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Synopsis: In patients with heart failure and diabetes, metformin is
not associated with harm and may reduce all cause mortality.

Source: Eurich DT, et al. Benefits and harms of antidiabetic agents in
patients with diabetes and heart failure: systematic review. BMJ.

2007;335(7618):497.

Diabetes mellitus and congestive heart failure fre-
quently afflict patients simultaneously. More ominously,

diabetes potentiates the harm of congestive heart failure. The
number of medications used to treat diabetes has grown. In
recent months we’ve learned that some of those medications
may exacerbate congestive heart failure.1 This summer the Food
and Drug Administration (FDA) issued “black box” warnings
regarding the thiazolidinediones.2,3 To help put this information
in perspective, Eurich and colleagues performed a systematic
review. They identified eight studies, all published within the
last two years, which met their inclusion criteria (randomized
controlled trial [RCT] or cohort study). Only one study was an
RCT; two were post-hoc subgroup analyses from RCTs, four
were retrospective cohort studies, and one was a prospective
cohort study. Three studies had more than one comparison
group. The antidiabetic drugs involved in these studies included
insulin (4 studies, n = 9104), metformin (3 studies, n = 3327),
thiazolidinediones (4 studies, n = 3409), and sulfonylureas (2
studies, n = 8918). When insulin was compared to treatment
with diet, sulfonylureas, or metformin, the patients had a signifi-
cantly increased risk of all cause mortality and cardiovascular
morbidity, including heart failure. Looking specifically at
patients with comorbidities of heart failure and diabetes, those
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treated with insulin had a threefold increase in the
risk of all cause mortality. Metformin was risk-neu-
tral for all cause mortality in patients with diabetes
and moderate-to-severe impaired left ventricular sys-
tolic function in one study and had a significantly
lower all cause mortality in another. Pooling the
results of four studies of thiazolidinediones, treat-
ment with them was associated with reduction in all
cause mortality. However, there also was an
increased risk for hospital admission for heart fail-
ure. Sulfonylureas were not associated with
increased risk of mortality at one year when com-
pared with other antidiabetic agents.

■ COMMENTARY 
The proliferation of therapeutic options in the treat-

ment of diabetes reminds me of where we were in the
early 1980s in the treatment of hypertension. The first
angiotensin-converting enzyme inhibitor, captopril, had
just been released. It joined a slew of diuretics, beta-
blockers, calcium channel blockers, and other centrally-
acting and peripherally acting antihypertensives. We
found ourselves in the situation of having to look at our
patients and be cautious not to prescribe an antihyperten-
sive that exacerbated another illness. If we were lucky, we
could prescribe one that targeted the high blood pressure
and had a beneficial effect on the second condition, ie,
“killing two birds with one stone.” We may be entering a

similar situation in the treatment of diabetes, at least as it
pertains to heart failure. 

This review runs counter to several beliefs about
the drugs we prescribed to diabetics with heart fail-
ure. For instance, it was not that long ago that met-
formin carried a heart failure contraindication. A
recent review4 argues that not only does metformin
not cause heart failure, the concern of developing lac-
tic acidosis from its use is just so much hooey, too.
Thiazolidinediones are associated with fluid reten-
tion, and intuitively, we’ve avoided them in patients
with these two conditions. I have difficulty getting my
arms around the concept that thiazolidinediones can
be associated with both a decrease in all cause mortal-
ity and an increase in hospital admission for heart
failure. A systematic review5 suggests the reason is
that CHF in patients given thiazolidinediones is
somehow different than CHF caused by progressive
systolic or diastolic dysfunction. Insulin comes out
looking bad, but because only one study in this
review was an RCT, it’s possible that insulin was pre-
scribed to patients physicians perceived to be sicker,
thus inserting bias into patient selection.

How should you incorporate these findings into clini-
cal practice? Carefully! What we desperately need is a
large trial that randomly assigns diabetic patients with
heart failure to each of these drug classes. Until then,
what I suggest is this:

1. Metformin is the first choice.

2. If glycemic control is insufficient at maximally
tolerated doses of metformin, add a sulfonylurea.

3. If a third drug is needed, either insulin or a
thiazolidinedione can be considered, but you will
need to monitor the patient closely for exacerbation
of heart failure.   ■
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Incidental Findings on
Brain MRI in the
General Population
A B S T R A C T  &  C O M M E N T A R Y

By Mary Elina Ferris, MD

Clinical Associate Professor, University of Southern California

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

Synopsis: Asymptomatic brain MRI findings of
infarct, cerebral aneurysms and benign tumors were
fairly common in the general population. The clinical
significance of these findings is unknown. 
Source: Vernooij M, et al. N Engl J Med. 2007;357:1821-1828.

Aprospective, ongoing, population-based study
of age-related brain changes investigating inhabi-

tants of a suburb of Rotterdam in the Netherlands started
in the year 2000, with 8,000 participants aged 46-98
years receiving MRI brain scans every 2-3 years. A stan-
dardized non-contrast brain MRI was performed on
2,027 eligible participants, and any incidental findings
were reviewed by two neuroradiologists without knowl-
edge of any clinical history.

Asymptomatic brain infarcts were present in 7.2% (145
persons); aneurysms in 1.8%; and benign tumors in 1.6%
(most often meningiomas). Most aneurysms were less
than 7mm in diameter, and meningiomas ranged from 5 to
60mm diameter. The next most common findings were
arachnoid cysts in 1.1% (22 persons) and Type I Chiari
malformation in 0.9% (18 persons). Pituitary macroadeno-
mas were present in 0.3% (6 persons) and vestibular
schwannomas in 0.2% (4 persons). One asymptomatic
large chronic subdural hematoma was found in a person
with minor head trauma 4 weeks prior to the scan. 

The presence of asymptomatic brain infarcts
increased with age: 4% up to age 60, 7% from 60-74
years, and 18% over age 75. However, aneurysms had
no age-related increase in incidence. 
■ COMMENTARY

Age-related changes such as asymptomatic brain
infarcts and aneurysms have been reported in the general
elderly population, but this study demonstrates these
incidental findings in much higher prevalence than pre-
viously appreciated. For example, a previous study
found 0.11% of persons over age 65 years had
aneurysms,1 whereas this current study found 1.8%. An
autopsy study found 2% prevalence of aneurysms in
adults without risk factors,2 which more closely matches

the new study. 
Meningiomas were also found, and are thought to

progress very slowly, leading to estimates of only
50% being discovered at autopsy; 3% of persons over
age 60 have these tumors found at autopsy, usually
less than 1cm diameter. What this all emphasizes is
that we really do not know the natural clinical course
of these asymptomatic findings. With the current
increased resolution of MRI scanning, more informa-
tion from ongoing studies will help us advise patients
on what these results mean, but until then we are left
with unexpected findings without knowing their actu-
al significance.   ■
References
1. Yue NC, et al. Radiology. 1997;202:41-46. 
2. Rinkel GJ, et al. Stroke. 1998;29:251-256.
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Abnormalities in Pneumonia
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Synopsis: Two hundred eighty-eight patients hospital-
ized with severe community-acquired pneumonia
(CAP) were followed for 28 days in a prospective multi-
center study. At day 7, 25% of patients had resolution
of CXR abnormalities and 56% had improvement. At
day 28, 53% of patients had resolution of CXR abnor-
malities and 78% had clinical cure. By multivariate
analysis, delayed resolution of CXR abnormalities by
day 7 was associated with multilobar disease, dullness
to percussion by physical exam, elevated CRP (> 200
mg/L), and tachypnea (respiratory rate > 25/min.) on
admission.

Source: Bruns AHW, et al. Patterns of resolution of chest
radiograph abnormalities in adults hospitalized with severe
community acquired pneumonia. Clin Infect Dis. 2007;45:
983-991.

This interesting study from the netherlands
prospectively evaluated 288 consecutive patients
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with severe CAP (ATS pneumonia severity index > 90)
admitted to the hospital for whom clinical data and
CXR’s were available at admission, day 7, and day 28.
Mean age of patients was 69.7 years and 53.5% had
comorbid conditions, including CHF, underlying neo-
plasm, cerebrovascular diseases, and renal disease. Of
these patients, 21.5% had microbiologically-document-
ed infection with pneumococcus, 9.7% had infection
with an atypical pathogen, 51.4% had pneumonia of
unknown etiology, 3.8% had infection with multiple
pathogens, and 17.4% had infection with other
pathogens, including gram-negative enteric organisms,
or Pseudomonas, S. aureus, H. influenzae, or M.
catarrhalis. 20 (6.9%) of the patients died.

Univariate analysis for delayed resolution of CXR
abnormalities at day 28 showed the following parame-
ters to be correlated: higher PSI, S. pneumoniae infec-
tion, multilobar pneumonia, PCO

2
< 30 mm Hg, CRP >

200 mg/L, and BUN > 10uM on admission. By multi-
variate analysis, delayed resolution of CXR abnormali-
ties by day 28 was associated only with CRP > 200
mg/L on admission.
■ COMMENTARY

My experience in several large teaching hospitals
over the last 20 years is that patients admitted with
pneumonia often are subjected to routine daily CXR’s
during the first few days in the hospital and generally
every 3 days or so until hospital discharge, despite the
presence of clinical improvement. This large,
prospective, multicenter study conducted in immuno-
competent adult patients hospitalized with CAP
shows that only one-quarter of the patients resolved
their CXR abnormalities by day 7 and only approx
mately one-half did so by day 28. This study clearly
suggests that frequent CXR’s obtained prior to hospi-
tal discharge, in patients who are clinically improv-
ing, are unnecessary and unlikely to be useful. The
study also suggests that one of the “old saws” many
of us were taught during our Internal Medicine train-
ing (without any literature support) in the 1970s,
which recommended deferring aggressive work-up of
persistent radiographic abnormalities following CAP
unless those abnormalities persisted beyond 6 weeks,
was correct. While not specifically addressed in
thisstudy, it is likely that an interval as long as 8-12
weeks following an episode of CAP seems to be rea-
sonable before performing follow-up radiography
(including thoracic CT scans) or bronchoscopy to
exclude noninfectious causes of persistent CXR
abnormalities.   ■

Tai Chi Prevents Falls
in the Elderly
A B S T R A C T  & C O M M E N T A R Y

By Joseph E. Scherger, MD, MPH
Professor, University of California, San Diego
Dr. Scherger reports no financial relationship to this field of study.

Synopsis: A randomized controlled trial in Australia
showed that a 16 week program of tai chi reduced falls
by 33% in a group of elderly persons.

Source: Voukelatos A, et al. J Am Geriatr Soc.
2007;55:1185-1191.

Agroup of investigators in Sidney, Australia
recruited 702 seniors (age 60 and up, mean age 69)

to participate in a randomized controlled trial of a 16-
week tai chi program to reduce falls. The study followed
the seniors during the 16 weeks of weekly one hour
classes, and for 24 weeks afterwards. The control group
was allowed to participate in the tai chi program after
the study. Seniors with degenerative neurologic condi-
tions such as Parkinson’s disease, those with dementia,
prior stroke and severe arthritis were excluded.

There was very little difference in falls between the
two groups during the 16-week course period, but the
rate of falls was 33% less in the tai chi group during
the 24 follow-up weeks. There were significant differ-
ences in changes favoring the tai chi group on five of
six balance tests.
■ COMMENTARY

I recently had an elderly patient fall and break her
hip. She went from being independent to being confined
long term in a nursing home, never fully recovering
from the trauma. She died 6 months after the fall. Falls
in the elderly are a leading cause of death and disability
and preventing them is a top priority in geriatric care.

This is one of several recent studies showing that tai chi
improves balance and reduces falls in the elderly.1-3 Tai chi
is especially suited for the elderly with its slow motions
and low impact. In traditional Chinese culture, the elderly,
alone or in groups, start the day with tai chi exercises.

Instruction in tai chi is available in most areas. It
should probably become part of physical therapy pro-
grams. I know that I will recommend it much more
often, and as I approach 60, become trained myself.   ■
References:
1. Li F, et al. J Gerontol A Biol Sci Med Sci. 2005;60:187-194.
2. Lin MR, et al. Phys Ther. 2006;86:1189-1201.
3. Zeeuwe PE, et al. BMC Geriatr. 2006;6:6.
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Pharmacology Update
Ixabepilone Injection
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The FDA has approved a new drug for the
treatment of advanced breast cancer. Ixabepilone is

a microtubule inhibitor in the class of epothilones. The
drug was approved by priority review and is manufac-
tured by Baxter Oncology GmBH in Germany and mar-
keted by Bristol-Myers Squibb as Ixempra.™

Indications
Ixabepilone is indicated in combination with

capecitabine for the treatment of metastatic or locally
advanced breast cancer in patients who have failed an
anthracycline and a taxane or if the cancer is taxane
resistant and further anthracycline therapy is not
indicated.  It is also indicated as monotherapy for
patients who have failed an anthracycline, taxane,
and capecitabine.1

Dosage
The recommended dose is 40 mg/m2 infused intra-

venously over 3 hours every 3 weeks. Patients with
body surface area greater than 2.2 m2 should be dosed
based on 2.2 m2.  Dosage reduction is necessary for
patients with elevated ALT, AST, and bilirubin, mod-
erate to severe neuropathy, hematologic toxicity (eg,
neutropenia, thrombocytopenia), and concomitant
administration with a strong CYP3A inhibitor. Pre-
medication with a histamine-1 and 2 receptor antago-
nists is recommended. For those who have experi-
enced a hypersensitivity reaction previously, premed-
ication with a corticosteroid (eg, dexamethasone) is
recommended.1

Ixabepilone is available as 15 mg and 45 mg vials.

Potential Advantages
Activity has been reported in patients with

metastatic breast cancer resistant to an anthracycline,
a taxane, and capecitabine.2,3 The combination of

ixabepilone and capecitabine is more effective than
capecitabine alone.4

Potential Disadvantages
Ixabepilone is metabolized by CYP3A4 thus con-

comitant administration with a strong inhibitor or
reducer should generally be avoided. It is contraindi-
cated in patients with severe hypersensitivity to Cr
mophor EL or polyoxyethylated castor oil. Major
adverse events are peripheral neuropathy and bone
marrow suppression necessitating dose reduction or
possibly discontinuation of therapy. Ixabepilone is 
ontraindicated in patients with AST or ALT greater
than 2.5 x ULN or bilirubin greater than 1 x ULN.1

Comments
Ixabepilone is a semisynthetic analog of

epothilone B. The latter is isolated from myxobac-
terium Sorangium cellulosum. In vitro studies
showed activity against taxane-sensitive as well as
taxane-resistant cell lines including those with over-
expression of multidrug resistance of efflux trans-
porter (eg, P-glycoprotein) and isoforms of beta-
tubulin.5,6 It acts by stabilizing microtubule dynam-
ics leading to cell death. FDA priority approval was
based on an open label, phase III study in 752
women with measurable locally advanced or
metastatic breast cancer previously treated or resist-
ant to an anthracycline or resistant to taxane with
various hormone and HER2 receptor status.1,4 Sub-
jects were randomized to capecitabine (2,500 mg/m2

orally days 1 through 14 of a 21-day cycle or
capecitabine (2000 mg/m2 orally daily) and ixabepi-
lone (40 mg/m2 on day 1 of a 21-day cycle). The pri-
mary endpoint was progression-free survival. This
was defined as time from randomization to radiolog-
ic or clinical progression (measurable skin lesion or
death from any cause). Secondary endpoints were
objective tumor response (ORR) based on RECIST
(Response Evaluation Criteria in Solid Tumors),
response duration and overall survival. Combination
therapy reduced the risk of disease progression by
about 30% (hazard ratio of 0.69, 95% CI; 0.58-
0.83). ORR was 34.7% for the combination and
14.3% for capecitabine alone. Median duration of
response was 6.4 months and 5.6 months respective-
ly. Benefit of the combination appears to be inde-
pendent of estrogen receptor, HER2, and estrogen-
progesterone-HER2 status. Grade 3 or 4 sensory
neuropathy was more common with the combination
(21% vs 0%), also with fatigue (9% vs 3%), and
neutropenia (68% vs 11%), death due to toxicity
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(3% vs 1%). The risk of neutropenia-related death
was greater in patients with liver dysfunction. About
50% of patients required dose reduction for ixabepi-
lone or capecitabine compared to about 40% for
capecitabine alone. It’s too early to assess overall
survival. In patients with advanced breast cancer
resistant to an anthracycline a taxane, and
capecitabine (n = 126), ixabepilone monotherapy
produced an objective response rate of 11.5% (95%
CI 6.3% -18.9%).1,3 Fifty percent of patients
achieved stable disease with 14.3% of 6 months or
longer. Depending on the body surface area of the
patient, the cost for 5 cycles ranges from $18,440 to
$27,657.

Clinical Implications
There will be an estimated 180,000 new cases of

breast cancer in the United States this year with over
40,000 deaths.7 Approximately 30% of the cases are
advanced or metastatic cancer. Ixabepilone provides
another alternative for advanced breast cancer in
patients who have failed or cannot tolerate an
anthracycline, taxane or capecitabine. Its benefit
appears to be across subtypes of disease including
those with triple negative status (ER-receptor, prog-
esterone-receptor, and HER2), a subtype associated
with poor prognosis.8 The magnitude of benefit
reported with ixabepilone and capecitabine was sim-
ilar to that reported for lapatinib and capecitabine in
HER2-positive patients who have progressed on a
regimen containing an anthracycline, a taxane, and
trastuzumab.9 ■
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CME Questions

57. In heart failure patients with diabetes mellitus, the drug most
likely to reduce all cause mortality and least likely to cause
harm is:
a. metformin.
b. insulin.
c. glipizide.
d. pioglitazone.
e. rosiglitazone.

58. Which statement is correct with regard to tai chi and the elderly?
a. Tai chi improves coordination and keeps elderly people active

in sports
b. Tai chi reduces the risk of stroke
c. Tai chi improves balance and reduces the risk of falls
d. Tai chi improves cognitive function
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Can Exenatide be
Substituted for
Insulin?

Historically, insulin (INS) is the
only agent that can consistently

attain glycemic goals once patients have
failed oral antidiabetic agents (OADA).
Even when patients readily accept INS
treatment, weight gain and hypo-
glycemia sometimes remain daunting
obstacles. Hence, another highly-effica-
cious agent is very desirable.

Exenatide (EXNT) is a member of
the class of OADA known as incretins.
While providing a substantial glucose-
lowering effect, EXNT is not associat-
ed with weight gain; indeed, weight
reduction is commonly seen in patients
treated with EXNT. Previous non-infe-
riority trials have shown comparable
glucose control in patients failing
OADA to whom either insulin or
EXNT are added. 

Davis, et al studied type 2 diabetes
patients who were already on a combi-
nation of INS + OADA. Half of the
study subjects (n=45) were switched to
EXNT instead of INS, and the other half
continued on INS. No changes were
made in oral agents, diet, or exercise,
although if hypoglycemia occurred, sul-
fonylurea dose was cut in half.

At the 16-weeks endpoint of the
study, the change in A1C between
the groups was not statistically sig-
nificant. Although the incidence of
hypoglycemia was similar in the
EXNT and INS treatment groups,
weight loss was significantly more
common in the EXNT group. This
small study is encouraging for
patients who find insulin utilization
problematic. EXNT might provide
equally favorable control.   ■

Davis SN, et al. Diabetes Care.
2007;30(11):2767-2772.

Treatment of
Osteoporosis Saves
Bones AND Lives

Hip fracture (HPFx) portends
risk: mortality rates as high 25% in

the year following HPFx have been
reported. Once a HPFx has occurred,
the risk of new fracture is 2.5 times
greater than in persons without such his-
tory. Zoledronic acid (ZOL), a parenter-
al bisphosphonate (like oral alen-
dronate, risedronate, ibandronate, but
parenterally administered) is an inter-
vention which could potentially change
the balance of these negative outcomes.

The HORIZON trial (Health Out-
comes and Reduced Incidence with
Zoledronic Acid Once Yearly Recurrent
Fracture Trial) randomized 2,137
patients who had sustained a HPFx to
either a once-yearly ZOL injection or
placebo. All subjects (both groups)
received supplementation with vitamin
D and calcium.

At 1.9 years of follow-up, the ZOL
recipients enjoyed not only a 35% rela-
tive risk reduction in new fractures, but
also a 28% relative risk reduction in
mortality.

Some earlier data has reported a
meaningful incidence of atrial fibrilla-
tion in persons receiving ZOL, as well
as (rarely) osteonecrosis. Neither was
seen in this trial, nor was the rate of
stroke increased (as would be antici-
pated were ZOL to induce occult atrial
fibrillation). No serious adverse
events were attributed to ZOL, though
transient systemic malaise-like symp-
toms were seen. ZOL holds promise
in persons with very-high risk osteo-
porosis, such as those who have
already sustained a HPFx. ■

Lyles KW, et al. N Engl J Med.
2007;357:1799-1809.

MRSA in These
United States

MRSA (methicillin-resistant
staphylococcus aureus) has

attained sufficient notoriety that it is not
uncommon these days for patients to
walk in, display their ill part, and ask
“Do you think it’s MRSA?” As recent-
ly as 10 years ago, MRSA might often
be considered an infectious etiologic
afterthought, and certainly only in per-
sons who had been hospitalized. Today,
it represents the most common etiology
of cellulitis and cutaneous abscess pre-
senting to Emergency Rooms. 

To gain a better perspective on the
population burden of MRSA, 9 US
communities participated in surveil-
lance for MRSA from July, 2004 to
December 2005. Although admittedly
sometimes a “hazy line,” MRSA
infections were subclassified as either
health care associated (MRSA-h) or
community associated (MRSA-c). 

Over the 18-month surveillance
period, almost 9,000 MRSA cases
were identified, the slight majority of
which (58.4%) were MRSA-h. The
incidence was substantially greater in
blacks (over 2 fold) and women (1.4
fold). The mortality of invasive
MRSA was 17.8%. If these data are
extrapolated to the entire USA, it
would be estimated that 94,360
MRSA infections occur, including
18,650 deaths. MRSA is a burgeoning
public health issue. Clinicians are
encouraged to continue to make a
presumptive diagnosis of MRSA in
appropriate clinical settings and
promptly institute currently recom-
mended treatment. ■

Klevens RM, et al. JAMA.
2007;298(15):1763-1771.
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Clinical Scenario:
The 12-lead ECG and lead II rhythm strip seen in the

Figure were obtained from an 81-year old woman with
urinary sepsis. She had become acutely tachypneic at the
time this tracing was recorded. How do you interpret her
ECG? Are you certain of your diagnosis? 
Interpretation/Answer:

The QRS complex is clearly wide. There is no sign of
atrial activity anywhere on the tracing. The rhythm is reg-
ular at 140/minute. Thus, this 12-lead ECG and accom-
panying lead II rhythm strip show a regular WCT (wide
complex tachycardia). Given the age of the patient, the
odds that the rhythm is VT (ventricular tachycardia)
exceed 90%. Although SVT (supraventricular tachycar-
dia) with QRS widening from either preexisting bundle
branch block or aberrant conduction are also possibili-
ties, several additional findings on this tracing increase
the likelihood that this is VT to the 98-99% probability
range. QRS morphology during the tachycardia does not
look like either a typical LBBB (left bundle branch

block) or RBBB (right bundle branch block) in each of
the 3 key leads (leads I, V1, and V6). QRS morphology
in leads I and V1 is consistent with a LBBB pattern, but
QRS appearance in lead V6 is not. Instead, the QRS
complex is unidirectional (in this case negative) in all 6
precordial leads. There is almost always at least minimal
positivity to the QRS complex in lead V6 when the
rhythm is supraventricular. Finally, there is marked LAD
(left axis deviation). Although mild to moderate axis
deviation (either leftward or rightward) is common with
SVT, extreme axis deviation (as seen here) is far less
likely with supraventricular rhythms.

This elderly patient with urinary sepsis and multiple
comorbidities, had been deemed “DNR” (ie, Do Not
Resuscitate) via advance directives put forth by her and
her family. As a result, she was admitted to a general
floor in the hospital for conservative treatment with
intravenous fluids and antibiotics. Miraculously, her VT
spontaneously resolved without use of antiarrhythmics
or electricity, and the patient recovered.   ■
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Sepsis and Tachypnea

Figure: 12-lead ECG and rhythm strip obtained from an older woman with urinary sepsis and acute tachypnea.



In this issue: Updated Immunization Guidelines from
the CDC; Do antivirals have a role in the treatment of Bell’s
palsy? Topiramate is a promising treatment for alcohol
dependence; and FDA Actions.

The Annals of Internal Medicine has published
updated Adult Immunization Guidelines
from the CDC as an early release article on

their website dated October 18. Full guideline
will be available in the November 20 print edi-
tion. The guideline has several important changes
and updates. 

The new herpes zoster vaccine is added to the
guideline this year. The vaccine should be given
routinely to all immunocompetent adults age 60
and older. It is not recommended for immuno-
compromised adults as it is a live attenuated
virus. The vaccine is given once in a lifetime, and
does not require a booster.

The new human papilloma virus has also been
added. The vaccine protects against 4 types of
HPV, which causes 90% of genital warts and 70%
of cervical cancers. It is recommended for women
aged 11 to 26 years. It requires three doses given
at zero, 2 and 6 months. It should not be given to
pregnant women. 

The new pertussis vaccine is coupled with diph-
theria and tetanus to form Tdap (Adacel- Sanofi
Pasteur). This is a 1-time, 1-dose vaccine that should
be given to all adults age 64 or younger when they
are scheduled for their next tetanus (Td) booster.
Tetanus boosters should be given every 10 years,
but the interval may be shortened to as little as two
years for high-risk patients including postpartum
women, close contact of infants younger than 12
months of age, and all healthcare workers with
direct patient contact. It has not been tested in

adults age 65 or older. This vaccine is different from
the previously approved Tdap for adolescents aged
10 to 19 (Boostrix-GlaxoSmithKline).

There are now 15 indications for influenza vac-
cine. New indications include those who have dif-
ficultly handling respiratory secretions or have
increased risk of aspiration. All women who are
pregnant or will be pregnant during the flu season
should be vaccinated. All healthcare workers
should be vaccinated unless they have strong con-
traindications.

Hepatitis B vaccine recommendations have
changed, and the vaccine is now recommended
for all sexually active adults who are not in a
long-term mutually monogamous relationship.

Because of several recent large-scale mumps out-
breaks in this country, a mumps vaccine booster is
now recommended for specific age groups, espe-
cially adults who work in healthcare settings. The
standard is to give MMR, even if immunity exists
for one or more of the components of MMR.

The pneumococcal vaccine recommendations
remain the same. The vaccine should be given at
age 65 unless the patient has specific risk factors,
in which case it should be given to those younger
than 65. A small subgroup of patients should be
given a second booster.  If the vaccine was initi-
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ated under age 65 for high-risk patients, a booster
should be given at age 65 or five years after the ini-
tial vaccine. If the vaccine was initiated over age
65, a booster should only be given to immunocom-
promised patients after five years.  The vaccine
should not be given every five years (a common
misconception). In fact, no one should receive
more than two doses under any circumstances.
There is even some evidence that more than two
doses may be harmful and could potentially atten-
uate the immune response.
Antivirals and Bell’s Palsy?

Do antivirals have a role in the treatment of Bell's
palsy? This question has been debated for decades,
with several small studies indicating a relationship
between herpes simplex infections and facial paral-
ysis. Despite this, treatment with acyclovir or vala-
cyclovir has not been proven to be effective in
treating Bell’s palsy. Regardless,  antivirals are fre-
quently prescribed along with oral steroids. A new
study confirms that steroids are useful, but antivi-
rals are not. Nearly 500 patients with new onset of
Bell's palsy were randomized to 10 days of treat-
ment with prednisolone, acyclovir, both agents, or
placebo. The primary outcome was recovery of
facial function.  At three months, the proportion to
patients who had recovered facial function were
83.0% in the prednisolone group compared with
63.6% among patients who did not receive pred-
nisolone (P < 0.001) and 71.2% in the acyclovir
group as compared to 75.7% among patients who
did not receive acyclovir (adjusted P = 0.50). After
nine months, recovery was 94.4% for prednisolone
and 81.6% for no prednisolone (P < 0.001) and
85.4% for acyclovir and 90.8% for no acyclovir
(adjusted P = 0.10). For patients treated with both
drugs, recovery was 79.7% at 3 months (P < 0.001)
and 92.7% at nine months (P < 0.001).  There were
no serious adverse effects in either group. The
authors conclude that early treatment with pred-
nisolone significantly improves the chance of com-
plete recovery, while there's no evidence of benefit
with acyclovir alone or in combination with the
steroid (NEJM. 2007; 357:1598-1607).
Topiramate Promising
for Alcohol Treatment

Topiramate is a promising treatment for alcohol
dependence according to a new study. The drug
was shown to be effective in this role in a small
study published in 2003. This new, larger multisite
14 week double-blind, randomized, placebo con-
trolled trial enrolled 371 men and women age 18 to
65 years who were diagnosed with alcohol
dependence.  Up to 300 mg per day of topiramate

was given to 183 participants while 188 were
treated with placebo. Both groups were enrolled in
a weekly compliance enhancement intervention
program. The primary end point was self-reported
percentage of heavy drinking days, while second-
ary outcomes included other self-reported drinking
measures along with laboratory measures of alco-
hol consumption. Topiramate was more efficacious
than placebo at reducing percentage of heavy
drinking days from baseline to 14 weeks (mean dif-
ference 8.44%; 95% CI, 3.07%-13 .80%; P = .002).
Topiramate also reduced all of the drinking out-
comes (P <.001 for all comparisons). Adverse
events were more common with topiramate,
including paresthesia (which occurred in over 50%
of those on the drug), taste perversion, anorexia
and difficulty with concentration. In general, how-
ever, the drug was safe and consistently efficacious
for treating alcohol dependence (JAMA.
2007;298:1641-1651).  An accompanying editorial
points out that the benefits of topiramate were still
increasing at the end of the study, indicating the
longer treatment may be more effective (JAMA.
2007;298:1691-1692).
FDA Actions 

The FDA has announced new warnings on phos-
phodiesterase type 5 inhibitors regarding hearing
loss. The drugs include sildenafil (Viagra, Revatio),
tadalafil (Cialis) and vardenafil (Levitra). The
agency has received 29 cases of sudden hearing loss
associated with use of the drugs dating back to
1996. Most cases were unilateral and temporary.

Modafinil (Provigil) has also been the subject of
new warnings including serous rashes and psychi-
atric symptoms. The drug, which is used for nar-
colepsy, obstructive sleep apnea, shiftwork
disorder, and multiple sclerosis, has been associ-
ated with severe rashes including Stevens-Johnson
syndrome and toxic epidermal necrolysis. The
FDA suggested caution should be exercised when
modafinil is given to patients with a history of
psychosis, depression, or mania.

An FDA advisory panel has recommended
restricting childhood cold medications to children
over the age of six years. They also recommend
strong limits on marketing these products for
younger children. This follows a voluntary with-
drawal from the market of infant cough and cold
medications by most manufacturers of these
products. Voluntary withdrawal involves medica-
tions used in children younger than two years.
The drugs that contain decongestants and anti-
histamines have been associated with more than
one hundred deaths since 1969.   ■
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