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Recommending the Appropriate 
Physical Activity to Your 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: A newly developed instrument to measure 
brief physical activity counseling in primary care demonstrates 

that physicians need to do a better job.

Source: Carroll JK, et al. Evaluation of physical activity counseling 
in primary care using direct observation of the 5As.  

Ann Fam Med 2011;9:416-422.

Physical inactivity can lead to obesity and type 2 diabetes, in 
addition to a host of other chronic conditions. We also understand 

that when proper physical activity is conducted, it can help control 
weight, reduce the risk of heart disease and some cancers, strengthen 
bones and muscles, and improve mental health. National guidelines 
recommend that children should be active at least 60 minutes or more 
daily.1 Most of the 60 minutes should be either moderate- or vigorous-
intensity aerobic physical activity. Adults aged 18 to 65 years should 
do at least 150 minutes of moderate intensity or 75 minutes of vigor-
ous intensity aerobic physical activity per week or an equivalent com-
bination of the two. For additional health benefits, adults should do 
more than 300 minutes of moderate intensity or 150 minutes of vigor-
ous intensity activity per week or an equivalent combination of the 
two. In fact, research has demonstrated that adherence to these physi-
cal activity guidelines is associated with reduced all-cause mortality 
risks among U.S. adults.2 While rates of leisure-time physical activity 
vary across the United States, only 3 in 10 adults get the recommend-
ed amount of physical activity. As rates for chronic conditions such 
as obesity, diabetes, and heart disease continue to be on the rise, little 
progress has been made over the past 10 years in increasing physical 
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activity levels among adults in the United States. One set-
ting where such people can obtain credible advice and can 
be assisted in developing a plan for physical activity is in 
their family doctor’s office. The question is whether our 
patients are getting that type of help when they visit their 
primary care physician.

In their current study, the authors utilized the 5As (ask, 
advise, assess, assist, arrange) framework for physicians 
to ask about the current behavior, advise a change, assess 
readiness to change, assist with goal setting, and arrange 
follow-up to examine patient-physician physical activity 
discussions. In the first phase of the study, the research-
ers developed a coding scheme to measure the 5As using 
audio recordings of primary care visits. Then they applied 
the coding scheme to describe the degree to which patients 
and physicians accomplished the 5As. For this study, 28 
physicians (internal medicine and family medicine) and 
361 patients were recruited from northeast Ohio. Results 
showed that there were 135 discussions of physical activ-
ity among the 361 patients, in response to a survey that 
demonstrated the patients not meeting the physical activ-
ity guidelines. For each of the 5 As, Ask tasks occurred 
in 91% (n = 123) of discussions; Advise tasks occurred 
in 53% (n = 71) of the physical activity discussions; As-
sess readiness tasks were accomplished in 56% (n = 76) 
of the discussions; Assist tasks were observed in 39% (n 
= 52) of the discussions; and Arrange tasks occurred dur-
ing only 6% (n = 8) of the discussions. In about half of 
the instances when patients were found to be ambivalent 
about their physical activity, physicians offered only lim-

ited assistance and in the remaining half they provided no 
assistance. Researchers also found that patients actively 
contributed to accomplishing the 5As since the assess-
ment of patient readiness to change was actually revealed 
by the patients rather than elicited by the physicians.

n COMMENTARY
The results of the above study are disappointing, yet 

not unexpected. Specifically, the results demonstrate that 
primary care physicians do have the best intentions in 
mind when they ask their patients about physical activ-
ity and provide some advice as well as assess readiness 
to make a change. However, when it comes to providing 
active assistance with goal setting for specific physical 
activity, and arranging follow-ups to ensure that physical 
activity discussions translate into true change, the story 
begins to unravel a core defect at a policy level rather than 
at practice level. Similar to many other issues that are of 
major public health concern such as tobacco, substance 
abuse, teen pregnancy and obesity, there is often a funda-
mental mismatch with stated policies and the resulting re-
source allocation. As a consequence, while improving pa-
tient engagement may be useful in promoting behavioral 
change3 and physical activity discussions with physicians 
may assist patients in being more open to consider such 
a change, the busy private practice environment with ever 
increasing challenges makes it almost impossible for the 
primary care physician to play a meaningful role in con-
tributing to several leading public health issues. There-
fore, it is necessary for us to understand that major public 
health achievements — smoking cessation, obesity, nu-
trition, physical activity, substance abuse, mental health 
screening, or others — can only be achieved by advocat-
ing for coordinated policies that encourage collaboration 
with health educators, clinical psychologists, community 
programs, or other public health experts. We hope there 
will be a time when a team approach, rather than solely 
relying on the primary care physician, will become the 
norm to address major public health challenges.   n
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Hot Flash Treatment: 2011
A B S T R A C T  &  C O M M E N T A R Y

By William B. Ershler, MD

INOVA Fairfax Hospital Cancer Center, Fairfax, VA; Direc-
tor, Institute for Advanced Studies in Aging, Washington, DC 
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Synopsis: In a randomized, double-blind, placebo-
controlled trial, clonidine and venlafaxine both proved 
superior to placebo in reducing hot flashes in breast 
cancer patients. The study was insufficiently powered 
to prove superiority of one drug over the other. How-
ever, venlafaxine produced earlier reductions and it 
appeared clonidine had more sustained effect (i.e., at 
12 weeks of treatment).

Source: Boekhout AH, et al. Management of hot flashes in 
patients who have breast cancer with venlafaxine and clinidine: 
A randomized, double-blind, placebo-controlled trial. J Clin 
Oncol 2011;29:3862-3868. 

Hot flashes occur as a common consequence of breast 
cancer therapy and are quite debilitating for some. 

Whereas the single most effective treatment is estrogen, 
this approach is contraindicated in the setting of breast 
cancer and thus alternative, non-estrogenic approaches 
have been investigated. Boekhout and colleagues from the 
Netherlands undertook a double-blind, placebo-controlled 
randomized trial to compare the efficacy of venlafaxine 
(Effexor®), clonidine, or placebo in reducing average dai-
ly hot flash scores over 12 weeks of treatment. 

For this, 102 patients with a history of breast cancer 
who had been experiencing at least two hot flashes daily 
were randomly assigned (2:2:1) to venlafaxine 75 mg, 
clonidine 0.1 mg, or placebo daily for 12 weeks. Patients 
were stratified by age (< 35, 36-50, or > 51 years), dura-
tion of complaints (> 9 months or < 9 months), concur-
rent endocrine therapy (yes or no), and previous chemo-
therapy (yes or no). Questionnaires at baseline and during 
treatment assessed daily hot flash scores, sexual function, 
sleep quality, anxiety, and depression. 

After 12 weeks, a total of 80 patients were evaluable 
for the primary endpoint. During week 12, hot flash scores 
were significantly lower in the clonidine group vs placebo 
(P = 0.03); for venlafaxine vs placebo, the difference was 
borderline not significant (P = 0.07). However, hot flash 

scores were equal in the clonidine and venlafaxine groups. 
Over the course of 12 weeks, the differences between both 
treatments and placebo were significant (P < 0.001 for ven-
lafaxine vs placebo; P = 0.045 for clonidine vs placebo). 

Frequencies of treatment-related adverse effects of 
nausea, constipation, and severe appetite loss were higher 
in the venlafaxine group. 

n COMMENTARY
Both venlafaxine and clonidine previously had been 

shown to be effective in ameliorating hot flashes,1-3 and 
it was hoped that this trial comparing the two drugs (or 
placebo) over 12 weeks would prove one drug superior. 
However, what it showed was that both drugs essentially 
were comparable but that toxicity was somewhat greater 
with venlafaxine. Venlafaxine produced a more prompt re-
sponse, but by week 12, hot flashes were fewer in those re-
ceiving clonidine. As articulated in the accompanying edi-
torial,4 the study was insufficiently powered to differentiate 
the two drugs. By the editorialists’ calculations, somewhat 
more than 150 patients in each of the treatment arms would 
be required to have a reasonable chance (80%) to detect a 
difference if it were there. Another concern was that the 
venlafaxine starting dose (75 mg) is higher than currently 
recommended (37.5 mg/day, with escalation as tolerated).

Clinicians encounter patients with hot flashes commonly. 
Venlafaxine and clonidine are two on the list of several (also 
paroxetine, citalopram, desvenlafaxine, gabapentin, pre-
gabalin to name others). None has risen to the top as most 
efficacious. Dr. Loprinzi and his group at the Mayo Clinic 
have recommended that a non-hormonal approach start with 
an antidepressant (e.g., venlafaxine or desvenlafaxine) and 
proceed to one of the antiseizure drugs (e.g., gabapentin) as 
second line, and that clonidine be used as third line.4 

In addition to defining the optimal first approach, a 
number of questions regarding hot flash management are 
still unanswered. These include whether treatment should 
be different for those experiencing hot flashes but with 
no history of breast cancer, or for women who are cur-
rently taking tamoxifen? Furthermore, should the same 
approach be used for the management of hot flashes in 
men undergoing androgen-ablation therapy for prostate 
cancer? Although there are notable gaps, the data would 
currently suggest there are enough similarities to embark 
on similar approaches for both men and women.5   n
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Risk of Perioperative MI  
in Patients with Stents  
Undergoing Surgery
A B S T R A C T  &  C O M M E N T A R Y

By Andrew J. Boyle, MBBS, PhD
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This article originally appeared in the October issue of Clinical Cardiol-
ogy Alert. At that time it was peer reviewed by Ethan Weiss, MD, Associate 
Professor of Medicine, Division of Cardiology, University of California, San 
Francisco, CA. Dr. Weiss is an advisory board member for Bionovo.

Synopsis: The authors conclude that patients with 
coronary stents undergoing an invasive procedure are 
at high risk of perioperative cardiovascular and bleed-
ing complications, and that these are associated with  
a high mortality.

Source: Albaladejo P, et al. Non-cardiac surgery in patients with 
coronary stents: The RECO study. Heart 2011;97:1566-1572.

Patients who have had percutaneous coronary inter-
vention (PCI) with either bare metal stents (BMS) or 

drug-eluting stents (DES) require dual antiplatelet therapy 
until the stent struts are endothelialized. However, patients 
who have had prior PCI often need to undergo surgery. 
There is thought to be less risk of perioperative myocar-
dial infarction (MI) when surgery is performed late after 
PCI; however, the precise risk and the optimal manage-
ment of dual antiplatelet therapy remains unknown. Al-
baladejo and colleagues performed a multicenter, pro-
spective, observational study in 47 centers in France to 
address this question. 

They enrolled 1134 patients undergoing non-cardiac 
surgery (including diagnostic endoscopy). DES were 
used in 55%, BMS in 32%, and unknown stent type in 
13%. DES use was associated with younger age (67 ± 11 
vs 70 ± 10 years, P < 0.001), higher prevalence of diabe-

tes (33% vs 22%, P < 0.001), and higher number of stents 
per patient (2.3 ± 1.4 vs 1.6 ± 0.9, P < 0.001). There were 
no differences between DES and BMS patients in terms 
of preoperative antiplatelet therapy and the level of risk of 
the surgery. Continuation or discontinuation of antiplate-
let therapy was not prespecified, but was at the discretion 
of the physician at the preoperative visit. 

The primary endpoints were any major adverse cardiac 
and cerebrovascular events (MACCE) or hemorrhagic 
complication. MACCE was defined as MI, stent thrombo-
sis, stroke, heart failure, significant arrhythmia, or cardio-
genic shock. Bleeding was considered major if it resulted 
in death, fall in hemoglobin ≥ 2g/dL, transfusion, extra 
surgical or medical treatment, or if it was in a critical lo-
cation (intracerebral, intraspinal, intraocular, pericardial 
retroperitoneal). All other bleeding was considered minor. 
All-cause mortality was a secondary endpoint. 

MACCE occurred in 10.9%, typically around 3.3 ± 3.8 
days after surgery, and was predominantly MI. Patients who 
experienced MACCE were older (71 ± 10 vs 68 ± 11 years, 
P < 0.01) and more likely to have heart failure (19.4% vs 
8.4%, P < 0.001) and a high American Society of Anesthe-
siologists classification. There was no difference in gender 
or type of stent. Independent predictors of MACCE were: 
complete interruption of antiplatelet therapy for > 5 days 
preoperatively (odds ratio [OR] 2.11, P < 0.01), preopera-
tive hemoglobin < 10 g/dL (OR 3.0, P = 0.016), creatinine 
clearance < 30 mL/min (OR 3.5, P < 0.01), urgent surgery 
(OR 3.1, P < 0.001), and high-risk surgery (OR 3.6, P < 
0.001). Importantly, the time interval between stenting and 
surgery was not predictive of MACCE. Patients who ex-
perienced MACCE had a 14.5% mortality. Stent thrombo-
sis (definite, probable, or possible) occurred in 2.5% when 
the delay from PCI to surgery was < 12 months, and 1.3% 
when the interval was > 12 months. The rate of stent throm-
bosis did not differ between DES and BMS. The mortality 
associated with stent thrombosis was 29%.  

Bleeding complications occurred in 9.5%, typically oc-
curred 5.3 ± 5.3 days after surgery, and were at the surgi-
cal site in 85%. Patients who experienced bleeding com-
plications had lower body weight (75.7 ± 14.1 kg vs 78.4 
± 14.6 kg, P = 0.04) and a higher rate of congestive heart 
failure (16.7 vs 8.4%, P = 0.001). Independent predictors 
of bleeding complications were: preoperative hemoglobin 
< 10 g/dL (OR 2.6, P < 0.05), creatinine clearance 30-60 
mL/min (OR 1.96, P < 0.01), high-risk surgery (OR 3.3, 
P < 0.001), and time from PCI to surgery < 3 months (OR 
2.9, P = 0.001). Patients who experienced bleeding com-
plications had a 12% mortality. 

The authors conclude that patients with coronary stents 
undergoing an invasive procedure are at high risk of peri-
operative cardiovascular and bleeding complications, 
and that these are associated with a high mortality. Inter-
ruption of antiplatelet therapy > 5 days prior to an inva-
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sive procedure increased the rate of MACCE but did not 
change risk of bleeding. 

n COMMENTARY
Current guidelines recommend postponing elective sur-

gery for at least 6 weeks after BMS and 12 months after 
DES. This study is one of the largest series published to 
date and one of the few that reports both ischemic (MAC-
CE) and bleeding complications together. Several factors 
are noteworthy in this dataset. Firstly, preoperative anemia 
and renal impairment predict both bleeding and ischemic 
complications. This may be because anemia and renal im-
pairment are dangerous per se, or because they are indica-
tors of severe underlying disease that predisposes to post-
operative complications. In this series, high-risk surgery 
was a predictor of postoperative events as well, whereas 
in other series this has not been the case. One reason for 
this may be that this cohort included diagnostic endoscopy, 
which is not really a surgery and should have little bleed-
ing and ischemic risk. This may introduce bias by lowering 
the rate of complications in the “low risk” category here 
because some of the low-risk surgeries were not actually 
surgeries. Many other series do not include endoscopy. 

The type of stent (DES vs BMS) had no effect on MAC-
CE. This contradicts the hype and dogma that stent thrombo-
sis is a great danger with DES. In fact, this has been borne out 
in other series as well. Importantly, this cohort was recruited 
starting in 2007, when media attention on DES stent throm-
bosis was at fever pitch. Consequently, many DES patients 
in this cohort underwent surgery on dual antiplatelet therapy, 
which may have reduced their perioperative MACCE rate. It 
is also possible that the high bleeding rate in this study also 
may have been due to continuation of dual antiplatelet therapy 
throughout the operative period in many patients. This study 
does not inform us how to manage dual antiplatelet therapy in 
every patient with coronary stents prior to every surgery. We 
must continue to individualize treatment based on the surgi-
cal bleeding risk vs the risk of peri-operative MI. But it would 
seem prudent in light of these data, and other series show-
ing similar findings, that antiplatelet therapy not be ceased  
for more than 5 days preoperatively.   n

Height and Cancer Risk
A B S T R A C T  &  C O M M E N T A R Y

By William B. Ershler, MD

INOVA Fairfax Hospital Cancer Center, Fairfax, VA; Direc-
tor, Institute for Advanced Studies in Aging, Washington, DC 

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

This article originally appeared in the November issue of Clinical Oncology 
Alert. At that time it was peer reviewed by V.R. Veerapalli, MD, Staff Clini-
cian, INOVA Fairfax Cancer Center, Falls Church, VA. Dr. Veerapalli reports 
no financial relationships relevant to this field of study.

Synopsis: From a large cohort of women followed pro-
spectively and with an adjunct meta-analysis of existing 
evaluable studies, a clearly demonstrated, nearly uni-
versal (i.e., across tumor types) incremental increase in 
cancer incidence was observed with advancing height.

Source: Green J, et al. Height and cancer incidence in the 
Million Women Study: Prospective cohort, and meta-analysis 
of prospective studies of height and total cancer risk. Lancet 
Oncol 2011;12:785-794.

A number of epidemiological studies have demonstrat-
ed an increased risk of cancer in taller people, but it 

remains unclear if this height-associated risk is cancer-type 
specific and if it can be accounted for by confounding fac-
tors such as socioeconomic status or cigarette smoking. 
The goal of the current analysis was to investigate these as-
sociations in a large UK prospective cohort with sufficient 
information on incident cancer to allow direct comparison 
of height-associated risk across cancer sites and in relation 
to major potential confounding and modifying factors. 

Between 1996 and 2001, 1.3 million middle-aged wom-
en with no known prior cancer were enrolled in the UK Na-
tional Health Service Breast Screening Program (Million 
Women Study). One aspect of this comprehensive research 
program was the completion of a recruitment question-
naire that probed characteristics including current height, 
weight, smoking history, and other social, demographic, 
and lifestyle factors. A small subset of respondents (n = 
3762) were invited to have their height/weight measured 
at their family physician’s office, and these measures cor-
related remarkably well to earlier self-reports, allowing 
confidence that the self-reports were valid measures for 
the population as a whole.

There were 1.3 million women enrolled and followed 
for a median of 9.4 years (11.7 million person years). Dur-
ing this time, 97,376 new cases of cancer (all sites, other 
than non-melanoma skin) were diagnosed. The investiga-
tors used Cox regression models to calculate adjusted rela-
tive risks (RR) per 10 cm increase in measured height for 
total and site-specific incident cancers, taking attained age 
as the underlying time variable. 

The RR for total cancer was of 1.16 (95% confidence in-
terval [CI] 1.14-1.17; P < 0.0001) for every 10 cm increase 
in height. Risk increased for 15 of the 17 assessed cancer 
sites and was statistically significant for 10 sites: colon, rec-
tum, malignant melanoma, breast, endometrium, ovary, kid-
ney, central nervous system, non-Hodgkin’s lymphoma, and 
leukemia. The increase in total cancer RR per 10 cm increase 
in height did not vary significantly by socioeconomic status 
or by 10 other personal characteristics, but was significantly 
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lower in current than in never smokers (P < 0.0001). In cur-
rent smokers, smoking-related cancers were not as strongly 
related to height as were other cancers. The investigators also 
performed a meta-analysis including their findings with 10 
other prospective studies, and this demonstrated the height-
associated RRs for total cancer varied little across Europe, 
North America, Australia, and Asia. 

n COMMENTARY
The current report confirms findings from several small-

er studies that cancer incidence increases with increasing 
adult height.1-5 Furthermore, because of its large size and 
careful analysis, it also demonstrated that the height-asso-
ciated increased risk was relevant to most of the common 
cancer types, and was apparent even when confounding 
factors such as socioeconomic status, cigarette smoking, 
alcohol use, body mass index, age at menarche, parity, and 
age at first birth were accounted for. Furthermore, combin-
ing these data with other published reports in meta-analy-
sis, the relationship of height and total cancer RR is similar 
in different populations and in both men and women. 

The findings are hypothesis-generating, as there is no 
clear explanation. Earlier reports that were not quite as ro-
bust left the impression that the increased height-associated 
risk of cancer could be explained by socioeconomic factors 
or cigarettes.6,7 Supporting this, the current analysis dem-
onstrated that taller women tend to have higher socioeco-
nomic status, drink more alcohol, be more active, exercise 
more, smoke less, have later menarche, have fewer chil-
dren, and give birth later in life — all factors that might in-
fluence cancer incidence. Yet, when the data were adjusted 
for each of these factors (and others) the height-associated 
risk remained significant. Furthermore, the association is 
observable for 15 of the 17 most common cancer sites, sug-
gesting a more fundamental mechanism. Identifying this 
mechanism might provide greater insight into cancer sus-
ceptibility. Perhaps it is nothing more than tall people carry 
a larger cellular load and a correspondingly larger number 
of targets for cancer development, although this expla-
nation seems unlikely. Another possibility is that growth 
promoting factors accounting for increased body stature 
during development may have residual biological activity 
upon maturity. Of course, these are conjectural but investi-
gations along those lines would be a logical translation of 
this interesting and important epidemiological study.   n
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Pharmacology Update
Tadalafil Tablets for BPH 
(Cialis)
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. 

Tadalafil, eli lilly’s blockbuster drug for erectile 
dysfunction, has now been approved to treat signs and 

symptoms of benign prostatic hyperplasia. Tadalafil is the 
first drug of its class to be approved for this indication.

Indications
Tadalafil is indicated for the treatment of the signs and 

symptoms of benign prostatic hyperplasia (BPH), erectile 
dysfunction (ED), as well as ED and the signs and symp-
toms of BPH.1

Dosage
The recommended dose for BPH is 5 mg taken at ap-

proximately the same time every day. Tadalafil for treat-
ment of ED is dosed at 10 mg taken prior to anticipated 
sexual activity. The dose may be increased to 20 mg or 
decreased to 5 mg based on tolerability and effectiveness.1  

Tadalafil may also be taken daily for ED at a starting dose 
of 2.5 mg once daily and increased to 5 mg daily based on 
efficacy and tolerability. For the combination of BPH and 
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ED the recommended dose is 5 mg daily. The tablets may 
be taken without regard to meals.

Tadalafil is available as 2.5 mg, 5 mg, 10 mg, and 20 
mg tablets.

Potential Advantages
Tadalafil provides a one-drug treatment for patients 

with BPH and unlike other medications for this indication 
(alpha blockers and 5-alpha reductase inhibitors), it is not 
associated with sexual dysfunction. The drug is effective 
for men with co-morbid ED and BPH. Intraoperative flop-
py iris syndrome has not been associated with tadalafil.

Potential Disadvantages
Tadalafil has minimal effect on improving maximum 

urinary flow.1-3 Tadalafil may enhance the effect of drugs 
with hypotensive effects (e.g., nitrates, antihypertensives, 
alcohol, alpha adrenergic blockers). Potent inhibitors and 
inducers of CYP3A4 can affect the levels of tadalafil.1

Comments
Phosphodiesterase-5 inhibitors have been used for ED 

for more than a decade. In recent years, there has been 
interest in evaluating the role of these agents in the man-
agement of lower urinary tract symptoms due to BPH. 
The exact mechanism of the effect is not clear but may 
be related to an increase in cGMP resulting in relaxation 
of smooth muscle.4 The efficacy and safety of tadalafil 5 
mg once daily for the treatment of BPH was studied in 
three randomized, double-blind, placebo-controlled, 12-
week studies.1 Two studies were in men with BPH and one 
in men with ED and BPH. The primary efficacy endpoint 
was change from baseline to week 12 of the International 
Prostate Symptom Score (IPSS). The IPSS is a 7-ques-
tion, self-administered questionnaire assessing irritative 
and obstructive symptoms. Scores can range from 0 to 35.  
Maximum urinary flow rate was a secondary efficacy end-
point. In the first study (n = 410), tadalafil resulted in a 
decrease of 28% in IPSS score (baseline 17.3) compared 
to 13% (baseline 17.1; P < 0.001). In the second study 
(n = 324), reductions were 33% (baseline 17.1) and 22% 
(baseline 16.6), respectively (P = 0.004). There was no sta-
tistical difference in maximum urinary flow in either study.  
In patients with ED and BPH (n = 399), tadalafil showed 
a 33% reduction in IPSS (baseline 18.5) compared to 21% 
reduction (baseline 18.2) for placebo. Similar to the other 
studies, no significant difference in maximum urinary flow 
was observed. Tadalafil is well tolerated with only head-
ache reported with a frequency greater than 5%.1 Treat-
ment effect can be seen as early as 1 week and maintained 
after 1 year.5,6 The drug seems to work in BPH patients 
with or without ED.2 Compared to alpha adrenergic block-
ers, phosphodiesterase-5 inhibitors are generally less ef-
fective in terms of improvement of IPSS.7-9

Clinical Implications
BPH is a prevalent disease in middle-aged and older 

men. Current medical intervention recommended by the 
American Urological Association includes alpha adrener-
gic blockers, 5-alpha-reductase inhibitors (5-ARIs).7 Both 
alpha-blockers and 5-ARIs improve symptoms and maxi-
mum urinary flow. ED is also prevalent in this age group. 
Sexual dysfunction (ED, decreased libido, ejaculation 
disorders) has been reported with 5-ARs and to a lesser 
degree with alpha-blockers.7 Tadalafil relieves symptoms 
of BPH and improves ED, but has minimal or no effect 
on maximum urinary flow, and may be less effective in 
improving symptom scores.   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.
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In Future Issues: Behavioral Versus Drug Treatment for Overactive Bladder  
in Men: The MOTIVE trial

Is There a  
Relationship Between 
Insulin Glargine  
and Cancer?

Source: Morden NE, et al. Further 
exploration of the relationship be-
tween insulin glargine and incident 
cancer: A retrospective cohort study of 
older Medicare patients. Diabetes Care 
2011;34:1965-1971.

Recent retrospective studies in eu-
rope have created concern because 

of an observed increased risk of cancer 
(hazard ratio = 1.55) in users of insulin 
glargine (GLAR) compared to nonusers. 
Similarly, increased risk of breast cancer 
in GLAR users was reported in two other 
analyses (hazard ratio 1.99-3.9). These re-
ports, in addition to the limitations of their 
retrospective design, also had limitations 
such as failure to adjust for potential con-
founders such as BMI, GLAR dose, the 
impact of socioeconomic selection bias,  
and the relatively short periods of obser-
vation (6 years or less).

To remedy some of the limitations 
of early reports, the authors reviewed a 
Medicare database of more than 81,000 
diabetics, including a subpopulation of 

16,945 on GLAR and 49,455 on insulins 
other than GLAR. After adjustment for 
recognized confounders, there was no as-
sociation seen between GLAR and any 
cancer. Indeed, combination insulin regi-
mens were associated with increased risk 
of breast cancer, an association not previ-
ously consistently identified.

The results of this large data set should 
be generally reassuring about the safety 
profile of GLAR in reference to cancer of 
any type. The association of breast cancer 
with combination insulin regimens noted 
here should not be considered definitive 
because various reports have come to con-
flicting conclusions.   n

Saw Palmetto and 
BPH: Not

Source: Barry MJ, et al. Effect of in-
creasing doses of saw palmetto extract on 
lower urinary tract symptoms: A random-
ized trial. JAMA 2011;306:1344-1351.

Although benign prostatic hyperpla-
sia (BPH) and its consequences are 

rarely a mortal concern, the quality-of-life 
impact of LUTS (Lower Urinary Tract 
Symptoms) associated with BPH is often 
substantial. Antihypertensive alpha block-

ers (e.g., doxazosin, terazosin), site-selec-
tive alpha blockers (e.g., alfuzosin, tam-
sulosin), and alpha-reductase inhibitors 
(e.g., dutasteride, finasteride) have each 
been shown — either alone or in combina-
tion (i.e., alpha blockers + alpha reductase 
inhibitors) to improve LUTS. The latter 
have even been shown to reduce the need 
for surgery and the incidence of acute uri-
nary retention in BPH study subjects. 

Despite the well-demonstrated efficacy 
of proprietary agents, many BPH patients 
opt for “natural” treatments, such as saw 
palmetto (SWP). An early Cochrane re-
view (2002) of SWP was generally sup-
portive; less positivity was reflected in 
the 2009 Cochrane review, because more 
recent, rigorous trials found lesser benefit. 
Most trials utilized SWP 160 mg b.i.d. 
Is it possible that more SWP might gain 
greater therapeutic efficacy?

Barry et al performed a randomized, 
double-blind trial of higher-dose SWP, 
including doses up to 960 mg/d. Men 
with BPH (n = 369) were followed for 72 
weeks. At the conclusion of the trial, no 
beneficial effects on LUTS were seen, de-
spite the higher dose. No serious adverse 
effects attributable to SWP were seen. 
Based on these data, SWP is not beneficial 
for men with BPH.   n 

CME Questions
1. In the study about physical activ-

ity counseling in primary care, the 
authors utilize the 5As framework for 
behavioral counseling. The 5As stand 
for all except: 
a. Ask
b. Advise
c. Assess
d. Accomplish
e. Assist
f. Arrange

2. From the randomized trial of  
venlafaxine and clonidine for hot flash 
treatment, which of the following  
conclusions cannot be drawn?
a. Both drugs were superior to placebo 

in controlling hot flashes.
b. Venlafaxine produced more prompt 

reduction in hot flashes.
c. Clonidine treatment resulted in fewer 

hot flashes in the 12th week.
d. Based upon the findings for all 12 

weeks, venlafaxine was superior to 
clonidine for the treatment of hot 
flashes.

3. The height-associated increased 
relative risk for the development of 
cancer:
a. is apparent for most tumor types.
b. cannot be explained simply by  

socioeconomic status.
c. cannot be explained by cigarette 

smoking (current, ever, or never).
d. is apparent in both men and women.
e. All of the above 


