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Antibiotics no Better than Placebo 
Against Acute Rhinosinusitis

A B S T R A C T  &  C O M M E N T A R Y

By Stan Deresinski, MD, FACP, FIDSA 

Clinical Professor of Medicine, Stanford University, Associate  
Chief of Infectious Diseases, Santa Clara Valley Medical Center,  

Editor for Infectious Disease Alert

This article originally appeared in the March issue of Infectious Disease Alert. At that time 
it was peer reviewed by Timothy Jenkins, MD, Assistant Professor of Medicine, University of 
Colorado, Denver Health Medical Center. Dr. Jenkins reports no financial relationships rel-
evant to this field of study. Dr. Deresinski does research for the National Institutes of Health, 

and is an advisory board member and consultant for Merck.

Synopsis: In a double-blind, randomized clinical trial, amoxicil-
lin therapy did not improve outcomes in patients with clinically 

diagnosed acute rhinosinusitis. 

Source: Garbutt JM, et al. Amoxicillin for acute rhinosinusitis: A random-
ized controlled trial. JAMA 2012;307:685-692.

Garbutt and colleagues performed a randomized, placebo-
controlled trial designed to evaluate the efficacy of antibiotic 

therapy in patients with a clinical diagnosis of acute rhinosinusitis at 
10 primary care practices in St. Louis. The diagnosis required a his-
tory of maxillary pain or tenderness felt in the face or teeth, purulent 
nasal discharge, with symptoms present for > 7 days and < 28 days. 
Also eligible were patients who were symptomatic for less than 7 
days but had a history of improvement followed by worsening of 
symptoms. A total of 166 patients were randomized to receive either 
500 mg amoxicillin or placebo, each three times daily for 10 days. 
Patients were also provided a 5-7 day supply of acetaminophen, 
guaifenesin, dextromethorphan, pseudoephedrine, and 0.65% saline 
nasal spray. The primary outcome of the study was the effect of 
treatment on disease-specific quality of life at day 3 as determined 
by the change in their Sinonasal Outcome Test-16 (SNOT-16) score, 
a validated measure examining 16 symptoms for which the mini-
mally important difference is 0.5 on a scale ranging from 0 to 3.  
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There was no significant difference in SNOT-16 score 
at day 3 (mean difference, 0.03) nor on day 10 (mean dif-
ference, 0.01). At day 7, however, the difference favored 
amoxicillin therapy (mean difference, 0.19; 95% confi-
dence interval, 0.024 to 0.35), but this difference is not con-
sidered clinically important. In a retrospective assessment 
of symptoms, a similar pattern held, with no significant dif-
ference at days 3 and 10, but greater improvement in the 
amoxicillin recipients at day 7 (74% vs 56%; P = 0.02).  

n COMMENTARY
The most recent national guidelines were published 

last year by a Canadian group (new IDSA guidelines are 
in a late stage of development).1 They recommend first- 
line treatment with amoxicillin for patients with a clini-
cal diagnosis of acute bacterial rhinosinusitis who have 
severe disease and or comorbidities and for whom quality 
of life and/or productivity may be improved.  

However, this study does not provide support for the 
use of antibiotics in the treatment of clinically diagnosed 
acute sinusitis in adult outpatients. This is consistent with 
a number of studies that have, at best, demonstrated mini-
mal benefit of antibiotics in similar patients. Analysis of 
such studies are, of course, complicated by the fact that the 
clinical diagnosis of acute sinusitis is generally inaccurate 
and that the symptoms often cannot be distinguished from 
those of viral upper respiratory infections which frequent-
ly involve the paranasal sinuses. Viral upper respiratory 
infections are, of course, remarkably common, estimated 
to occur 2-5 times yearly in adults. Most symptoms from 

these infections peak at day 2 or 3 (the time of analysis of 
the primary outcome in this study) but may take as long as 
14 days to totally resolve. It is true, however, that 0.5%-
2.0% are estimated to be complicated by bacterial super-
infection. Bacterial infection is suggested in patients with 
symptoms persisting for 10 days or more and/or showing 
a pattern of initial improvement followed by worsening.  

Almost all the patients in this study used the package 
of symptomatic treatments they were provided. Thus, it is 
possible that resolution of some bacterial infections were 
accelerated by establishment of drainage of the sinus cav-
ity. Since microbiologic specimens were not obtained in 
this study, it is possible that some infections were caused 
by amoxicillin-resistant bacteria. Nonetheless, it must be 
accepted that this study demonstrated no significant ben-
efit with antibiotic therapy.   n

Reference
1. Desrosiers M, et al. Canadian clinical practice guide-

lines for acute and chronic rhinosinusitis. Allergy 
Asthma Clin Immunol 2011;7:2.

Does HRT Improve Cognitive 
Function?
A B S T R A C T  &  C O M M E N T A R Y

By Jeffrey T. Jensen, MD, MPH

Dr. Jensen is Leon Speroff Professor and Vice Chair for 
Research, Department of Obstetrics and Gynecology, Oregon 
Health & Science University, Portland, Editor for OB/GYN 
Clinical Alert

This article originally appeared in the March issue of OB/GYN Clinical Alert. 
At that time it was peer reviewed by Catherine Leclair, MD, Associate Profes-
sor, Department of OB/GYN, Oregon Health & Science University, Portland, 
OR. Dr. Leclair reports no financial relationships relevant to this field of 
study. Dr. Jensen receives research support from, is a consultant to, and 
serves on the speakers bureau of Bayer Healthcare and Merck; he also receives 
research support from Abbott Pharmaceuticals and Medicines360.

Synopsis: In a cross-sectional sample of postmeno-
pausal women not using hormonal therapy, higher 
serum levels of estrogen were associated with improved 
semantic memory and verbal episodic memory abilities.

Source: Ryan J, et al. Hormone levels and cognitive function 
in postmenopausal midlife women. Neurobiol Aging 2012; 
33:617.e611-e622.

To investigate whether gonadal hormones influence 
cognitive function in postmenopausal women, the 

authors administered a comprehensive battery of neuro-
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psychological tests on two occasions (2 years apart) to 
participants enrolled in the population-based, longitudi-
nal Melbourne Women’s Midlife Health Project. A total 
of 148 women (mean age 60 years) who had undergone 
natural menopause and were not using hormone therapy 
underwent the neuropsychological testing at year 11 of 
the study, with 108 completing retesting at year 13. Total 
and free estradiol, estrone, and testosterone levels were 
measured at the time of the first testing. The tests included 
an adaption of the California Verbal Learning Test II, us-
ing semantically related words and a 10-item list learning 
task using unrelated words. Both of these tests assessed 
immediate and delayed recall. A variety of other tasks re-
lated to immediate and delayed recognition, letter-number 
sequencing, category fluency, and naming also were ad-
ministered. To reduce the number of cognitive outcomes 
examined and thus the risk of a Type 1 error, the inves-
tigators incorporated a principal-component analysis to 
identify four groupings of correlated cognitive tests: ver-
bal episodic memory, visual episodic memory, semantic 
memory (the ability to recall words or names), and execu-
tive function-visuospatial skills. 

Initial analyses compared the characteristics of women 
at the time of baseline testing, according to cognitive factor 
scores, using correlations and t-tests. The change in cog-
nitive function over the 2-year period was calculated by 
subtracting each baseline test score from the corresponding 
score 2 years later. Low change scores indicated a decline 
in cognitive function. Linear regression analysis was used 
to model the association between individual hormone mea-
sures and cognitive function at baseline, and analyses were 
adjusted a priori for potential confounders (age, education 
level, depressive symptoms, and age at menopause).

In the multiple linear regression analyses, better se-
mantic memory performance was associated with higher 
total (P = 0.02) and free (P = 0.03) estradiol levels and a 
lower ratio of testosterone to estradiol (P = 0.007). There 
were no statistically significant associations between hor-
mone levels and verbal episodic memory (although this 
was at the P = 0.08 level), verbal episodic memory, vi-
sual episodic memory, or executive function-visuospatial 
skills. The authors concluded that in postmenopausal 
women, endogenous estradiol and testosterone levels and 
the testosterone/estradiol ratio are associated with seman-
tic memory and verbal episodic memory abilities.

n COMMENTARY
Although most of the basic research in nonprimate 

species and functional studies in nonhuman primates and 
women support that estrogen has a profound effect on 
memory and executive function,1 we lack strong clinical 
data to support whether postmenopausal women should 
consider estrogen replacement therapy for cognitive pro-
tection. This is unfortunate, as memory complaints are 

common in midlife, and many women would choose to 
use a product that would improve or prevent these symp-
toms if one existed. Although cognitive protection is not a 
labeling indication for any hormonal product, a number of 
other interventions designed for healthy brain aging have 
been accepted by the public, unencumbered by the regula-
tory burden of evidence of efficacy and with no compre-
hensive evaluation of risk. Ginkgo biloba anyone?

Since the publication of the main results from the Wom-
en’s Health Initiative (WHI) almost 10 years ago, the pub-
lic debate on hormone replacement therapy (HRT) has fo-
cused primarily on risk. When I talk to young clinicians, 
I find they have limited experience counseling women re-
garding postmenopausal hormone therapy. I think it is im-
portant to discuss the very real possibility of benefit with 
my patients, and put risk in perspective. But how should a 
clinician counsel a newly menopausal women presenting 
for HRT for cognitive protection? Is the evidence compel-
ling? What if she has no other menopausal symptoms?

The Women’s Health Initiative Memory Study, a planned 
substudy of the WHI that evaluated the incidence of de-
mentia and mild cognitive impairment in postmenopaus-
al women, concluded that HRT not only failed to protect 
against cognitive decline, but actually increased the risk of 
dementia.2 But we know that the WHI enrolled a group of 
women with cardiovascular risk factors at an average age 
of 10 years after menopause. Do these results apply to oth-
erwise young, healthy recently menopausal women? They 
do not seem to when cardiovascular outcomes are evaluat-
ed, and I suspect the brain is the same. For the cardiovascu-
lar system, clinical trials and surrogate studies support that 
timing is critical: protection occurs with early (shortly after 
onset of menopause) and continued exposure while pro-
longed estrogen deprivation results in irreversible changes 
that limit the benefit of estrogens in older initiators.3   

Similar data exist for the brain, suggesting that early 
and often applies to HRT initiation if the goal is cogni-
tive protection.4 The Ryan study puts a slightly different 
perspective on this, showing that semantic memory (the 
ability to recall words or names) is correlated with serum 
estrogen levels in postmenopausal women not using HRT. 
A couple of observations: First, the mean estrogen lev-
els were quite low in this study, certainly in the range we 
expect with menopause. Does this mean that we are mea-
suring an effect that takes many years to develop? Sec-
ond, testosterone/estrogen levels were inversely related to 
semantic memory. In other words, as women move to a 
more androgen-dominant endocrine environment (due to 
ovarian production of androstenedione and testosterone 
following the loss of follicular activity and rising lutein-
izing hormone), their memory declines. This is a red flag 
for women with intact ovaries in natural menopause; they 
may be more at risk for memory problems. I would want 
to hedge my bet with a little exogenous estradiol to move 
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to a more favorable balance. 
Brain function is another extremely important potential 

benefit of hormonal therapy. Although there is some in-
consistency in the results of current clinical information, 
animal studies and functional imaging studies in women 
suggest benefit. High-quality longitudinal studies will be 
needed to determine whether the Timing Hypothesis is 
true with respect to brain function. Women taking estro-
gen now may be in a position to remember the question 
when the story is complete!   n

References
1. Boulware MI, et al. The impact of age-related ovarian 

hormone loss on cognitive and neural function. Curr Top 
Behav Neurosci Apr 30 2011 [Epub ahead of print].

2. Rapp SR, et al. Effect of estrogen plus progestin on 
global cognitive function in postmenopausal women: 
The Women’s Health Initiative Memory Study: A ran-
domized controlled trial. JAMA 2003;289:2663-2672.

3. Harman SM, et al. Timing and duration of menopausal 
hormone treatment may affect cardiovascular outcomes. 
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Value of the ECG  
in Asymptomatic  
Aortic Stenosis
A B S T R A C T  &  C O M M E N T A R Y

By Michael H. Crawford, MD

Professor of Medicine, University of California, San  
Francisco, Chief of Clinical Cardiology, University of Cali-
fornia, San Francisco Medical Center, Editor for Clinical 
Cardiology Alert

This article originally appeared in the March issue of Clinical Cardiology 
Alert. At that time it was peer reviewed by Ethan Weiss, MD, Associate Profes-
sor of Medicine, Division of Cardiology, University of California, San Fran-
cisco, CA. Dr. Weiss is an advisory board member for Bionovo. Dr. Crawford 
reports no financial relationships relevant to this field of study.

Synopsis: The authors concluded that ECG LVH and 
LVH with strain were independently predictive of car-
diovascular events, including aortic valve replacement 
in asymptomatic patients with moderate aortic stenosis.

Source: Greve AM, et al. Clinical implications of electrocar-
diographic left ventricular strain and hypertrophy in asymp-
tomatic patients with aortic stenosis: The simvastatin and ezeti-
mibe in aortic stenosis study. Circulation 2012;125:346-353.  

Although electrocardiographic (ecg) left ventricu-
lar hypertrophy (LVH), especially with ST-T chang-

es (strain pattern), is known to be of prognostic value in 
patients with aortic stenosis, its value in patients who are 
being followed is unclear. Thus, these investigators from 
the Simvastatin and Ezetimibe in Aortic Stenosis Study 
(SEAS) studied the 1533 patients in this trial with base-
line ECGs suitable for assessing the presence of LVH. 
This was a study of patients with moderate aortic stenosis 
— defined as an aortic peak velocity between 2.5 and 4 
m/s and normal systolic function — who were random-
ized to cholesterol-lowering drug therapy or placebo and 
followed for a mean of 4 years. The primary endpoint was 
major cardiovascular events, including aortic valve re-
placement and death, which occurred in 627 patients. On 
the baseline ECG, LVH with strain was present in 24%, 
LVH alone by Sokolow-Lyons criteria in 17%, and by 
Cornell criteria in 15%. By multivariable analysis, ECG 
LVH plus strain increased the risk of myocardial infarc-
tion (hazard ratio [HR] 3.1; 95% confidence interval [CI], 
1.4-6.8; P = 0.004). LVH by both criteria increased the risk 
of heart failure (HR 5.8; CI, 2.0-16.8; P = 0.001); aortic 
valve replacement (HR 2.0, CI 1.3-3.1, P = 0.001); and the 
combined endpoint of myocardial infarction, heart failure, 
and cardiovascular death (2.5; 1.3-4.9; P = 0.008). LVH 
and strain remained strong predictors of a poor prognosis 
when adjusted for clinical parameters, aortic valve area, 
and gradient. LVH and strain were not altered by drug 
therapy. The authors concluded that ECG LVH and LVH 
with strain were independently predictive of cardiovascu-
lar events, including aortic valve replacement in asymp-
tomatic patients with moderate aortic stenosis.

n COMMENTARY
Many clinicians believe that LVH voltage, especially 

with a strain pattern, is associated with a poor prognosis 
in aortic stenosis patients. This substudy of the SEAS trial 
solidifies this belief. ECG LVH by voltage criteria clearly 
increased the risk of heart failure, myocardial infarction, 
cardiovascular death, and aortic valve replacement, even 
when adjusted for other clinical prognostic factors and 
echo severity of aortic stenosis. The presence of LVH 
with the strain pattern was independently predictive of 
myocardial infarction. This finding is of interest because 
it has long been believed that the strain pattern indicates 
subendocardial ischemia, either due to myocardial oxy-
gen supply-demand imbalance or silent coronary artery 
disease. Unfortunately, there was not enough cardiac 
catheterization data collected to fully analyze this issue, 
but the ischemia mechanism seems to be supported by 
these data. Thus, in the asymptomatic patient with moder-
ate aortic stenosis and normal left ventricular function, 
ECG LVH and the strain pattern should be considered in 
determining the patient’s management.   n
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Beta-Lactam Therapy  
for Urinary Tract Infection 
Fails Again
A B S T R A C T  &  C O M M E N T A R Y

By Stan Deresinski, MD, FACP, FIDSA 

Clinical Professor of Medicine, Stanford University, Associ-
ate Chief of Infectious Diseases, Santa Clara Valley Medical 
Center, Editor for Infectious Disease Alert

This article originally appeared in the March issue of Infectious Disease 
Alert. At that time it was peer reviewed by Timothy Jenkins, MD, Assistant 
Professor of Medicine, University of Colorado, Denver Health Medical Center. 
Dr. Jenkins reports no financial relationships relevant to this field of study. 
Dr. Deresinski does research for the National Institutes of Health, and is an 
advisory board member and consultant for Merck.

Synopsis: This study confirms that cefpodoxime should 
only be prescribed for the treatment of cystitis when 
more effective recommended antibiotics cannot be used.

Source: Hooton TM, et al. Cefpodoxime vs ciprofloxacin 
for short-course treatment of acute uncomplicated cystitis: A 
randomized trial. JAMA 2012;307:583-589. 

The increasing prevalence of antibiotic resistance in 
urinary pathogens has led Hooton and colleagues to 

examine the efficacy of a relatively broad spectrum orally 
administered cephalosporin in the treatment of uncompli-
cated cystitis. They randomized 300 women ages 18 to 50 
years to receive, for 3 days, either ciprofloxacin (500 mg 
twice daily) or cefpodoxime proxetil (100 mg twice daily) 
in a double-blind fashion. Three-fourths of infections were 
due to Escherichia coli, while Staphylococcus saprophyti-
cus, Klebsiella species, Proteus mirabilis, and Streptococ-
cus agalactiae each accounted for 1%-3%. Four percent 
of isolates were nonsusceptible to ciprofloxacin while 8% 
were nonsusceptible to cefpodoxime.  

In an intent-to-treat analysis, the clinical cure rate at 
30 days was 93% (139/150) among ciprofloxacin recipi-
ents and 82% (123/150) among cefpodoxime recipients; 
the difference of 11% (95% confidence interval [CI], 3%-
18%) thus failing to meet the preset criterion for non-
inferiority requiring that the upper limit of the CI be < 
10%. Ciprofloxacin therapy was associated with a 96% 
(123/128) microbiological eradication rate while this was 
achieved in only 81% (104/129) of those given cefpodox-
ime for a difference of 15% (95% CI, 8%-23%). Cipro-
floxacin was also significantly more successful at elimi-
nating vaginal colonization with E. coli.  

n COMMENTARY
The current Infectious Diseases Society of America 

(IDSA) recommendations for antibiotic choice in the 
empiric treatment of uncomplicated cystitis include the 
following options: nitrofurantoin, trimethoprim-sulfa-
methoxazole (if local resistant rates do not exceed 20%), 
fosfomycin, and pivmecillinam. The last is not available in 
North America and comes with a warning regarding lower 
efficacy than some other choices, as well as avoidance if 
early pyelonephritis is suspected. Fluoroquinolones are to 
be considered alternative therapies, both because of fear of 
“collateral damage” and a desire to preserve their efficacy. 

ß-lactam antibiotics have previously demonstrated effica-
cy that is inferior to comparators in clinical trials. As a conse-
quence, the IDSA guideline1 states the following: “ß-lactam 
agents, including amoxicillin-clavulanate, cefdinir, cefaclor, 
and cefpodoxime-proxetil, in 3-7-day regimens are appro-
priate choices for therapy when other recommended agents 
cannot be used. Other ß-lactams, such as cephalexin, are less 
well studied but may also be appropriate in certain settings 
(B-III). The ß-lactams generally have inferior efficacy and 
more adverse effects, compared with other UTI antimicrobi-
als (B-I). For these reasons, ß-lactams other than pivmecilli-
nam should be used with caution for uncomplicated cystitis.  
Amoxicillin or ampicillin should not be used for empirical 
treatment given their relatively poor efficacy, as discussed in 
the 1999 guidelines and the very high prevalence of antimi-
crobial resistance to these agents worldwide.” 

This study by Hooton and colleagues confirms that 
cefpodoxime should only be prescribed for the treatment 
of cystitis when more effective recommended antibiotics 
cannot be used.   n

Reference
1. Gupta K, et al; Infectious Diseases Society of America; Eu-

ropean Society for Microbiology and Infectious Diseases. 
International clinical practice guidelines for the treatment 
of acute uncomplicated cystitis and pyelonephritis in 
women: A 2010 update by the Infectious Diseases Society 
of America and the European Society for Microbiology and 
Infectious Diseases. Clin Infect Dis 2011;52:e103-120.

Pharmacology Update
Pancrelipase Tablets  
(Viokace™)
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.
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The fda has approved a new pancreatic enzyme prepa-
ration for the treatment of pancreatic insufficiency.  

Pancrelipase contains porcine derived lipases, proteases, 
and amylases. It is marketed by Aptalis Pharma U.S. Inc. 
as Viokace.

Indications
Pancrelipase in indicated for use in adults with exo-

crine pancreatic insufficiency due to chronic pancreatitis 
or pancreatectomy.1 

Dosage
The initial dose is 500 lipase units/kg of body weight 

per meal taken with a proton pump inhibitor.1 The dose 
may be increased to a maximum of 2500 lipase units/
kg based on symptoms, the degree of steatorrhea, and 
the fat content of the diet. The dose, however, should be 
≤ 10,000 lipase units/kg per day or < 4000 lipase unit/g 
fat ingested per day.1 One-half of the full dose should be 
given for snacks. The dose should be taken with a proton 
pump inhibitor.

Pancrelipase is available as two strengths: 
• 10,440 USP units of lipase, 39,150 USP units of  

        protease, and 39,150 USP units of amylase; and 
• 20,880 USP units of lipase, 78,300 USP units of  

       protease, and 78,300 USP units of amylase.
Both strengths should be administered with a proton 

pump inhibitor.

Potential Advantage
Viokace does not offer any advantages over currently 

available pancrelipase products.

Potential Disadvantages
The efficacy and safety of Viokace has not been es-

tablished in children. Fibrosing colonopathy (colonic 
stricture) is a rare condition that may be associated with 
high-dose pancreatic enzyme use of long duration.1 This 
adverse reaction was most commonly seen in pediatric 
cystic fibrosis patients. The porcine origin of the enzymes 
may lead to allergic reaction in patients with allergy to 
porcine protein, increase uric acid level due to purine con-
tents of the product, and result in unknown viral expo-
sure.1 The most common adverse events (7% [2/30] vs 0% 
for placebo) were anal pruritus and biliary tract stones.1

Comments
In 2004, the FDA required new drug applications 

for all pancreatic extract drug products. This was due 
to evidence of substantial variation in drug potency of 
currently marketed products. The short-term safety and 
efficacy was assessed in a randomized, double-blind, 
placebo-controlled, parallel group study (n = 50).1 Adult 
patients with exocrine pancreatic insufficiency (pan-
creatitis or pancreatectomy) were randomized, after a 
washout period (6-7 days) to pancrelipase (22 tablets 
per day) or placebo coadministered with a proton pump 
inhibitor. Patients were maintained on a controlled high-
fat diet of 100 g per day. The primary endpoint was the 
coefficient of fat absorption (CFA) based on a 72-hour 
stool collection. After a treatment of 6-7 days, the mean 
CFA was 86% compared to a washout period mean of 
48% for pancrealipase. For placebo, CFA was 58% after 
treatment and a mean of 57% at washout. The mean dif-
ference CFA was 28% (95% confidence interval, 21, 37) 
in favor of pancrelipase.

Clinical Implications
Viokace is the fifth pancrelipase product to be ap-

proved. It is the only one that is not formulated as a 
delayed-release product. Pancrelipase requires coad-
ministration with a proton pump inhibitor and is not 
approved for cystic fibrosis patients. Other approved 
pancrelipase products are Creon®, Zenpep®, Pancre-
aze®, and Ultresa®. The magnitude of mean differences 
in CFA compared to placebo are similar among these 
products: 28% for Viokace, 21% for Creon, 26% for 
Zenpep, and 35% for Ultresa.3-5 

While the prescribing information for each product 
states that the pancrelipase products are not interchange-
able, the maximum doses for each product are identical, 
as they are set forth by the Cystic Fibrosis Foundation 
Consensus Conference Guidelines.6   n
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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.

Comment: I take exception with the article “Early 
Referral of the Chronic Kidney Disease Patient is Good 
Practice,” by Rahul Gupta, MD, MPH, FACP. Of course 
early referral will have a better outcome than late refer-
rals, but what about the middle and what about primary 
care physicians managing patients with mild-to-moderate 
disease? If I referred all my patients with a creatinine 
above 1.2 (women) and 1.5 (men), I would overwelm the 
nephrologists. When I look at the nephrology notes on 
these patients, it is basic primary care. We manage mild-
to-moderate hypertension, dyslipidemia, diabetes, CHF, 
etc., why not kidney disease! This area is a weakness in 
primary care that should be corrected. We should be man-
aging those patients with eGFR between 30 and 60, and 
CME tools like Internal Medicine Alert and our confer-
ences should be educating us to do that rather than tell-
ing us to refer these patients. — Joseph E. Scherger, MD, 
MPH, Vice President, Primary Care, Eisenhower Medical 
Center, Clinical Professor, Keck School of Medicine, Uni-
versity of Southern California

Response: Early nephrology referral as part of an in-
terdisciplinary approach in the management of chronic 
kidney disease (CKD) in primary care may signal an evi-
dence-based paradigm shift. Over the past two decades or 
so, abundant data have emerged highlighting the fact that 
optimal pre-end-stage renal disease care involves early in-
terventions aimed at delaying progression of chronic kid-
ney disease, skillful management of other coexisting dis-
eases, timely placement of vascular access and initiation 
of renal replacement therapy as well as implementation 
of educational programs targeted at improved rehabilita-
tion.1,2 Studies have long demonstrated that compared to 
those referred late, early referral of CKD patients may be 
associated with significant mortality and morbidity ben-
efits.3-5 Additional benefits of optimal predialysis care are 
also likely to lead to less frequent and shorter hospital 
stays resulting in lower overall costs, more informed se-
lection of dialysis modality, and non-emergent initiation 
of dialysis. As early as 1993, the National Institutes of 
Health issued a consensus statement recommending that 
referral of a patient to a renal team should occur at a se-
rum creatinine of 1.5 mg/dL in women and 2.0 mg/dL 
in men.6 However, the preference for early collaboration 
with a nephrology team should be viewed as an opportu-
nity to implement an evidence-based best practice leading 
to better outcomes for our patients rather than signing off 
the patient to a nephrologist. — Rahul Gupta, MD, MPH, 
FACP, Clinical Assistant Professor, West Virginia Univer-
sity School of Medicine, Charleston, WV
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Letter to the Editor
The comments below are in response to the article “Early Referral of the Chronic Kidney Disease Patient is Good Practice,”  

by Rahul Gupta, MD, MPH, FACP, which appeared in the Jan. 29, 2012, issue. The comments from two of our editorial board 
members represent somewhat differing perspectives on the role of the primary care clinician in the management of chronic 

kidney disease. Obviously there is great opportunity for improvement in this area and those of us in primary care are  
in a unique position to optimize outcomes. — Stephen Brunton, MD, Editor
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A New Intervention 
for Actinic Keratoses: 
Ingenol Mebutate Gel

Source: Rosen RH, et al. J Am Acad 
Dermatol 2012;66:486-493.

Actinic keratoses (ak) is biological-
ly in situ squamous cell carcinoma, 

with the potential to become invasive in 
a minority of cases. However, because an 
individual patient may have many AK and 
it is not possible with certainty to identify 
which lesions are more likely to progress, 
it has been recommended that removal of 
AK be performed whenever possible. In 
the primary care setting, the three most 
prominent methods of destruction are 
cryotherapy, immune activators (e.g., 
imiquimod cream), and antimetabolites 
(e.g., 5-fluorouracil cream). Each of these 
methods has substantial limitations; for 
instance, the inflammatory response to 
appropriate use of imiquimod or 5-fluo-
rouracil may be both painful and (at least 
transiently) cosmetically unwieldy. Ad-
ditionally, traditional regimens of com-
monly used topicals require multiple ap-
plications over several weeks or more.

Ingenol mebutate (ING) is a recently 
approved topical agent that works by in-
duction of lesion necrosis as well as by 
activation of antibody-directed cellular 
cytotoxic pathways. What this does for 
AK is produce a prompt and immediate 

kill effect on abnormal cells (within a few 
hours), which is coupled with a drug-me-
diated activation of B-cells that binds to 
abnormal (precancerous) cells over sub-
sequent days and destroys them. This dual 
mechanism provides for short treatment 
regimens (2-3 days), with persistent post-
treatment effects that obliterate evolving 
AK. The tolerability profile of ingenol, 
coupled with its dual mechanism of ac-
tion and ease of administration, may give 
it a priority role in topical therapies for 
AK, although the clearance rates with the 
new product are not yet established to be 
at parity with older agents until head-to-
head comparator trials are performed.   n

Colon Cancer  
Screening: Getting  
the Right Test Done

Source: Quintero E, et al. N Engl J Med 
2012;366:697-706.

In its most recent update on colorec-
tal cancer screening (CCS), the Ameri-

can Cancer Society, in concert with other 
interested parties, suggested that the best 
screening test for CCS is the one a person  
can get done. This is because in compari-
son to the other more widely used screen-
ings (e.g., mammography, PAP testing, 
PSA), adoption of colonoscopy has been 
somewhat disappointing.   

Fecal immunochemical testing (FIT) 

of the stool incorporates many of the ad-
vantages and circumvents some of the 
limitations of other screening tools. For 
instance, the specificity of FIT for human 
hemoglobin eliminates special dietary re-
strictions. Additionally, the presence of 
blood from the upper GI tract does not 
typically induce a positive result with FIT, 
eliminating unnecessary evaluation of the 
colon when upper GI blood is the cause. 

Quintero et al report on initial results of 
the first wave of a comparison between FIT 
and colonoscopy in a very large population 
(n = 53,102) of asymptomatic adults age 
50-69 years who were randomized to ei-
ther traditional colonoscopy every 10 years 
or FIT every 2 years. FIT-positive patients 
were followed up with colonoscopy.

As is perhaps not surprising, compli-
ance with FIT was about 30% greater 
than with colonoscopy. Colon cancer was 
detected in 0.1% of each group; however, 
the rate of detection of advanced adeno-
mas was more than twice as high in the 
colonoscopy group (1.9% vs 0.9%).

These preliminary results are encour-
aging that a method for which patients 
find more advocacy — FIT — might find 
a more prominent role in CCS, especially 
when patients find other screening tools 
unacceptable. Because these results are 
preliminary (first 2-3 years of follow-up), 
we will likely need to wait until final re-
sults are completed in 2021 before the 
question of the role of FIT can be defini-
tively answered.   n

CME Questions
1. Which of the following is correct with 

regard to treatment of acute sinusitis?
a. Amoxicillin was highly effective 

in reducing symptoms at days 3, 7, 
and 10 of treatment.

b. Amoxicillin was highly effective in 
reducing symptoms only at day 3 of 
treatment.

c. Amoxicillin was highly effective in 
reducing symptoms only at day 1 of 
treatment.

d. Amoxicillin, in assessment at the 
primary endpoint, was not superior 
to placebo.

2. Over 2 years, decline in semantic 
memory in postmenopausal women 
not using hormonal therapy was 
associated with:
a. higher free estradiol levels.
b. a low testosterone to estradiol ratio.
c. early onset of Alzheimer’s disease.
d. lower levels of free and total estra-

diol.
e. increased alcohol use.

3. In patients with moderate aortic 
stenosis, ECG evidence of LVH with 
the strain pattern was predictive of:
a. sudden death.
b. development of angina.
c. myocardial infarction.
d. All of the above


