adults age 65 and older?
a. < 25 nmol/L 
b. 25-49.9 nmol/L 
c. 50-74.9 nmol/L 
d. 75-100 nmol/L
e. > 100 nmol/L

58. Which of the following conditions is not associated with
the use of cholinesterase inhibitors?
a. Hip fracture
b. Syncope
c. Bradycardia
d. Pulmonary embolism
e. Permanent pacemaker insertion

CME Questions

Answers:56. a, 57. c, 58. d.



PPIs and Clopidogrel:
Do We Have to Worry?
Source: O’Donoghue ML, et al. Lancet
2009;374:989-997.

THE ANTIPLATELET EFFECT OF CLOPI-
dogrel is dependent upon its con-

version and activation through the
2C19 pathway of the P450 system.
Blockade of this pathway occurs
because of genetics, in persons who do
not have sufficiently active 2C19, and
pharmacotherapies that specifically
block 2C19. Proton pump inhibitors
(PPIs), particularly omeprazole, are
recognized to be 2C19 inhibitors. Is
there reason for concern?

Although the in vitro aspects of 
PPI-antiplatelet interactions are of
interest, it is probably more important
to see whether such interactions affect
the bottom line: CV events. Fortunate-
ly, there is a large — and largely reas-
suring — database from which to 
glean the impact of the PPI-antiplatelet
interaction. 

The PRINCIPLE-TIMI and TRI-
TON-TIMI are acute coronary syn-
drome trials in which clopidogrel
and/or prasugrel were used. In both of
these trials, some participants were 
also using PPIs, providing an opportu-
nity to see if concomitant utilization of
a platelet inhibitor and PPI affected 
outcomes. 

Subjects who were on clopidogrel
who also were receiving PPIs showed
less effective platelet inhibition com-
pared to clopidogrel alone (in vitro test-
ing). This effect was less pronounced
among prasugrel recipients, consistent
with its lesser dependence upon the
P450 system for full activity. 

Although platelet aggregometry
demonstrated diminished antiplatelet 
effect, in these two trials (total n > 
15,000), there was no signal of 
increased adverse outcomes in subjects
concomitantly receiving a PPI and

clopidogrel or prasugrel. PPIs provide 
important GI protection for persons 
on NSAIDs, as well as excellent
symptomatic relief for GERD patients. 
These data suggest that PPIs need not 
be avoided when treating acute coro-
nary syndromes with clopidogrel or 
prasugrel.  ■

Beyond Diabetes 
Prevention
Source: Perreault L, et al. Diabetes Care
2009;32:1583-1588.

MOST INDIVIDUALS WITH PREDIA-
betes, defined as either impaired

fasting glucose (IFG), impaired glucose
tolerance (IGT), or both, will go on to
develop diabetes unless an intervention
is instituted. To date, diet, exercise, and
pharmacotherapy have all been shown
to reduce progression to diabetes by as
much as 60%, with diet + exercise
being the clearest winner. Although
prevention (or delay) of diabetes is
important, many persons who do not
progress to overt diabetes during a dia-
betes prevention trial remain prediabet-
ic, which is still a high-risk category.
The report by Perreault et al describes
factors which were associated, during
intervention for diabetes prevention,
with restoration to normal glucose 
regulation.

The Diabetes Prevention Program
was the largest diabetes prevention trial
to date (n = 3234). Prediabetes subjects
were randomized to intensive lifestyle
intervention (diet + exercise), met-
formin (850 mg bid), or placebo, with a
mean follow-up of 3 years. 

Within the categories of impaired
fasting glucose (glucose = 100-125 
mg/dL) and impaired glucose tolerance 
(glucose = 140-199 mg/dL on oral glu-
cose tolerance testing), persons with 
lesser baseline impairments were more
likely to enjoy restoration to normal 
glucose regulation. Similarly, younger

subjects and those who successfully
lost weight regained euglycemia more 
often. 

We can encourage our patients that 
efforts to prevent diabetes can do that
and, in some cases, even restore glu-
cose regulation to normal.  ■

Influenza Vaccine
Efficacy: Flu Shot 
vs Nasal Mist 
Source: Monto AS, et al. N Engl J Med
2009;361:1260-1267.

IS INFLUENZA MANAGEMENT GETTING

more complicated, or is it just me?
Dealing with vagaries of virus antigenic
shift and drift, the moving target of
antiviral resistance, insufficiently sen-
sitive point-of-care testing for influ-
enza, and the ever-evolving designa-
tion of appropriate risk groups for 
“seasonal” (regular) vs “novel” (pan-
demic) influenza prevention is a daunt-
ing challenge. 

Two major categories of trivalent
influenza vaccine are available to pre-
vent seasonal flu: inactivated (SHOT)
and live attenuated (NASAL). A ran-
domized double-blind placebo-con-
trolled trial compared the efficacy of
SHOT and NASAL vaccine to prevent
influenza. Adults 18-49 years (exclud-
ing persons with contraindications to
live vaccine) received one vaccine or
placebo, and recorded respiratory
symptoms through the 2007-2008 flu
season; throat swabs were obtained for
confirmation of influenza during peri-
ods of respiratory symptoms. 

Among the 1963 subjects in this 
study, 6.1% experienced laboratory-
confirmed influenza. SHOT efficacy vs 
placebo was 68% compared to NASAL 
efficacy of 36%. In the 2007-2008
influenza season, risk reduction of 
influenza was almost twice as great 
with SHOT.  ■
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Scenario: The ECG shown above was obtained from a
72-year-old woman as a baseline. How would you inter-
pret her ECG? How many blocked and early findings
can you identify?

Interpretation: The underlying mechanism of the
rhythm in the 12-lead ECG shown above is sinus, as
confirmed by the upright P waves with fixed PR inter-
val for the 2nd and 4th beats in lead II. There is variabil-
ity in the overall ventricular response, in part due to
sinus arrhythmia and in part due to the 3 premature atri-
al contractions (PACs) that are seen on the tracing. Lack
of a lead II rhythm strip makes it more difficult to iden-
tify these rhythm characteristics, but the 3rd beat in lead
II, the 3rd beat in lead aVL, and the 4th beat in lead V

2

(that occurs just before the lead change) are all early
beats that are preceded by a premature P wave that
notches the preceding T wave. Looking at simultane-
ously occurring leads aVF (under lead aVL) and V

3

(under lead V
2
) facilitates recognizing the telltale notch

in the T waves that precede the PACs in these leads.
There is complete right bundle branch block (RBBB),
as evidenced by QRS widening, the rsR’ in lead V

1
, and

the wide, terminal S waves in leads I and V
6
. In addi-

tion, there is left posterior hemiblock (LPHB), making
the conduction disturbance a bifascicular block (RBBB
plus LPHB). Because the posterior hemifascicle of the
left bundle branch receives a dual blood supply and is
much thicker than the anterior hemifascicle, LPHB is
far less common than LAHB. The diagnosis is made by
the finding of a disproportionately deep S wave in lead I
as is seen here, in a patient with underlying RBBB. The
occurrence of bifascicular block with LPHB is often
associated with more extensive underlying cardiac 
disease — and the inferior and lateral precordial Q
waves seen on this tracing may be indicative of prior
infarction in these areas. It is difficult to tell if the ST
coving and shallow T wave inversion seen in lead aVL
and for the first complex in leads V

3
,V

4
are cause for

concern or not.  ■
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How Many Early/Blocked Findings?



In this issue: Depression and pregnancy, new
vaccine recommendations from the CDC, cortico-
steroids and/or antivirals for Bell’s palsy, rasagi-
line and Parkinson’s disease, and FDA Actions. 

Use of SSRIs during pregnancy
Depression is common in pregnancy, affecting

up to 20% of women, with about 13% taking an
antidepressant during pregnancy. A new study
from Denmark suggests that use of sertraline
(Zoloft®) and citalopram (Celexa®) by mothers
during pregnancy is associated with an increased
risk of septal heart defects in their children.
Researchers utilized the Danish nationwide reg-
istry to review nearly 500,000 births from 1996 to
2003. Selective serotonin reuptake inhibitors
(SSRIs) in general were not associated with major
malformations, but were associated with septal
heart defects. Among the individual drugs, ser-
traline conveyed the highest risk (odds ratio
[OR], 3.25; confidence interval [CI], 1.21-8.75), fol-
lowed by citalopram (OR, 2.52; CI, 1.04-6.10). Use
of more than one SSRI was associated with an OR
of 4.70 (CI, 1.74-12.7). The absolute prevalence of
septal heart defects was 0.5% among unexposed
children, 0.9% among children whose mothers
received any SSRI, and 2.1% among children
whose mother were prescribed more than one
SSRI (BMJ 2009:339:b3569; Epub ahead of print 23
Sept 2009). Significant in this study was the low
overall rate of heart defects and the lack of associ-
ation of heart defects with paroxetine (Paxil®) or
fluoxetine (Prozac®), although the authors con-
sider this a “class effect,” and the greatest risk
was noted if more than one drug was used dur-
ing pregnancy.  ■

CDC issues new vaccine recommendations
The Centers for Disease Control and

Prevention has recently revised several vaccine
recommendations: 

Quadravalent meningococcal conjugate vac-
cine. The Advisory Committee on Immunization
Practices (ACIP) is recommending revaccination
of persons at prolonged increased risk for
meningococcal disease. In a statement in the
September 25th Morbidity and Mortality Weekly
Report, ACIP is recommending that persons with
increased susceptibility to meningococcal disease,
such as those with persistent complement com-
ponent deficiencies, functional asplenia, pro-
longed exposure such as those traveling to or
living in nations where the disease is epidemic or
hyperendemic, should receive a booster with the
quadravalent meningococcal conjugate vaccine 5
years after their previous vaccination if they
received it at age 7 or older. Children who
received the first vaccine between ages 2 and 6
should be revaccinated after 3 years. Those who
remain at high risk should continue to be revacci-
nated every 5 years. The recommended booster
vaccine is the MCV4 vaccine (Menactra®).
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Haemophilus influenzae type b vaccine. The
FDA recently approved Hiberix® for Haemophilus
influenzae type b (Hib) ending a prolonged short-
age of the Hib vaccine. Hiberix is approved as a
booster for children ages 15 months to 4 years
who have received a primary series of shots. The
Centers for Disease Control and Prevention has
now issued recommendations that the vaccine
can be given as early as age 12 months to facili-
tate timely booster vaccination. Children who
missed a booster because of the recent short-
age should receive a booster with any of the 
Hib vaccines, including Hiberix, at the earliest
opportunity.

Hepatitis A vaccine. Hepatitis A vaccine is
now recommended for all close household con-
tacts and international adoptees when the chil-
dren are from intermediate-risk or high-risk
areas, with an initial dose being given at least 2
weeks before the child’s arrival.

Quadravalent human papilloma virus vaccine.
In related news, an FDA advisory panel is recom-
mending that the quadravalent human papilloma
virus vaccine (Gardasil®) be approved for males
ages 9-26 to prevent genital warts. The vaccine is
currently approved only for females in that age
group. Meanwhile, the same FDA advisory panel
has endorsed the approval of GlaxoSmithKline’s
Cervarix®, a bivalent HPV vaccine which targets
HPV 16 and HPV 18, leading causes of cervical
cancer. If approved it would also be recom-
mended in women ages 10-25. The new vaccine
protects against 2 of the HPV strains covered by
Gardasil, but also contains an adjuvant, which is
designed to enhance the immune system’s
response to these HPV strains. Whether this
imparts clinical difference is yet to be seen. The
FDA is yet to act on the advisory committee’s 
recommendations.  ■

Bell’s palsy: Corticosteroids and/or antivirals?
For treatment of Bell’s palsy, corticosteroids

with or without antivirals have been the subject
of much debate. A new meta-analysis suggests
that combination therapy may lead to better out-
comes. The review included 18 trials with 2786
patients. The outcomes were unsatisfactory facial
recovery at 4 months, unsatisfactory short-term
recovery, synkinesis and autonomic dysfunction,
or adverse effects. Combination therapy with cor-
ticosteroids and antivirals resulted in slightly bet-
ter outcome than steroids alone (P = 0.05).
Antiviral agents alone did not show a benefit
(JAMA 2009;302:985-993). At least one source

(UpToDate) recommends a typical treatment regi-
men for Bell’s palsy of prednisone 60-80 mg per
day along with valacyclovir 1000 mg three times
a day for 1 week.  ■

Rasagiline and Parkinson’s disease
Does rasagiline slow the progression of

Parkinson’s disease? A recent study suggests
lower doses of the drug may be beneficial. In this
multinational study, 1176 subjects with untreated
Parkinson’s disease were randomized to rasagi-
line 1 mg or 2 mg per day for 72 weeks or
placebo for 36 weeks followed by rasagiline for
36 weeks. Disease progression was rated on a
standard rating scale. Patients who were started
at baseline on rasagiline 1 mg met all endpoints
in the primary analysis: a slower rate of worsen-
ing between weeks 12 and 36 (P = 0.01), less
worsening of the score between baseline and
week 72 (P = 0.02), and non-inferiority between
weeks 48 and 72 (P ≤ 0.001). Interestingly, all 
3 endpoints were not met with the higher dose 
of 2 mg per day. The authors conclude that 
early treatment with rasagiline at a dose of 1 mg
per day provided a possible disease-modifying
effect, but suggested the results must be inter-
preted with caution (N Engl J Med 2009;361:
1268-1278). Although the findings of this paper
are somewhat confusing, it offers some hope
since there is currently no effective therapy to
slow or stop disease progression in Parkinson’s
disease.  ■

FDA Actions
The FDA has approved asenapine (Saphris®)

for the treatment of schizophrenia and bipolar I
disorder in adults. The drug is approved for
first-line treatment of both conditions. Schering-
Plough provided the agency with safety data in
4500 patients, some of whom were treated for
more than 2 years. Like other antipsychotics, 
asenapine will carry a warning regarding
increased mortality in elderly patients with
dementia-related psychosis. The drug is
expected to be available in the fourth quarter of
2009.

The FDA has lowered the approved age limit
for levocetirizine (Xyzal®) to 6 months for chil-
dren with chronic hives and perennial allergic
rhinitis and 2 years for children with seasonal
allergic rhinitis. Previously the drug had been
approved for children 6 years and older.
Levocetirizine is marketed by UCB and Sanofi
Aventis.  ■
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