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ABSTRACT & COMMENTARY

Dual Antibiotic Therapy Is Not Routinely 
Necessary for Uncomplicated Cellulitis
By Richard R. Watkins, MD, MS, FACP, FIDSA

Associate Professor of Internal Medicine, Northeast Ohio Medical University; Division of Infectious Diseases, 
Cleveland Clinic Akron General, Akron, OH

Dr. Watkins reports that he has received research support from Allergan.

SYNOPSIS: A randomized, multicenter, placebo-controlled clinical trial that enrolled patients presenting to emergency departments with 
uncomplicated cellulitis found the addition of trimethoprim-sulfamethoxazole to cephalexin did not lead to better outcomes.

SOURCE: Moran GJ, Krishnadasan A, Mower WR, et al. Effect of cephalexin plus trimethoprim-sulfamethoxazole vs. cephalexin alone 
on clinical cure of uncomplicated cellulitis: A randomized clinical trial. JAMA 2017;317:2088-2096.

The increase in skin infections caused by 
community-associated methicillin-resistant 
Staphylococcus aureus (MRSA) over 

the last 10-15 years has led many clinicians to 
prescribe antibiotics with anti-MRSA activity 
to treat cellulitis. However, guidelines from the 
Infectious Diseases Society of America recommend 
that in cases without systemic illness, penetrating 
trauma, intravenous drug use, or evidence of 
MRSA elsewhere, therapy should be directed 
only against streptococci.1 Therefore, Moran 

et al sought to determine whether covering for 
MRSA improves outcomes in cellulitis. This was 
a randomized, double-blind, placebo-controlled 
clinical trial that enrolled patients ≥ 12 years of age 
who presented to five U.S. emergency departments 
with uncomplicated cellulitis, defined as erythema 
without an abscess, purulent drainage, or wound. 
All patients underwent an ultrasound to rule out 
an underlying abscess at enrollment. They were 
assigned a 1:1 ratio to receive either a seven-day 
course of cephalexin plus placebo or cephalexin 



Evidence-based summaries of the
latest research in internal medicine

Internal Medicine Alert,  
ISSN 0195-315X, is published twice a month by  
AHC Media, a Relias Learning company
111 Corning Road, Suite 250
Cary, NC 27518 

GST Registration Number: R128870672.
Periodicals Postage Paid at Atlanta, GA 30304 and 
at additional mailing offices. 

POSTMASTER: Send address changes to 
AHC Media, P.O. Box 74008694, Chicago, IL 
60674-8694

Copyright © 2017 by AHC Media, a Relias 
Learning company. All rights reserved. No part of 
this newsletter may be reproduced in any form or 
incorporated into any information-retrieval system 
without the written permission of the copyright 
owner.

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

SUBSCRIBER INFORMATION
(800) 688-2421
Customer.Service@AHCMedia.com
AHCMedia.com

Questions & Comments
Please call Editor Jonathan Springston at  
(404) 262-5416 or email 
jspringston@reliaslearning.com

Subscription Prices 
United States:
Print: 1 year with free AMA PRA Category 1 
CreditsTM: $349
Add $19.99 for shipping & handling.

Online only: 1 year (Single user) with free AMA 
PRA Category 1 CreditsTM: $299   

Back issues: $21. Missing issues will be fulfilled by 
customer service free of charge when contacted 
within one month of the missing issue’s date.

Canada: Add 7% GST and $30 shipping.
Elsewhere: Add $30 shipping.

ACCREDITATION
Relias Learning is accredited by the Accreditation 
Council for Continuing Medical Education 
(ACCME) to provide continuing medical education 
for physicians. Relias Learning designates this 
enduring material for a maximum of 2 AMA PRA 
Category 1 CreditsTM. Physicians should only claim 
credit commensurate with the extent of their 
participation in the activity. 

This Enduring Material activity, Internal Medicine 
Alert, has been reviewed and is acceptable 
for credit by the American Academy of Family 
Physicians. Term of approval begins Jan. 1, 
2017. Term of approval is for one year from 
this date. Physicians should claim only the 
credit commensurate with the extent of their 
participation in the activity. Approved for 1 AAFP 
Prescribed credit.

The American Osteopathic Association has 
approved this continuing education activity for up 
to 2 AOA Category 2-B credits. 

Successful completion of this CME activity, which 
includes participation in the evaluation component, 
enables the participant to earn up to 2 MOC 
Medical Knowledge points in the American Board 
of Internal Medicine’s (ABIM) Maintenance of 
Certification (MOC) program. Participants will earn 
MOC points equivalent to the amount of CME 
credits claimed for the activity. It is the CME activity 
provider’s responsibility to submit participant 
completion information to ACCME for the 
purpose of granting ABIM MOC credit.

This CME activity is intended for the internist/family 
physician. It is in effect for 36 months from the date 
of the publication.

138 Internal Medicine Alert

[As an accompanying editorial noted, 

the different findings between the 

modified intention-to-treat analysis 

and the per-protocol population likely 

can be explained by the large number 

of patients who did not complete the 

recommended course of therapy, and 

thus, were excluded.]

plus trimethoprim-sulfamethoxazole 
(TMP-SMX). The primary outcome was 
clinical cure of cellulitis at the test-of-
cure visit 14-21 days after enrollment 
in the study. Failure was defined at 
day three or four as fever, an increase 
in erythema by 25% from baseline, or 
worsening of swelling and tenderness 
by the visit. Failure at days eight to 10 
was defined by fever, no decrease in 
erythema, or no decrease in swelling or 
tenderness. Failure at days 14-21 was 
defined as fever or more than minimal 
erythema, swelling, or tenderness. 
For patients who met failure criteria, 
investigators ended assigned antibiotics 
and administered another non-study 
antibiotic, along with assessment for 
possible surgical drainage. 

The study was designed as a superiority 
trial. The modified intention-to-treat 
population was defined as patients 
who took at least one dose of study 
medication and were subjected to an 
interview through the test-of-cure visit 
or withdrew from the study and/or were 
lost to follow-up. The per-protocol 
population was defined as those patients 
who took at least 75% of the total doses 
of study medicines during the first five 
days and completed an in-person test-of-
clinical-cure visit. 

In the per-protocol population, clinical 
cure was achieved at 14-21 days in 
182 of 218 patients enrolled in the 
cephalexin/TMP-SMX group and in 
165 of 193 in the cephalexin/placebo 
group (P = 0.50). However, in the 
modified intention-to-treat analysis, the 
cephalexin/TMP-SMX group showed 
a numerically (but not statistically 
significant) higher clinical cure rate 
(189/248) compared to those who 
received cephalexin/placebo (171/248)  
(P = 0.09).

Of the 36 who experienced treatment 
failure with cephalexin/TMP-SMX, 
10 exhibited an abscess at the time 
of clinical failure and nine developed 
purulent drainage. Of the 28 patients 
with clinical failure in the cephalexin/
placebo group, 10 exhibited an abscess 
at the time of clinical failure and 10 also 
developed purulent drainage. 

Among the 60 patients with clinical 
failure who had culture data available, 
MRSA was isolated from 41, methicillin-
susceptible S. aureus (MSSA) from eight, 
and streptococci from two (3.3%).

Regarding adverse events, there were 
no significant differences between the 
groups, and 90% of the reactions were 
considered mild. The most common 
adverse event was gastrointestinal 
upset, which occurred in 46% of the 
cephalexin/TMP-SMX group and 

in 38.7% of the cephalexin/placebo 
group. One case of Clostridium difficile 
infection occurred, which was attributed 
to clindamycin administered after a 
treatment failure with cephalexin/
TMP-SMX. One patient who received 
cephalexin/TMP-SMX developed 
acute-on-chronic kidney injury that 
subsequently resolved.

  COMMENTARY
This study supports the notion 
that routine antibiotic coverage 
for MRSA is not necessary when 
treating uncomplicated cellulitis. As 
an accompanying editorial noted, the 
different findings between the modified 
intention-to-treat analysis and the 
per-protocol population likely can 
be explained by the large number of 
patients in the analysis who did not 
complete the recommended course of 
therapy and, thus, were excluded.2 

Indeed, adherence actually was lower in 
the cephalexin/placebo group, making 
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ABSTRACT & COMMENTARY

Genital HPV in Men: How Common Is It?
By Rebecca H. Allen, MD, MPH

Associate Professor, Department of Obstetrics and Gynecology, Warren Alpert Medical School of Brown University, 
Women and Infants Hospital, Providence, RI

Dr. Allen reports she is a Nexplanon trainer for Merck, and has served as a consultant for Bayer and Pharmanest.

SYNOPSIS: In this U.S. cross-sectional survey, the prevalence of genital human papillomavirus (HPV) infection in adult men was 45%, of 
which 25% were high-risk subtypes. The overall rate of HPV vaccination among those who were eligible was 11%.

SOURCE: Han JJ, Beltran TH, Song JW, et al. Prevalence of genital human papillomavirus infection and human papillomavirus vaccination 
rates among US adult men. National Health and Nutrition Survey (NHANES) 2013-2014. JAMA Oncol 2017; Jan 19. doi: .10.1001/
jamaoncol.2016.6192. [Epub ahead of print].

The National Health and Nutrition Examination 
Survey (NHANES) is a national cross-sectional 

survey conducted by the CDC. The survey 
oversamples targeted populations (Hispanics, 
non-Hispanic blacks, Asians, older adults, 
and low-income persons) to ensure national 
representation. A total of 1,868 men 18-59 years 
of age participated in a home interview reporting 
demographics, educational level, household income, 
sexual history, tobacco use, circumcision status, and 
human papillomavirus (HPV) vaccination.

Participants self-collected a penile swab from the 
glans, and the swabs were sent to the CDC for HPV 

genotyping. Of these samples, 111 were inadequate, 
and those subjects were excluded from the HPV 
infection analysis. 

The overall prevalence of genital HPV infection 
for men 18-59 years of age was 45.3% (95% 
confidence interval [CI], 41.3-49.3%), of which 
25.1% (95% CI, 23-27.3%) were high-risk HPV 
subtypes. Infection peaked among men 28-32 years 
of age and again among men 58-59 years of age.

The prevalence of HPV 6, 11, 16, and 18 found in 
the 4-valent vaccine was 2.7%, 0.2%, 4.3%, and 
1.7%, respectively. The prevalence of the other five 

it unlikely that drug intolerance led to post-
randomization bias. The most common reason for 
clinical failure was the development of an abscess, 
for which the primary management is incision and 
drainage. Thus, it should not come as a surprise that 
many cases of treatment failure occurred when only 
antibiotics (including those that treat MRSA) were 
prescribed and an abscess was present. 

There were some limitations in this study worth 
mentioning. First, despite enrolling nearly 500 
patients, the power was limited such that it is 
possible the effect of TMP-SMX therapy could 
have improved outcomes in some of the subgroups. 
Second, bedside ultrasound may not be available in 
some settings, and using physical examination alone 
is not reliable to detect abscesses. Third, there are 
many cases of uncomplicated cellulitis that resolve 
without antibiotics, which could have biased the 
results toward the null hypothesis. Despite some 
uncertainty in the different findings between the 
per-protocol group and the modified intention-to-

treat analysis, this study suggests the addition of 
a second antibiotic to cover for MRSA in cases of 
uncomplicated cellulitis is unnecessary. One caveat 
is that patients with clinically undetectable abscesses 
or with abscesses in evolution likely will experience 
treatment failure, although it can be argued that in 
these cases incision and drainage is more important 
than the antibiotic chosen. Finally, the dangers 
of unnecessary and excessive antibiotics are well-
described, and Moran et al should be commended 
for helping advance antibiotic stewardship in the 
ambulatory setting.  

REFERENCES
1. Stevens DL, Bisno AL, Chambers HF, et al. Practice guidelines 

for the diagnosis and management of skin and soft tissue 
infections: 2014 update by the Infectious Diseases Society of 
America. Clin Infect Dis 2014;59:e10-52.

2. Shuman EK, Malani PN. Empirical MRSA coverage for 
nonpurulent cellulitis: Swinging the pendulum away from routine 
use. JAMA 2017;317:2070-2071.
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HPV subtypes (31, 33, 45, 52, and 58) found in the 
9-valent vaccine was 1.3%, 1.3%, 2.1%, 2.7%, and 
1.3%, respectively. There was no difference in the 
proportion of men infected with these strains who 
were vaccine-eligible and vaccine-ineligible. 

In a multivariable analysis, demographic factors 
associated with high-risk HPV infection were 
high school education (compared to less than high 
school) and men who were never married, living 
with a partner, or widowed, divorced, or separated 
from a spouse (compared to married men). Race, 
smoking, and circumcision status did not seem to 
influence HPV infection. 

Age at first intercourse of > 18 years of age was 
protective against HPV infection (odds ratio, 0.5; 
95% CI, 0.3-1.0) compared to coitarche at < 16 
years of age. The overall rate of HPV vaccination 
among those who were eligible was 10.7% (95% 
CI, 7.8-14.6%).

n COMMENTARY
HPV is the most common sexually transmitted 
infection in the United States.1 A similar NHANES 
study demonstrated that the overall prevalence of 
HPV among U.S. women was 27% based on vaginal 
swabs.2 The authors conducted this study to obtain 
more data on the U.S. population prevalence of 
HPV infection in men. 

Although the focus of HPV prevention has been 
on cervical cancer, more than 9,000 HPV-related 
cancers occur in men annually, accounting for 63% 
of penile, 91% of anal, and 72% of oropharyngeal 
cancers.3 Male vaccination for HPV was approved 
in 2009 and currently is indicated for males 11-26 
years of age for prevention of genital warts and the 
transmission of HPV. 

New recommendations now state that girls and boys 
who initiate the vaccine between the ages of 9-14 
years only require two doses, making completion of 
the vaccine series easier.4 Unfortunately, despite the 
importance of male vaccination, rates remain low. 

The strength of this study is that it represents a 
national sample and, therefore, is generalizable. 
Limitations include obtaining vaccination history by 
self report. In addition, there is some concern that a 
one-time test of the penis may represent carriage of 
the virus, not true infection. The study also did not 
comment on HIV co-infection, presumably because 
men with HIV were excluded from the survey. 

Nevertheless, this study confirms some HPV 
infection risk factors, such as age of sexual debut, 

age, and marital status. The study did not find 
circumcision to be protective, as many other studies 
have, and did not find an association with smoking, 
which is commonly known to be associated with 
female genital HPV infection and oropharyngeal 
infection. In contrast to females with HPV, the peak 
prevalence in men appeared to occur at an older 
age. 

There is no recommendation for screening men for 
HPV in clinical practice, as there is no treatment, 
and, like women, most men clear the virus on their 
own.1 Unless men develop genital warts, they are 
asymptomatic from HPV and can transmit the virus 
without knowing. 

Certain populations of men may be more at risk for 
developing HPV-related cancers, such as men who 
are immunosuppressed (e.g., men with HIV) and 
men who receive anal sex, who are more likely to 
have anal HPV, which may lead to anal cancers.5 
Some physicians screen men in these high-risk 
groups with anal pap smears.

Han et al found the national HPV vaccination 
coverage among U.S. adult men was 11% and 
that only 5.6% reported completing the vaccine 
series. Clearly, more needs to be done to encourage 
vaccination of boys and men. The current 
recommendations for HPV vaccination in males 
are5:

• All boys at age 11 or 12 years (or as young as 9 
years);

• Older boys through age 21 years, if they did not 
receive a vaccination when they were younger;

• Gay, bisexual, and other men who have sex 
with men through age 26 years, if they did not 
receive a vaccination when they were younger;

• Men with HIV or weakened immune systems 
through age 26 years, if they did not receive a 
vaccination when they were younger.

We should be encouraging our patients to vaccinate 
both their sons and daughters against HPV 
infection. This study confirms that HPV is very 
common and an important health issue for both 
men and women.  n

REFERENCES
1. Centers for Disease Control and Prevention. 2015 Sexually 
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The FDA has approved a dual fixed-dose 
combination (FDC) of glecaprevir (GLE), a 

NS3/4A protease inhibitor, and pibrentasvir (PIB), 
a NS5A inhibitor, for the treatment of all major 
genotypes (1-6) of chronic hepatitis C infections. 
This FDC received a breakthrough therapy 
designation and a priority review. It is marketed as 
Mavyret. It is the third approved FDC that treats 
all six hepatitis C virus genotypes, after sofosbuvir/
velpatasvir (Epclusa) and sofosbuvir, velpatasvir, 
and voxilaprevir (Vosevi).

INDICATIONS
The GLE/PIB combination is indicated for the 
treatment of patients with chronic hepatitis C 
genotypes 1, 2, 3, 4, 5, or 6 infections without 
cirrhosis or with compensated cirrhosis.1 It is 
indicated for the treatment of patients with 
genotype 1 infections previously treated with a 
NS5A inhibitor or NS3/4A protease inhibitor but 
not both.

DOSAGE
For treatment-naïve patients infected with genotypes 
1, 2, 3, 4, 5, or 6, the recommended dose is three 
tablets taken once daily with food for either eight 
weeks (no cirrhosis) or 12 weeks (compensated 
cirrhosis). For patients with genotypes 1, 2, 4, 5, or 
6 previously treated with interferon, ribavirin, and/
or sofosbuvir but not a NS3/4A protease inhibitor 
or NS5A inhibitor, the dose is three tablets for eight 
weeks (no cirrhosis) or 12 weeks (compensated 
cirrhosis). For genotype 3 with the same previous 
treatment, the duration is 16 weeks for both 
cirrhotics and compensated cirrhotics. For patients 
with genotype 1 previously treated with an NS5A 
inhibitor but not a NS3/4A protease inhibitor, the 

duration is 16 weeks (with or without cirrhosis). 
For prior treatment with a NS3/4A protease 
inhibitor but not a NS5A inhibitor, the duration is 
12 weeks (with or without cirrhosis). GLE/PIB is 
available as tablets each containing 100 mg of GLE 
and 40 mg of PIB.

POTENTIAL ADVANTAGES
GLE/PIB is approved for eight weeks of treatment 
duration in treatment-naïve patients with genotypes 
1-6 and patients previously treated with interferon, 
ribavirin, and/or sofosbuvir but not a NS3/4A 
protease inhibitor or NS5A inhibitor with genotypes 
1, 2, 4, 5, or 6 without cirrhosis. It is the first FDC 
approved for genotype 1 previously treated with 
an NS3/4A protease inhibitor. Both GLE and PIB 
undergo negligible renal excretion and can be used 
in patients with mild, moderate, or severe renal 
impairment, including those on dialysis.1

In vitro data indicate that PIB maintains activity 
against common amino acid substitutions of 
hepatitis C genotypes 1-6 that are known to confer 
resistance to currently approved NS5A inhibitors.2

POTENTIAL DISADVANTAGES
GLE/PIB is not indicated for decompensated 
cirrhosis and is not indicated for patients with 
genotype 1 who are both NS3/4A- and NS5A-
experienced.1 

The most frequently reported adverse events were 
headache, fatigue, and nausea (9-17%).1 GLE/PIB 
carries a higher pill burden (three tablets per day) 
compared to sofosbuvir/ledipasvir (Harvoni) or 
sofosbuvir/velpatasvir (one tablet per day).

2010;82:1209-1213. 
4. Meites E, Kempe A, Markowitz LE. Use of a 2-dose 

schedule for human papillomavirus vaccination — Updated 
Recommendations of the Advisory Committee on Immunization 

Practices. MMWR Morb Mortal Wkly Rep 2016;65:1405-1408.
5. Centers for Disease Control and Prevention. HPV and Men – 

Fact Sheet. Available at: http://bit.ly/2hGpqkd. Accessed May 23, 
2017.

http://bit.ly/2hGpqkd


142 Internal Medicine Alert

COMMENTS
The approval of GLE/PIB was based on nine clinical 
trials that studied more than 2,300 subjects across 
all major genotypes 1-6, who were with or without 
cirrhosis, who were treatment-naïve and selected 
treatment-experienced, and who presented with 
stage 4 or 5 chronic kidney disease.1 

For treatment-naïve subjects or those previously 
treated with interferon, ribavirin and/or sofosbuvir 
but not a NS3/4A protease inhibitor or NS5A 
inhibitor without cirrhosis, sustained viral response 
at 12 weeks after completion of treatment (SVR12) 
was 99% for genotype 1 after eight weeks of 
treatment. For subjects with genotypes 2, 4, 5, or 
6 without cirrhosis, SVR12 ranged from 93-100% 
for eight weeks of treatment. For treatment-naïve 
subjects or those previously treated with interferon, 
ribavirin, and/or sofosbuvir but not a NS3/4A 
protease inhibitor or NS5A inhibitor with genotypes 
1, 2, 4, 5, or 6 and compensated cirrhosis, SVR12 
ranged from 99-100% for 12 weeks of treatment. 
For genotype 3 treatment-naïve subjects without 
cirrhosis, SVR12 was 94.9% (eight weeks), 
95.3% (12 weeks), and comparable to sofosbuvir/
daclatasvir for 12 weeks (96.5%).

In subjects with genotype 3 who were treatment-
naïve with cirrhosis, SVR12 was 98% with 12 
weeks of treatment and 96% for subjects previously 
treated with interferon, ribavirin, and/or sofosbuvir 
but not a NS3/4A protease inhibitor or NS5A 
inhibitor with or without cirrhosis (16 weeks of 
treatment). For subjects with genotype 1 who 
were either NS3/4A protease inhibitor- or NS5A 
inhibitor-experienced (not both), SVR12 was 92% 
and 94%, respectively. 

In the study of subjects with chronic kidney disease, 
those who were treatment-naïve or previously 
treated with interferon, ribavirin, and/or sofosbuvir 
but not a NS3/4A protease inhibitor or NS5A 
inhibitor with or without cirrhosis, overall SVR12 
was 98%.

CLINICAL IMPLICATIONS
GLE/PIB is currently the only FDA-approved eight-
week regimen for patients without cirrhosis infected 
with genotypes 1-6 who are treatment-naïve and 
those with genotypes 1, 2, 4, 5, or 6 previously 
treated with inferferon, ribavirin, and/or sofosbuvir 
but not a NS3/4A protease inhibitor or NS5A 
inhibitor. Currently, American Association for the 
Study of Liver Diseases/Infectious Diseases Society 
of America (AASLD/IDSA) guidelines recommend 
FDC of sofosbuvir/velpatasvir for 12 weeks across 
genotypes 1-6 for initial treatment.3 

For those with compensated cirrhosis, both FDCs 
are recommended for 12 weeks. GLE/PIB may be 
preferable for chronic kidney disease patients. It is 
the second FDC approved for genotype 1 previously 
treated with a NS5A, after Vosevi. However, 
the latter is approved for a shorter treatment 
duration (12 weeks vs. 16 weeks) and for all major 
genotypes.4 GLE/PIB is the first for prior treatment 
with a NS3/4A protease inhibitor.

The hepatitis C guidance of the AASLD/IDSA 
recommends Harvoni or Epclusa for NS3/4A 
protease inhibitor-experienced patients, but 
indicated that there are very limited options for 
patients who have failed on NS5A inhibitors.3 The 
role of GLE/PIB has not been updated by AASLD/
IDSA at the time of this review. The price is $13,200 
per month or $26,400 per eight-week treatment 
course, which is generally less than other drugs in 
this class.  n
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Clinical Briefs
By Louis Kuritzky, MD

Simplifying Pulmonary  
Embolism Diagnosis

SOURCE: van der Hulle, et al. Lancet 
2017;390:289-297.

The consequences of missing pul-
monary embolism (PE) are grave, 

and numerous prediction methods have 
evolved to refine clinicians’ ability to 
properly identify PE. Unfortunately, 
increasing zeal for early identification 
of PE also has led to increased propor-
tions of screened patients turning out 
to be PE-negative. Indeed, diagnostic 
imaging with CT pulmonary angiogra-
phy (CTPA), the test of choice for PE 
confirmation, is negative in as many as 
90% of patients suspected of PE.

CTPA is not without risk, both the 
immediate risk of contrast medium and 
concerns about long-term radiation 
consequences. You may be surprised 
to learn that the radiation of CTPA 
is equivalent to literally 1,500 chest 
X-rays, so it is not to be undertaken 
lightly.

A new decision rule considered by 
van der Hulle et al includes three 
primary items: clinical signs of deep 
vein thrombosis, hemoptysis, and 
clinical suspicion that PE is the most 
likely diagnosis. When coupled with 
D-dimer thresholds, this decision rule 
appears to reduce the frequency with 
which unnecessary CTPA is required. 
For instance, when none of the three 
primary items are present and d-Dimer 
is < 1,000 ng/mL, or when one to 
two primary items exist but D-dimer 
is < 500 ng/mL, PE is essentially 
excluded, and CTPA is not necessary. 
Compared with the widely used Wells’ 
rule, employment of this decision rule 
resulted in a significant diminution of 
the need for CTPA.

This large clinical trial (n = 3,465) of 
patients with potential PE, all of whom 
underwent CTPA to confirm the exclu-
sionary capacity of the new diagnostic 
scheme, suggests that we may be able to 

be more efficient in limiting the number 
of patients who undergo CTPA.  n

Observation vs. Surgery  
for Early Prostate Cancer

SOURCE: Wilt TJ, et al. N Engl J Med 
2017;377:132-142.

The saga of recommendations about 
screening for prostate cancer 

continues to evolve. Whereas in 2012, 
the U.S. Preventive Services Task Force 
(USPSTF) gave a “two thumbs down” 
rating to prostate cancer screening, its 
2017 position has softened. Although 
the strength of the recommendation is 
only level C (at least moderate certainty 
that net benefit is small), the USPSTF 
has indicated that for men 55-69 years 
of age, clinicians should provide an 
individualized approach after informing 
the patient about the risks and benefits. 
For men ≥ 70 years of age, the USPSTF 
does not recommend screening.

It’s not clear whether you will find re-
sults of a very long-term 2017 prostate 
cancer follow-up study consonant with 
the USPSTF recommendations. Wilt et 
al reported on the 20-year follow-up of 
men with early prostate cancer treated 
with surgery or observation. As was 
noted on the first outcomes report of 
this same population in 2012, no clear 
advantage for surgery emerged. That is, 
neither all-cause mortality nor prostate 
cancer-related mortality was statistically 
significantly lower in men who under-
went surgical intervention than in men 
who were randomized to observation. 

Since there were many more burden-
some adverse effects associated with 
surgical intervention (primarily erectile 
dysfunction and urinary incontinence), 
the choice of treatment does not seem 
unclear to me were I suffering early 
prostate cancer, and especially low 
Gleason score disease. Nonetheless, 
keeping in step with the USPSTF, clini-
cians are now encouraged to inform 
men 55-69 years of age about the rela-
tive risks and benefits of screening, and 

to individualize based on their informed 
decision.  n

Tamsulosin for Lower  
Urinary Tract Symptoms 
in Women

SOURCE: Zhang HL, et al. Int J Impot Res 
2017;29:148-156.

The umbrella term “lower urinary 
tract symptoms” (LUTS) includes 

symptoms such as difficulty start-
ing stream, dribbling, incontinence, 
urgency, and incomplete emptying. 
In men, the most common source of 
LUTS is benign prostatic hyperplasia. 
Alpha-blockers (e.g., tamsulosin, alfu-
zosin) are employed commonly to treat 
LUTS in men, based on their capacity 
to decrease prostatic smooth muscle 
tone as well as relax the musculature 
of the bladder neck, which also is rich 
in alpha-receptors. Individual trials of 
alpha-blockers in women also have 
demonstrated improvements in LUTS.

Zhang et al performed a meta-
analysis of trials of the efficacy of 
tamsulosin in women with LUTS (n = 
764). They found positive effects on 
voiding symptoms and quality of life 
scores. Whereas the typical first-line 
treatment for women with overactive 
bladder usually is anticholinergics or 
beta-3 agonist treatment, these data 
also showed a favorable effect of 
tamsulosin on the Overactive Bladder 
Questionnaire score. Clinicians who 
are familiar with prescribing tamsulosin 
probably will recognize that it is 
generally well tolerated in men. 

However, long-term safety trials in 
women have not been conducted. 
Decades of use of alpha-blockers to 
treat hypertension in both genders 
as well as the long-term data of 
benignity in men reassure clinicians 
that tamsulosin may be a valuable 
(though off-label) treatment for LUTS 
in women.  n
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Reconciling the Effects of Screening on Prostate  
Cancer Mortality in the ERSPC and PLCO Trials

Capsaicin for Painful  
Diabetic Neuropathy 

1.  In the study by Moran et al, the addition of 
trimethoprim-sulfamethoxazole to cephalexin 
did not lead to better outcomes.
a. True
b. False

2.  In the study by Moran et al, which of the 
following was not a failure criteria at days 
eight to 10?
a. Fever
b. Vomiting
c. No decrease in erythema
d. No decrease in swelling or tenderness

3.  In the study by Han et al, the U.S. national 
prevalence of high-risk human papillomavirus 
in adult men is estimated to be: 
a. 10%.
b. 25%.
c. 50%.
d. 60%.

mailto:Reprints@AHCMedia.com
mailto:Groups@AHCMedia.com
mailto:info@copyright.com



