
AHC Media Home Page—www.ahcmedia.com	 	 	                               CME for Physicians—www.cmeweb.com
	 	 	 	 	 	 	 	 	 	 	 	 	 												www.cmecity.com

EDITOR
Stephen A. Brunton, MD
Adjunct Clinical Professor 
University of North Carolina, 
Chapel Hill

ASSOCIATE EDITORS
James Chan, PharmD, PhD
Pharmacy Quality and 
Outcomes Manager, Kaiser 
Permanente, Oakland, CA

William T. Elliott, MD, FACP
Chair, Formulary Committee, 
Northern California Kaiser 
Permanente; Assistant Clinical 
Professor of Medicine, University  
of California, San Francisco

Ken Grauer, MD
Professor Emeritus in Family  
Medicine, College of Medicine,
University of Florida

Rahul Gupta, MD, MPH, FACP
Clinical Assistant Professor,
West Virginia University
School of Medicine 
Charleston, WV

Harold L. Karpman, MD,  
FACC, FACP
Clinical Professor of Medicine, 
UCLA School of Medicine

Louis Kuritzky, MD
Clinical Assistant Professor, 
University of Florida, Gainesville

Barbara A. Phillips, MD, MSPH
Professor of Medicine, 
University of Kentucky;
Director, Sleep Disorders 
Center, Samaritan Hospital,
Lexington

Joseph E. Scherger, MD, MPH
Vice President, Primary Care, 
Eisenhower Medical Center; 
Clinical Professor,  
Keck School of Medicine,  
University of Southern California

Penny Tenzer, MD
Associate Professor and Vice Chair, 
Department of Family Medicine and 
Community Health 
Chief of Service, Family Medicine, 
University of Miami Hospital 
University of Miami Miller School 
of Medicine

Jeff Unger, MD
Director, Metabolic Studies 
Catalina Research Institute 
Chino, CA

Joseph Varon, MD, FACP,  
FCCP, FCCM
Clinical Professor of Medicine and 
Professor of Acute and Continuing 
Care, University of Texas Health 
Science Center, Houston; Clinical 
Professor of Medicine, University 
Texas Medical Branch, Galveston

Allan J. Wilke, MD, MA
Professor and Chair 
Program Director 
Department of Family Medicine 
Western Michigan University 
School of Medicine, Kalamazoo

PEER REVIEWER
Gerald Roberts, MD
Senior Attending Physician  
Long Island Jewish Medical Center 
NS/LIJ Health Care System 
New Hyde Park, NY

Volume 35    •    Number 10    •    May 29, 2013    •    Pages 73-80

IntErnAl MEdICInE AlErt Is AvAIlAblE onlInE
www.internalmedicinealert.com

Providing Evidence-based 

Clinical Information for 35 Years

InsIde
Hemorrhagic 

stoke with 
dual antiplate-

let therapy 
page 74

Review  
of vitamin and 

antioxidant 
supplements 

finds no  
impact on risk 

of CVD 
page 75

Brief reports  
page 77

Financial Disclosure: 
Internal Medicine Alert’s 
editor, Stephen Brunton, 
MD, serves on the advisory 
board for Abbott, Amarin, 
Boehringer Ingelheim, 
Duchesnay, Janssen, Lilly, 
Novo Nordisk, Sunovion, 
and Teva; he serves on 
the speakers bureau of 
Boehringer Ingelheim, Jans-
sen, Lilly, Novo Nordisk, and 
Teva. Peer reviewer Gerald 
Roberts, MD; executive 
editor Leslie Coplin; and 
managing editor Neill 
Kimball report no financial 
relationships relevant to this 
field of study.

Healthy Physicians Equal  
Healthy Patients

A b s t r A c t  &  c o m m e n t A r y

By Rahul Gupta, MD, MPH, FACP

Clinical Assistant Professor, West Virginia University School of Medicine, 
Charleston, WV

Dr. Gupta reports no financial relationships relevant to this field of study.

Synopsis: More patients who received a preventive medicine 
intervention also had their physician receive the corresponding 

preventive intervention.

Source: Frank E, et al. The association between physicians’ and patients’ 
preventive health practices. CMAJ 2013; Apr 8. [Epub ahead of print.]

It is well established that physician recommendations can have a 
significant impact on the lifestyle behavior of their patients. Whether 

it is diet and exercise, immunizations, or cancer screenings, a physi-
cian recommendation for such preventive measures is a good predictor 
for outcomes. However, increasingly our patients are evaluating not 
just the advice but also the ability of their own physician to “walk the 
talk.” In a British study, researchers found that only one in five physi-
cians get the recommended 30 minutes of moderate exercise at least 5 
days a week.1 Although these physicians blamed lack of time, lack of 
motivation, or lack of workout facilities, those with an on-site gym at 
their hospital did not fare any better than those without, and one-third 
of them were not even aware of the existence of such a facility. Exist-
ing research, mostly based on self-reported data, also demonstrates that 
physicians who practice healthy lifestyle habits themselves are more 
likely to play a significant role in helping their patients adopt healthy 
lifestyles for primary prevention of chronic diseases.2

In their research, Frank et al used data from Israel’s largest health 
maintenance organization (HMO) to assess various indicators of qual-
ity health care for primary care physicians and their adult patients. 
Since this particular HMO covers more than 50% of Israel’s popula-
tion, including physicians, the study included accessing data on almost 
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2 million adults and 1500 primary care physicians. Eight 
prevention-related health quality indicators were exam-
ined. These included age-based screenings for breast 
cancer, colorectal cancer, cholesterol, pneumococcal, and 
influenza vaccines, as well as three different age-based 
screenings for hypertension.

Researchers found that for all eight indicators, pa-
tients whose physicians were compliant with the pre-
ventive practices were more likely (P < 0.05) to also 
have undergone these preventive screenings themselves 
as compared to patients with noncompliant physicians. 
For example, patients of those physicians who them-
selves received the annual influenza vaccine were 13.7% 
relatively more likely to receive the vaccine than those 
whose physicians did not receive the vaccine. The study 
demonstrated a statistically significant difference for all 
eight preventive interventions. There was some overlap 
between closely related preventive practices. For exam-
ple, among patients whose physicians received the in-
fluenza vaccine, 60.9% of eligible patients also received 
the pneumococcal vaccine, compared with 56.8% of 
patients whose physicians did not receive the influenza 
vaccine (7.2% relative difference, P < 0.001). However, 
a similar benefit was not found across the category of 
preventive service. For example, mammography rates 
for patients were not influenced by whether their physi-
cians had received the influenza vaccine.

n COMMENTARY 
As a profession, we have not always taken good care of 

ourselves. Beyond a handful of health care systems, a sys-
tematic support system for physician health does not exist 
across our nation since most policy makers already believe 
that “we are the docs so we must know how to take care of 
ourselves.” On the other hand, it seems like common sense 
that physicians who believe in preventive practices enough 
to undergo those services themselves are more likely to ef-
fectively counsel their patients about them. The study by 
Frank et al reinforces that “healthy physician-healthy pa-
tient” relationships are more closely related than we once 
thought. Probably applicable to primary care physicians in 
United States, this study demonstrates that there is room 
for improvement in our own preventive practices. Adhering 
to preventive medicine guidelines personally will not only 
facilitate counseling our patients better and become more 
effective in obtaining compliance, but it may help improve 
our health and wellness as well. Almost three-quarters of 
the $2.7 trillion U.S. health care spending (about 18% of 
our gross domestic product) is spent largely on preventable 
chronic illnesses such as obesity, diabetes, and heart dis-
ease. Perhaps with the current national focus on prevention, 
we can take advantage of the opportunity by individually 
adhering to the screening recommendations by the United 
States Preventive Task Force, which may further aid and 
reinforce a strong physician-patient relationship.3 While I 
am not entirely convinced that preventive care only will 
significantly reduce these high costs, especially since some 
of the measures actually do not contribute to improved 
health status, I do believe in the observation once made by 
Thomas Jefferson “the ground of liberty is won by inches.” 
Gradually, we will get there!   n
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Hemorrhagic Stoke with Dual 
Antiplatelet Therapy
A b s t r A c t  &  c o m m e n t A r y

By Michael H. Crawford, MD

Dr. Crawford reports no financial relationships relevant to this field of study. 
This article originally appeared in the April 2013 issue of Clinical Cardiology 
Alert.
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Synopsis: The authors concluded that in CAD pa-
tients, a history of CVE increased the risk of subsequent 
cardiovascular events, including hemorrhagic stroke.

Source: Ducrocq G, et al. A history of stoke/transient ischemic 
attack indicates high risks of cardiovascular event and hemor-
rhagic stroke in patients with coronary artery disease. Circula-
tion 2013;127:730-738.

The reduction of atherothrombosis for continued 
Health (REACH) study is an international registry 

of patients on antithrombic therapy that provides an op-
portunity to evaluate the risk of ischemic and bleeding 
outcomes in patients with coronary artery disease (CAD). 
Among 26,380 REACH patients with CAD, there were 
4460 (17%) with a history of prior stroke/transient isch-
emic attack (TIA). The prior cerebrovascular event (CVE) 
patients were older, more frequently female, and more 
likely to have diabetes, hypertension, or atrial fibrillation 
as compared to the rest of the CAD patients. Also, they 
were more likely to be taking dual antiplatelet therapy 
and oral anticoagulants. Over a 4-year follow-up, the 
CAD plus CVE patients had a higher death rate (18% vs 
11%) and more cardiovascular events (25% vs 13% death, 
myocardial infarction, or stroke). Stroke was especially 
common (13% vs 4%) with twice as many hemorrhagic 
strokes. The increased risk for hemorrhagic stroke was 
greatest the first year and was particularly high in those 
on dual antiplatelet therapy (hazard ratio [HR], 5.21; 95% 
confidence interval [CI], 1.24-21.90). Oral anticoagulants 
plus dual antiplatelet therapy augmented the risk, but not 
anticoagulant therapy alone. Bleeding rates were higher in 
the CAD plus CVE vs the rest of the CAD patients (3.5% 
vs 2.5%). The authors concluded that in CAD patients, a 
history of CVE increased the risk of subsequent cardio-
vascular events, including hemorrhagic stroke, which was 
especially augmented in those on dual antiplatelet therapy 
in the first year after a prior CVE. 

n COMMENTARY 
This study has important clinical implications. Among 

CAD patients, a history of CVE is common (17% in this 
study) and these patients have a higher risk of subsequent 
cardiovascular events such as cardiac death, myocardial 
infarction, and stroke. Thus, they are candidates for ag-
gressive antithrombic therapy, including dual antiplatelet 
therapy and, in some cases, oral anticoagulants. However, 
they also have higher rates of bleeding, including hemor-
rhagic stroke, especially if they are on dual antiplatelet 
therapy. Hence, we have a therapeutic dilemma. Although 
the absolute risk of hemorrhagic stroke was small (0.6%) 
vs ischemic stroke (12%), it is most often fatal. In fact, 
the authors speculated that the incidence of hemorrhagic 
stroke may have been underestimated because some were 

classified as sudden deaths only.
These observations have been seen in other trials. For 

example, the use of prasugrel in acute coronary syn-
dromes in patients with prior CVEs showed an increase 
in hemorrhagic stroke (HR, 1.54; 95% CI, 1.02-2.32; P 
= 0.04). Also, in the MATCH study, among patients with 
a recent CVE, those on dual antiplatelet therapy vs clopi-
dogrel alone showed a higher rate of major bleeding and 
little effect on ischemic events. 

Given these findings, how do we manage CAD patients 
with a history of CVE? This study provides some guidance. 
Those with a prior TIA have far less risk than those with a 
prior stroke. So, only stoke patients should create caution 
with regard to dual antiplatelet therapy. Also, the first year 
after a CVE was the highest risk period, so perhaps those 
in this time frame should be treated with single antiplatelet 
therapy or have coronary stenting delayed if possible. What 
to do with oral anticoagulation therapy is not clear from 
this study due to small numbers, but triple therapy in post 
CVE patients would probably be especially risky.   n

Large Systematic Review  
of Vitamin and Antioxidant 
Supplements Finds No  
Impact on Risk of CVD
A b s t r A c t  &  c o m m e n t A r y

By Dónal P. O’Mathúna, PhD 

Senior Lecturer in Ethics, Decision-Making & Evidence, 
School of Nursing and Human Sciences, Dublin City Univer-
sity, Ireland

Dr. O’Mathúna reports no financial relationships relevant to this field of 
study. This article originally appeared in the April 2013 issue of Integrative 
Medicine Alert.

Synopsis: A systematic review and meta-analysis of 50 
randomized controlled trials did not find that vitamin 
and antioxidant supplements reduce the risk of cardio-
vascular disease. Numerous subgroup analyses simi-
larly found no benefit from daily supplementation, but 
also no adverse effects.

Source: Myung SK, et al. Efficacy of vitamin and antioxidant 
supplements in prevention of cardiovascular disease: System-
atic review and meta-analysis of randomised controlled trials. 
BMJ 2013;346:f10. doi: 10.1136/bmj.f10.

This systematic review and meta-analysis focused on 
randomized, controlled trials (RCTs) of vitamin and 
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antioxidant supplements for the prevention of cardiovas-
cular disease. A number of previous meta-analyses of 
such supplementation have reached conflicting conclu-
sions. In contrast, numerous epidemiological studies have 
found associations between fruit and vegetable intake and 
reduced risk of cardiovascular diseases. Multivitamin sup-
plementation is commonly practiced and believed to be 
beneficial as a way of obtaining the benefits of fruit and 
vegetable consumption. Previous meta-analyses of RCTs 
had examined individual vitamins or antioxidants, while 
the meta-analysis reported here examined all supplements 
containing either vitamins and/or antioxidants, and also 
conducted several subgroup analyses. 

A comprehensive database search yielded more than 
2000 articles, of which 50 satisfied the predetermined 
inclusion criteria. These were RCTs lasting at least 6 
months that reported on the efficacy of vitamin or anti-
oxidant supplementation for the primary or secondary 
prevention of cardiovascular diseases. Of these, 45 were 
double-blinded while five were open-label trials. The in-
cluded trials involved 294,478 participants who ranged in 
age from 49-82 years. Two trials were conducted in China 
and the rest in Western countries. Supplementation lasted 
between 6 months and 12 years, involving a wide range 
of different vitamins, antioxidants, and combinations. 
Manufacturers funded five of the trials, 42 were funded 
by public or independent organizations, and three did not 
report funding source.

Study quality was assessed using the Jadad scale, with 
the mean score for the 47 assessable trials being 4.3 out of 
5 (range 2 to 5). Publication bias was not identified using 
either the Begg’s funnel plot or the Egger’s test. A fixed 
effects model was used for meta-analysis of all 50 trials 
and showed no impact of supplementation on the risk of 
major cardiovascular events (relative risk [RR] 1.00; 95% 
confidence interval [CI], 0.98-1.02). Subgroup meta-anal-
ysis where vitamins or antioxidants were given singly or 
in any combination showed no beneficial effects. 

Several subgroup analyses were carried out with the 
majority finding no significant associations with risk of 
major cardiovascular events. These included meta-analy-
ses by type of supplement, type of cardiac outcome, type 
of prevention (primary or secondary), methodological 
quality of trials, duration of treatment, funding source, or 
supplement provider. Beneficial effects were identified in 
three subgroup analyses. Low-dose vitamin B6 supple-
mentation slightly decreased the risk of major cardiovas-
cular events (RR 0.92; 95% CI, 0.85-0.99). Vitamin B6 
and vitamin E supplementation reduced the risk of cardio-
vascular death (RR 0.91; 95% CI, 0.83-0.99) and myocar-
dial infarction (RR 0.77; 95% CI, 0.65-0.91). However, 
these beneficial effects were only seen in trials where the 
pharmaceutical industry provided the supplements (but 
no further information was given on whether industry had 

any influence on the research protocol). In addition, when 
only high-quality trials were analyzed, these beneficial ef-
fects were not identified.

The reviewers concluded that, “In this large-scale 
meta-analysis of randomised controlled trials, we found 
no evidence to support the use of vitamin or antioxidant 
supplements for the primary or secondary prevention of 
major cardiovascular events.”

n COMMENTARY 
The meta-analysis reported here satisfied the AMSTAR 

criteria for high methodological quality of systematic re-
views.1 One limitation was their use of the Jadad scale to 
assess the methodological quality of the included RCTs. 
The reviewers acknowledged the criticisms of this tool 
as it places greater emphasis on the quality of the trial’s 
report rather than the risk of bias in the conduct of the 
trial. However, this tool is more convenient and efficient 
to use. Another limitation is the ages of the RCT partici-
pants, who were older than 49 years, and the locations of 
the studies, primarily in Western countries. This limits the 
generalizability of the findings for other populations. 

Even with these limitations, this meta-analysis joins 
a growing list of meta-analyses of RCTs that have not 
found support for the use of vitamin and antioxidant 
supplements to prevent cardiovascular disease or cancer, 
or reduce overall mortality.2 However, the results conflict 
with the results of in vitro and animal studies, and high-
light concerns about the applicability of these studies for 
clinical decision-making.

In spite of the widespread use of multivitamins, contro-
versy has raged over their efficacy. The December 2012 
issue of Integrative Medicine Alert reviewed the results 
of the Physicians’ Health Study II (PHSII).3 This 15-year, 
double-blind, RCT compared the effects of a multivitamin 
(Centrum Silver) with placebo on male physicians age 50 
years or older. This limits the applicability of its results to 
this product, and there is debate over the best formulation 
for a multivitamin. The primary endpoints were incidence 
of cancer and major cardiovascular events, with secondary 
endpoints of site-specific cancers. The reviewed article 
reported on cancer endpoints, noting a statistically signifi-
cant 8% reduction in the rate of total cancer in the multi-
vitamin group compared to the placebo group. However, 
other RCTs have not found such beneficial effects, and 
hence national and international cancer prevention guide-
lines do not (as yet) recommend multivitamins for cancer 
prevention. Some of the reasons for this were reviewed in 
the commentary as it examined the strengths and weak-
ness of PHSII, and the general challenges of conducting 
RCTs with multivitamins (particularly the impossibility 
of having a true placebo group since vitamins are readily 
available in people’s diets, but to varying degrees). 
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In another recent publication, the PHSII reported its 
findings for cardiovascular endpoints.4 These found no 
significant benefit from multivitamin use compared to pla-
cebo on major cardiovascular events (hazard ratio [HR] 
1.01; 95% CI 0.91-1.10; P = 0.91). In addition, a daily 
multivitamin had no beneficial effects on total MI, total 
stroke, cardiovascular disease mortality, or total mortality.

In contrast, the January 2013 issue of Integrative Medi-
cine Alert reviewed a cross-sectional study of the daily 
dietary intake of flavonoids on risk factors for coronary 
artery disease.5 The endpoints measured were blood pres-
sure and arterial stiffness. The flavonoids were obtained 
primarily from wine, grapes, and berries, which are good 
sources of vitamins and antioxidants. The study found 
that higher intake of only the anthocyanin subclass of 
flavonoids was associated with significantly lower blood 
pressure and arterial stiffness.

These reports, coupled with the meta-analysis reported 
here, exemplify the conflicting results of studies examin-
ing the efficacy of multivitamins. They also point to some 
of the reasons for these different results and toward some 
ways to interpret these contradictory results for patients. 
Cross-sectional studies like the one reviewed in January 
use food frequency questionnaires to record people’s di-
etary consumption, while RCTs like the PHSII and those 
reviewed in the meta-analysis focus on a multivitamin in-
tervention. They are, so to speak, examining apples and 
oranges. Multivitamin preparations are synthetically pro-
duced with controlled amounts of specific vitamins and 
other components. Questions abound over the combina-
tion of vitamins, the dose of each, their bioavailability, 
and how they have been manufactured and stored. In con-
trast, fruits and vegetables contain a wide variety of dif-
ferent natural products in varying proportions. Although 
many case-control and cohort studies of fruit and veg-
etable consumption find beneficial results, the RCTs of 
multivitamin products have tended to have less beneficial 
effects. The meta-analysis reported here is thus in keeping 
with this general trend. 

While at first glance the results of these studies may 
appear to conflict, they are in keeping with current guide-
lines. Thus, consumption of fruit and vegetables is recom-
mended as part of an overall healthy lifestyle to reduce 
the risk of cardiovascular disease. Consumption of daily 
multivitamin and antioxidant supplements is not part of 
such guidelines and is not warranted by the most recent 
meta-analysis of RCTs. It is not looking like a daily mul-
tivitamin is going to take the place of an apple a day.   n
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Brief Reports
By Matthew E. Fink, MD

Professor and Chairman, Department of Neurology, Weill 
Cornell Medical College, and Neurologist-in-Chief, New York 
Presbyterian Hospital

Dr. Fink is a retained consultant for MAQUET. The articles originally ap-
peared in the April 2013 issue of Neurology Alert. 

Mediterranean Diet Can  
Reduce Risk for Stroke

Source: Estruch R, et al, for the PREDIMED Study Investiga-
tors. Primary prevention of cardiovascular disease with a Medi-
terranean diet. N Engl J Med 2013; Feb. 25. DOI: 10.1056/
NEJMoa1200303. [Epub ahead of print.]

The predimed investigators from barcelona, spain, 
reported the results of their multicenter, random-

ized dietary treatment trial of the effects of three differ-
ent diets on cardiovascular events — a Mediterranean 
diet supplemented with extra virgin olive oil, a Mediter-
ranean diet supplemented with mixed nuts, or a control 
diet that included advice to reduce dietary fat. The Medi-
terranean diet is characterized by a high intake of olive 
oil, fruit, nuts, vegetables, and cereals; a moderate intake 
of fish and poultry; a low intake of dairy products, red 
meat, processed meats, and sweets; and wine in modera-
tion consumed with meals. A number of observational 
cohort studies suggested that this diet, over many years, 
might confer a reduced risk of cardiovascular disease, but 
this was the first large-scale, randomized study that di-
rectly compared diets. The primary endpoint was the rate 
of major cardiovascular diseases (myocardial infarction, 
stroke, death from cardiovascular causes), and the trial 
was stopped early (median follow-up of 4.8 years) when 
an interim analysis showed a significant difference in out-
comes, based on which diet was instituted. 
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The enrolled subjects were free of cardiovascular 
disease, but had risk factors for disease — type 2 dia-
betes mellitus, or at least three of the following other 
risk factors: smoking, hypertension, elevated LDL, low 
HDL, obesity, or family history of premature coronary 
heart disease. A total of 7447 patients were enrolled 
(ages 55 to 80 years); 57% were women, and they were 
followed for a mean time of 4.8 years before the study 
was terminated. In a multivariable-adjusted analysis, 
the hazard ratios were 0.70 (95% confidence interval 
[CI], 0.54-0.92) for the Mediterranean diet with extra 
olive oil, and 0.72 (95% CI, 0.54-0.96) for the group 
assigned to the Mediterranean diet with nuts, vs the 
control group. For stroke alone, the hazard ratios for 
the two Mediterranean diets were 0.67 (olive oil) and 
0.54 (nuts). Adherence to the Mediterranean diet re-
sults in a clinically and statistically significant reduc-
tion in cardiovascular events, especially stroke.   n

Low Levels of Light Exposure  
Associated with Higher Stroke  
Incidence

Source: Kent ST, et al. Short- and long-term sunlight radiation 
and stroke incidence. Ann Neurol 2013;73:32-37.

This investigation was a subset observational co-
hort of the REGARDS trial, which looked at a va-

riety of risk exposures to African American and white 
patients living in the Southeastern Stroke Belt as well 
as the Southwest United States. Sunlight exposure was 
determined by using the North American Land Data As-
similation System dataset with calculation made for dif-
ferent regions over periods of 15-, 10-, 5-, 2-, and 1-year 
exposures. A cohort of 16,606 stroke and coronary ar-
tery disease-free black and white participants > 45 years 
were analyzed for these defined time periods, and com-
pared for stroke risk using the lowest and highest quar-
tiles of exposure to sunlight. After adjustment for other 
covariates, the previous year’s monthly average insola-
tion exposure that was below the median gave a hazard 
ratio of 1.61 (95% CI, 1.15-2.26) and the previous year’s 
highest monthly average temperature exposure gave an 
HR of 1.92 (95% CI, 1.27-2.92).

The results of this study suggest that low light exposure 
increases stroke risk and that high temperature exposure 
increases stroke risk. The physiologic mechanisms relat-
ed to these observations are unknown and require further 
investigation.   n

Pharmacology Update
Acyclovir Buccal Tablets 
(Sitavig)
By William T. Elliott, MD, FACP, and  
James Chan, PharmD, PhD
Dr. Elliott is Chair, Formulary Committee, Northern  
California Kaiser Permanente; and Assistant Professor  
of Medicine, University of California, San Francisco.  
Dr. Chan is Pharmacy Quality and Outcomes Manager, 
Kaiser Permanente, Oakland, CA

Drs. Elliott and Chan report no financial relationships relevant to this field  
of study. 

The fda has approved a buccal formulation of acy-
clovir for the treatment of recurrent cold scores. The 

product uses a mucoadhesive technology that delivers the 
drug in high concentration to the site of the cold sore. 
Acyclovir buccal tablets are manufactured by Farmea in 
France and marketed as Sitavig by BioAlliance Pharma.

Indications
Acyclovir buccal is indicated for the treatment of re-

current herpes labialis (cold scores) in immunocompetent 
adults.1

Dosage
The recommended dose is one tablet applied to the up-

per gum (above the incisor tooth) within 1 hour after the 
onset of prodromal symptoms and before the occurrence 
of any signs of herpes labialis.1 It should be applied on the 
same side of the mouth as the herpes symptoms. The tablet 
is allowed to dissolve during the day or for at least 6 hours. 
Acyclovir buccal tablets are available as 50 mg tablets.

Potential Advantages
Acyclovir buccal provides high salivary concentrations 

of acyclovir. After a single application, the maximum 
mean salivary concentration is 440 mcg/mL 8 hours after 
application.1

Potential Disadvantages
Milk protein is an inactive ingredient of acyclovir buc-

cal tablets and the product is contraindicated in individu-
als who have a known hypersensitivity to milk protein.1

Comments
The safety and efficacy of acyclovir buccal was studied 

in a randomized, double-blind, placebo-controlled study.1 

Subjects had recurrent herpes labialis of at least four epi-
sodes in the previous year. Approximately 70% had five 
or more episodes. Subjects were randomized to acyclovir 
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CME Objectives
Upon completion of this educational activity,  
participants should be able to:
• describe new findings in the differential  

diagnosis and treatment of various diseases;
• describe the advantages, disadvantages and  

controversies surrounding the latest advances  
in the diagnosis and treatment of disease;

• identify cost-effective treatment regimens;
• explain the advantages and disadvantages   

of new disease screening procedures.

CME Instructions
To earn credit for this activity, follow these instructions:
1. Read and study the activity, using the provided references for fur-

ther research.
2. Log on to www.cmecity.com to take a post-test; tests can be taken 

after each issue or collectively at the end of the semester. First-
time users will have to register on the site using the 8-digit sub-
scriber number printed on their mailing label, invoice or renewal 
notice. 

3. Pass the online tests with a score of 100%; you will be allowed to 
answer the questions as many times as needed to achieve a score 
of 100%. 

4. After successfully completing the last test of the semester, your 
browser will be automatically directed to the activity evaluation 
form, which you will submit online. 

5. Once the completed evaluation is received, a credit letter will be e-
mailed to you instantly. You will no longer have to wait to receive 
your credit letter!   n

CME Questions
1. Patients of those physicians who themselves received the 

annual influenza vaccine were what percent relatively more 
likely to receive the vaccine than those whose physicians did 
not receive the vaccine? 
a. 7.2%
b. 13.7%
c. 25.8%
d. 50.5%

2. Although the overall meta-analysis found no evidence of ben-
efit from vitamins and antioxidants on risk of cardiovascular 
disease, subgroup analyses identified some benefit depending 
on:
a. whether prevention was primary or secondary.
b. the methodological quality of trials.
c. the duration of supplementation.
d. None of the above

3. Careful adherence to the Mediterranean diet over many 
years can reduce the risk of stroke and heart attack. 
a. True
b. False

4. Absence of exposure to natural sunlight may increase the risk 
of ischemic stroke.
a. True
b. False

buccal 50 mg (n = 378) or placebo (n = 397). The efficacy 
endpoint was the duration of the recurrent herpes episode. 
Analysis was based on intent-to-treat. Acyclovir applica-
tion resulted in an approximate half-day shorter duration of 
the episode. Buccal acyclovir is well tolerated with gingi-
val pain, application site pain and irritation, and aphthous 
stomatitis, occurring in about 1% of subjects.1 There are 
currently no published trials with other treatment regimens. 

Clinical Implications
Recurrent herpes simplex labialis is a common con-

dition affecting up to 40% of the U.S. population. It is 
generally self-limiting with healing occurring in 7-10 
days. The window to affect the disease course is small 
as treatment needs to be initiated early after the onset of 
prodromal symptoms. Current pharmacotherapy includes 
valacyclovir (2 g twice daily for 1 day), oral acyclovir 
(400 mg 5 times a day for 5 days), topical penciclovir (ap-
ply every 2 hours for 4 days during waking hours), topical 
acyclovir (applied 5 times a day for 4 days), and docosa-
nol (10% applied 5 times daily). These regimens shorten 
healing time by one-half to 1.3 days.2 Oral treatment tends 
to be more effective. The single dose of buccal acyclovir 
reduces healing by one-half a day. It offers a new option 
for a common recurrent condition. As for prophylactic 
management, systemic antiviral therapy appeared to have 
modest benefit in preventing recurrent herpes labialis.3 

The cost for buccal acyclovir was not available at the time 
of this review.   n
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Clarification
In the May 15, 2013, issue of Internal Medicine Alert,  

in the Pharmacology Update on page 70, under the sec-
tion titled “Comments,” the last sentence should read as 
follows:

“In the same time period of bendectin withdrawal, the 
authors found that the birth defect rate remained steady 
but the hospitalization rate for nausea and vomiting due 
to pregnancy doubled.”   n
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Clinical Briefs
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In Future Issues:

Stepwise Screening of Atrial Fibrillation 
in a 75-year-old Population

n-3 Fatty Acids in Patients with  
Multiple Cardiovascular Risk Factors

Screening for Hypertension Annually 
Compared with Current Practice

Are OSA Outcomes 
Better in the Hands  
of Sleep Specialists 
than Primary Care  
Clinicians?

Source: Chai-Coetzer CL, et al. Primary 
care vs specialist sleep center manage-
ment of obstructive sleep apnea and 
daytime sleepiness and quality of life: A 
randomized trial. JAMA 2013;309:997-
1004.

The recognition of obstructive sleep 
apnea (OSA) as a health burden of 

compelling epidemiologic presence with 
significant impact on both quality of 
life and cardiovascular health has been 
recognized by health care providers of 
essentially all disciplines. Increasingly, 
sophisticated sleep laboratory monitor-
ing devices allow ever more detailed 
(and usually more costly) understand-
ing of sleep dysregulation. At the same 
time, awareness of the frequency and 
consequences of OSA among diverse 
disciplines of medicine has resulted in a 
sufficiently burgeoning population of in-
dividuals who merit screening that sleep 
labs are often unable to keep pace with 
the increasing demand. 

A proliferation of simpler, home-
based tools for the identification and 
potential management of OSA that can 
be used by sleep specialists and primary 
care clinicians alike has prompted the 
question of whether outcomes for OSA 
patients attended by sleep specialists 
(who are usually not primary care cli-
nicians), typically with complex sleep 

analysis tools (which are most com-
monly employed in a specific sleep 
laboratory), are superior to outcomes 
for patients attended by primary care 
clinicians with less sophisticated home-
based tools.

The authors report on a randomized, 
controlled, non-inferiority trial of pa-
tients with OSA identified and treated 
either in a university sleep laboratory by 
sleep specialists or by community pri-
mary care practices. The primary out-
come was improvement in the Epworth 
Sleepiness Scale, a commonly used and 
validated scoring system for monitoring 
sleepiness associated with OSA.

At the end of the 6-month trial, 
scores on the Epworth Sleepiness Scales 
were identical in both groups, and out-
comes in the primary care group were 
determined to be non-inferior to sleep 
specialist care. Hopefully, primary care 
clinicians will become more involved in 
the identification and management of 
OSA, since equally salutary outcomes 
are seen in their hands as in the hands 
of sleep specialists.   n

Inhaled Steroids  
Increase Risk of TB  
in COPD Patients

Source: Kim J, et al. Inhaled cortico-
steroid is associated with an increased 
risk of TB in patients with COPD. Chest 
2013;143:1018-1024.

Reactivation of tuberculosis (tb) is 
an ongoing concern among patients 

who receive immunosuppressive agents 

such as TNF-alpha agents for  rheuma-
toid arthritis. Similarly, long-term use 
of systemic steroids (i.e., ≥ 30 days) in 
amounts as small as 7.5 mg/day of pred-
nisone increases the risk of TB. Inhaled 
corticosteroids (ICS) have been associat-
ed with systemic effects such as growth 
retardation (in asthma), reduced bone 
mineral density, and increased risk of 
pneumonia (in chronic obstructive pul-
monary disease [COPD]). Whether ICS 
might also be associated with risk for de-
velopment or reactivation of TB has not 
been fully clarified.

Kim et al performed a retrospective 
analysis of COPD patients (n = 620) 
in a university hospital in South Korea 
(where the background prevalence of 
TB is substantially greater than many 
other nations) to compare the rate of TB 
activation in persons who had received 
ICS with controls. To eliminate the con-
founding factor of systemic steroid use, 
COPD patients who had received ≥ 7.5 
mg for 1 month or more were excluded 
from the analysis.

There was a substantially greater and 
statistically significant risk for develop-
ment of active TB among COPD patients 
who had been treated with ICS (hazard 
ratio = 9). In patients whose baseline 
chest x-ray showed evidence of prior 
(but quiescent) TB, the hazard ratio for 
activation of TB was 25! 

Although the prevalence of TB is 
much greater in Korea than in the Unit-
ed States, these data suggest greater 
vigilance for TB activation in patients 
chronically using ICS, especially if 
their x-rays indicate evidence of prior 
TB.   n


