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ABSTRACT & COMMENTARY

Is it Normal Aging or Chronic 
Kidney Disease?
By Joseph E. Scherger, MD, MPH

Vice President, Primary Care, Eisenhower Medical Center; Clinical Professor, Keck School of Medicine, University of 
Southern California

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

SYNOPSIS: Current clinical guidelines for the diagnosis of chronic kidney disease (CKD) resulted in more than half of adults > 70 years 
of age having CKD. Should these guidelines be changed to require age calibration for diagnosis and classification of CKD?

SOURCES:Glassock R, et al. An age-calibrated classification of chronic kidney disease. JAMA 2015;314:559-560.
Levey AS, et al. Chronic kidney disease in older people. JAMA 2015;314:557-558.

Current international guidelines classify 
chronic kidney disease (CKD) as having an 
estimated glomerular filtration rate (eGFR) of 

< 60 mL/min.1 As our population ages, more patients 
are being diagnosed with CKD, since a decline 
in eGFR commonly occurs with age. By current 
guidelines, more than 50% of seniors ≥ 70 years of 
age have an eGFR of < 60 and are being diagnosed 
with CKD, resulting in a reported “epidemic” 
of this condition. Two teams of three academic 
nephrologists provided a pair of point/counterpoint 

articles about whether the threshold for diagnosing 
CKD should be age adjusted. Speaking in favor of 
this change, Glassock et al point out that there has 
not been a commensurate increase of end-stage renal 
disease (ESRD) in the general population of seniors. 
ESRD typically occurs in high-risk patients, such as 
those with diabetes, hypertension, or a family history 
of ESRD. These authors argued that “normal aging” 
results in a gradual decline in kidney function and 
the process should not be classified as a disease. They 
propose lowering the threshold for classifying CKD 



Evidence-based summaries of the
latest research in internal medicine

Internal Medicine Alert,  
ISSN 0195-315X, is published monthly by  
AHC Media, LLC 
One Atlanta Plaza,  
950 East Paces Ferry Road NE, Suite 2850
Atlanta, GA 30326. 
AHCMedia.com

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

POSTMASTER: Send address changes to 
Internal Medicine Alert, 
P.O. Box 550669, 
Atlanta, GA 30355.

Copyright © 2015 by AHC Media, LLC. 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
customerservice@ahcmedia.com
AHCMedia.com

Questions & Comments
Please call Jonathan Springston,  
Associate Managing Editor, at (404) 262-5416 or 
email jonathan.springston@ahcmedia.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   
Multiple Copies: Discounts are available for group 
subscriptions, multiple copies, site-licenses or 
electronic distribution. For pricing information, call 
Tria Kreutzer at 404-262-5482. 
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
AHC Media is accredited by the Accreditation 
Council for Continuing Medical Education 
to provide continuing medical education for 
physicians. 

AHC Media designates this enduring material for 
a maximum of 48 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 up 
to 24 Prescribed credits by the American Academy 
of Family Physicians. AAFP certification begins 
Jan. 1, 2015. Term of approval is for one year 
from this date with the option of yearly renewal. 
Each issue is approved for 1 Prescribed credit. 
Credit may be claimed for one year from the 
date of each issue. Physicians should claim only 
the credit commensurate with the extent of their 
participation in the activity.

The American Osteopathic Association has 
approved this continuing education activity for up 
to 48 AOA Category 2-B credits. 

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

186 Internal Medicine Alert

to 45 mL/min starting at age 65.

The common decline of eGFR in the 
elderly is very low risk. Glassock et al 
noted that there are only 0.6-0.8 cases of 
ESRD per 1000 patient-years in adults 
> 65 years of age without significant 
proteinuria.2 Proteinuria tends to occur in 
patients at risk for ESRD, such as diabetics 
and hypertensives.

The second article called for no change 
in the guidelines. Levey et al said that 
the criteria for other conditions, such as 
atherosclerosis or lipid disorders, do not 
change based on age. They noted that 
age-related decline in kidney function is 
variable and is related to circulation, so a 
reduction in eGFR is a marker for vascu-
lar disease. They argued that recognizing 
eGFR decline is an important part of the 
management of elderly patients, such as 
with adjusting medications.

n COMMENTARY
I practice in the Palm Springs, CA, a popu-
lar retirement community. Most of my 
patients are > 65 years of age. I frequently 
reassure elderly patients that their mildly 

elevated serum creatinine (eGFR < 60 but 
≥ 45) is normal in their age group, particu-
larly for patients > 80. I strongly favor the 
recommendation to have an age-appropri-
ate classification for CKD.

Giving a patient a disease label, espe-
cially kidney failure, is frightening and 
results in patients thinking of themselves 
as sick. Each time we add a disease label 
to patients, they consider themselves less 
healthy and often behave accordingly. 
CKD is an important area of primary care 
medicine and we should develop more ap-
propriate clinical guidelines for evaluation 
and management of these patients. Too 
many patients with no life- or even health-
threatening disease visit nephrologists and 
end up with one more specialist they may 
not need.  n
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ABSTRACT & COMMENTARY

Vitamin D Levels and Cognitive 
Function: Does It Make 
a Difference?
By Judith Turner, DVM, PharmD, and Martin Lipsky, MD
Dr. Turner is Community Pharmacy Resident, Roseman University College of Pharmacy, South 
Jordan, UT. Dr. Lipsky is Chancellor, South Jordan Campus, Roseman University of Health Sci-
ences, South Jordan, UT. 

Dr. Turner and Lipsky report no financial relationships relevant to this field of study.

SYNOPSIS: Similar to previous studies, vitamin D deficiency and insufficiency rates were not significantly differ-
ent between those with normal cognitive status, mild cognitive impairment, or dementia. However, cognitive 
decline occurred at a significantly greater rate in individuals with low 25-hydroxyvitamin D levels in the areas 
of episodic memory and executive function.

SOURCE: Miller JW, et al. Vitamin D status and rates of cognitive decline in a multiethnic cohort of older 
adults. JAMA Neurol 2015;72:1295-1303.

The effect of vitamin D deficiency 
has been questioned in relation to a 

growing number of disease states, includ-
ing levels of cognitive dysfunction ranging 
from mild cognitive impairment to diag-
nosed Alzheimer’s disease. The authors of 

this prospective longitudinal cohort study 
examined the relationship between 25-hy-
droxyvitamin D [25(OH)D] status and 
cognitive function from February 2002 to 
August 2010 in an ethnically diverse popu-
lation of older (mean age of 75.5 years) 
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adults in Northern California. Study subjects included 
those > 60 years of age who lived in a community set-
ting and had risk factors for cognitive decline. Indi-
viduals with a primary psychiatric diagnosis, unstable 
major medical illness, or history of substance abuse 
in the previous 5 years were excluded from the study 
population.

Neuropsychological function was evaluated at baseline 
and annually for a mean of 5 years, using previously 
validated Spanish and English Neuropsychological 
Assessment Scales. Assessed domains included execu-
tive function, visual perception, episodic memory, and 
semantic memory. Vascular risk factors, including 
hypertension, diabetes mellitus, and hypercholesterol-
emia, were recorded. The researchers assessed serum 
25(OH)D concentrations at baseline and during some 
annual follow-up visits.

A total of 382 participants were enrolled, of which 
29.6% were African American and 25.1% were 
Hispanic. The prevalence of vitamin D deficiency 
(defined using Institute of Medicine guidelines) was 
more than twice as high in Hispanic (28.1%) as in 
white (13.3%) study participants. African Americans 
experienced almost triple the prevalence (42.5%) in 
the white population. Similar to some previous studies, 
vitamin D deficiency and insufficiency rates were not 
significantly different among those with normal cogni-
tive status, mild cognitive impairment, or dementia. 
Vitamin D-deficient individuals had a lower perfor-
mance baseline than those with adequate levels in the 
domains of visuospatial ability, executive function, 
and semantic memory; however, the associations were 
weak. Baseline cognitive differences between those 
with insufficient vs adequate vitamin D levels were not 
significant. After an average of 5 years of follow-up, 
changes in semantic and visual spatial memory were 
not statistically significant.

n COMMENTARY
Ethnic diversity is a key feature of this study, which 
distinguishes it from many of its predecessors. This 
may be significant, since vitamin D deficiency is so 
much more prevalent in non-white patients. Geo-
graphic diversity may have increased the external va-
lidity. Also, unlike many other studies of its type, this 
one did not use a form of the Mini-Mental State Exam 
(MMSE), although there is a Spanish language version 
available. The neuropsychological test used has valid-
ity, but the choice of test makes comparison against 
previous studies challenging. An ever-increasing num-
ber of published studies have examined the correlation 
between vitamin D deficiency and cognitive impair-
ment.1-8 Two of the largest and longest investigations 
on the subject to date found a significant association 
between the lowest levels of vitamin D (< 25 nM/L), 

clinically relevant changes in MMSE scores, and new 
cognitive diagnosis.2,3

By contrast, two other studies did not find an associa-
tion between either lower baseline cognition or rate 
of cognitive decline.4,5 The former study examined an 
exclusively male population, which may have had an 
effect on the outcome. The study by Schneider et al 
was distinctive in that vitamin D levels were examined 
in a late-middle age rather than an elderly population.

A further question in any study examining relation-
ships between vitamin D and cognitive decline is the 
extent to which other variables are taken into account. 
Miller et al considered and controlled for season, age, 
race and ethnicity, education, body mass index, vascu-
lar risk score (utilized as percent presence of diabetes, 
hypertension, and hypocholesterolemia), and apolipo-
protein E4 genotypes.1 Factors not controlled in that 
study were accounted for in other studies and included 
depression, smoking, alcohol use, activity level, renal 
function, and activites of daily living impairment. The 
authors also mentioned sun exposure and dairy intake 
as other possible factors to consider. Results from 
this relatively small study, as well as some others with 
more robust data, add support to the theory that there 
is a relationship between vitamin D deficiency and rate 
of cognitive decline. What remains unclear is whether 
causation, or perhaps reverse causation, is at play. It’s 
also possible that hypovitaminosis D is a more general 
marker of poor health rather than a specific harbinger 
for cognitive decline. The more tantalizing question 
of whether vitamin D supplementation for deficient 
individuals could alter outcomes remains for a future 
interventional study to answer. However, while the 
jury is still out on the value of supplementing vitamin 
D to improve cognition, it remains prudent to treat 
those with insufficient levels.  n
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ABSTRACT & COMMENTARY

Nicotinamide Chemoprevention 
for Skin Cancer Is Impressive
By Seema Gupta, MD, MSPH

Clinical Assistant Professor, Department of Family and Community Health, Joan C. Edwards School of Medicine,  
Marshall University, Huntington, WV

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

SYNOPSIS: In a Phase III, double-blind, randomized, placebo-controlled trial, oral nicotinamide was safe and effective in reducing the rates 
of new nonmelanoma skin cancers and actinic keratoses in high-risk patients.

SOURCE: Chen AC, et al. A phase 3, randomized trial of nicotinamide for skin-cancer chemoprevention. N Engl J Med 2015;373:1618-
1626.

As its incidence continues to increase worldwide,  
 nonmelanoma skin cancers, including basal cell 

carcinoma (BCC) and squamous cell carcinoma (SCC), 
remain the most common types of cancer in fair-
skinned populations. While there are several similari-
ties between these two types, there remain significant 
differences in etiology and incidence rates. SCC may 
originate from premalignant actinic keratosis and 
infrequently metastasize to regional lymph nodes or 
more distant sites, whereas BCC rarely metastasizes 
but is much more commonly spread locally and may 
cause disfiguration.

The primary risk factors contributing to the develop-
ment of nonmelanoma skin cancer are likely a com-
bination of increased exposure to ultraviolet (UV) 
radiation or sun light, increased outdoor activities, use 
of tanning beds, increased longevity, ozone depletion, 
genetics, certain photosensitizing medications, and, in 
some cases, immune suppressive conditions.1 People 
who live at high altitudes or in areas with bright sun-
light year round have a higher risk of developing skin 
cancer, as do those who spend significant amounts of 
time outside during the midday hours. Exposure to ul-
traviolet B (UVB) radiation appears to be more closely 
linked with skin cancer, but newer research suggests 
that ultraviolet A (UVA) may also play a role in the 
development of skin cancers.2 UV radiation increases 
the risk of skin cancer by causing inflammation, gene 
mutation, and immunosuppression.3 Specifically, along 
with DNA damage, UV radiation inhibits the DNA 
repair by depleting cellular adenosine triphosphate 
(ATP). An over-the-counter dietary supplement, nico-
tinamide (vitamin B3), is a precursor of nicotinamide 
adenine dinucleotide (NAD+), an essential cofactor for 

ATP production. Nicotinamide prevents the decline in 
cellular energy observed after UV exposure and may 
maintain efficient DNA repair. It is also highly immune 
protective in humans and may reduce the level of 
immunosuppression induced by UV radiation, which 
is triggered by DNA damage.4 Previous research in a 
small number of patients has demonstrated the benefit 
of the use of oral nicotinamide in preventing skin can-
cers and subclinical lesions.5

In their multicenter, randomized, placebo-controlled, 
Phase III trial, Chen et al aimed to assess the efficacy 
of oral nicotinamide for the chemoprevention of 
nonmelanoma skin cancer. A total of 386 Australian 
participants with a history of at least two diagnosed 
nonmelanoma skin cancers in the past 5 years were 
randomly assigned to receive 500 mg of oral nico-
tinamide twice daily or a placebo for 12 months. 
The participants had dermatological assessments 
at 3-month intervals for 18 months. The primary 
endpoint was the number of new nonmelanoma skin 
cancers during the 12-month intervention period.

Researchers found a 23% decrease in the rate of new 
nonmelanoma skin cancers in the nicotinamide group 
at 12 months compared with the placebo group (95% 
confidence interval [CI], 4-38; P = 0.02). The number 
of cases of actinic keratoses in the nicotinamide group 
was lower by 11% at 3 months (P = 0.01), 14% at 
6 months (P < 0.001), 20% at 9 months (P < 0.001), 
and 13% at 12 months (P = 0.001) compared with the 
placebo group. Researchers also found a 20% (95% 
CI, -6 to 39) lower rate of new BCC and a 30% (95% 
CI, 0-51) lower rate of SCC with nicotinamide com-
pared with placebo (P = 0.12 and 0.05, respectively).
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Of note, the benefit from nicotinamide only lasted as 
long as the administration of nicotinamide continued. 
No significant differences in adverse event frequency 
or type were reported between the nicotinamide or 
placebo group during the 12-month intervention 
period.

n COMMENTARY
Nicotinamide is widely available over-the-counter 
and is generally considered a safe and affordable 
supplement. At the doses studied, it is also very well 
tolerated, with patients showing no signs of adverse 
events. The study by Chen et al shows an impressive 
23% decrease in the rate of new nonmelanoma skin 
cancers in participants taking 500 mg of oral nicotin-
amide twice daily when compared with placebo in a 
population of patients who have a history of having 
at least two diagnosed nonmelanoma skin cancers in 
the past 5 years. In the United States, the annual total 
cost of treating nonmelanoma skin cancers is esti-
mated to be $4.8 billion. With rising incidence, these 
findings have the potential to decrease the health and 
economic burden of skin cancer. Practically speaking, 
for patients who already have a history of nonmela-
noma skin cancers and are at high risk of developing 

future skin cancers, nicotinamide can be recommend-
ed as an additional means of chemoprevention in 
the appropriate patients. However, the use of nico-
tinamide in limited circumstances does not obviate 
the need for other skin cancer prevention measures, 
such as use of hats, protective clothing, sunscreens, 
and regular check-ups, for all patients at risk of skin 
cancer. The benefits of those measures, in turn, may 
be even more substantial.  n
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PHARMACOLOGY UPDATE

Naloxone Nasal Spray (Narcan)
By William Elliott, MD, FACP, and James Chan, PharmD, PhD
Dr. Elliott is Medical Director, Pharmacy, Northern California Kaiser Permanente, Assistant Clinical Professor of  
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Permanente, Oakland, CA

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

The FDA has approved naloxone in the form of a 
nasal spray as a life-saving medication to reverse 

the effects of an opioid overdose. Naloxone has been 
available previously in an injectable form adminis-
tered by syringe or auto-injector. The nasal spray was 
granted fast-track designation and priority review 
by the FDA. It is marketed by Adapt Pharma, Inc. as 
Narcan.

INDICATIONS
Naloxone spray is indicated as an opioid antagonist 
for the emergency treatment of known or suspected 
opioid overdose as manifested by respiratory and/or 
central nervous system depression.1

DOSAGE
Naloxone nasal spray is dosed as a single spray into 
one nostril. Additional doses may be given using a new 
spray with each dose. If there is no response or if the 
patient relapses, additional doses may be given every 

2 to 3 minutes until emergency medical assistances ar-
rives.1 Each spray delivers 4 mg (0.1 mL) of naloxone 
hydrochloride.

POTENTIAL ADVANTAGES
The nasal spray provides an easier-to-administer form 
of naloxone but still delivers the drug as quickly and 
effectively as an injection.

POTENTIAL DISADVANTAGES
Naloxone has limited activity against partial agonists 
or mixed agonist/antagonists (e.g., buprenorphine, 
pentazocine). Larger and repeat doses may be re-
quired.1 Naloxone may precipitate opioid withdrawal 
in patients who are opioid-dependent. Altered nasal 
physiology or anatomy may affect the absorption of 
naloxone.2

COMMENTS
The approval of naloxone nasal spray was based on 
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relative bioavailability to naloxone administrated 
intramuscularly. The relative bioavailability is ap-
proximately 47%. However, the nasal dose is 10 times 
higher (4 mg vs 0.4 mg).1 This provides a peak plasma 
concentration of 4.8 ng/mL compared to 0.88 ng/
mL for the injectable form. The median (minimum, 
maximum) time to peak concentration is 0.5 hr (0.17, 
1.00) for the nasal spray and 0.18 (0.08, 2.05) for IM 
administration.  

CLINICAL IMPLICATIONS
Opioid overdose is a worldwide public health crisis. 
Naloxone is the drug of choice to reverse the respira-

tory and central nervous system depression caused by 
overdose. Naloxone nasal spray is the first available, 
non-injectable form of naloxone. Many first respond-
ers and primary caregivers felt that the nasal spray 
is easier to administer. Therefore, the nasal spray 
provides an important dosage form for the emergency 
reversal of opioid overdose, which may save lives. The 
wholesale cost is $62.50 per unit (spray).  n
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No More Bacon? Carcinogenicity of Meat
By David Kiefer, MD
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SYNOPSIS: A review of published research by the World Health Organization concludes that processed meats are probably carcinogenic.

SOURCE: Bouvard V, et al. Carcinogenicity of consumption of red and processed meat. Lancet Oncol 2015 Oct 23. pii: S1470-
2045(15)00444-1.

The cancer arm of the World Health Organization, 
the International Agency for Research on Cancer 

(IARC), classified red meat as probably carcinogenic 
(Group 2A category) to humans and processed meat 
as carcinogenic (Group 1 category) to humans.

A Group 1 classification indicates the scientists felt 
that there was sufficient evidence that an agent causes 
cancer; in the case of processed meat, there is causa-
tion for colorectal cancer and less so for stomach 
cancer. The processed meats studied included meats 
(usually beef and pork, but also other red meats, 
poultry, offal, and meat byproducts) that were salted, 
cured, fermented, smoked, or otherwise preserved in 
some way. Other Group 1 carcinogens are asbestos 
and tobacco smoking, but the IARC stressed that its 
report does not quantify carcinogenicity and that it is 
not saying that eating processed meats is as danger-
ous as those other carcinogens. A Group 2A carcino-
gen means there is limited epidemiological evidence 
for a cancer association but strong mechanistic evi-
dence; in the case of red meat, there is some evidence 
of a connection with colorectal cancer, pancreatic 
cancer, and prostate cancer. 

This was the result of a review of more than 800 
scientific studies (700 studies commented on red meat 

and 400 commented on processed meat; there was 
some overlap) spanning 20 years, dozens of types 
of cancer, many countries, and a diversity of diets. 
For example, the report mentioned that eating the 
equivalent of three pieces of bacon (50 g) daily would 
increase the risk of colorectal cancer by 18%. With 
respect to red meat, eating the equivalent of ¼ pound 
(100 g) of hamburger daily could increase the risk 
of colon cancer by 17%. Other types of red meat 
that the researchers included, and should be a part 
of patient counseling, are veal, pork, lamb, mutton, 
horse (perhaps not a common part of the U.S. diet!), 
and goat. Further interpretation of the report’s results 
have varied widely among media outlets and health 
experts; the extra risk from eating red and processed 
meats probably remains small for individuals, but it 
adds to other data encouraging people to minimize 
their red meat intake, and creates a compelling public 
health argument to address this consumption.  n

Summary Point
• The regular, high intake of processed meats 

may have a more overt connection to several 
types of cancer, especially colorectal cancer, 
than unprocessed red meat.
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No Payoff to Physical  
Therapy After Healed 
Ankle Fracture

SOURCE: Moseley AM, et al. Rehabilitation after 
immobilization for ankle fracture: The EXACT 
Randomized Clinical Trial. JAMA 2015;314:1376-
1385.

Ankle fracture is a very common  
 injury afflicting persons of all 

ages and degrees of athleticism. After 
initial healing, some persons have 
availed themselves of a program of 
physical therapy (PT), anticipating 
improved functional outcome as a 
result. In the face of remarkably limited 
data confirming the efficacy of PT after 
healed ankle fracture, Moseley et al 
performed a randomized, controlled 
trial of an intensive program of PT vs 
simple advice alone for adults who 
had had immobilization casts removed 
subsequent to healed ankle fracture. 
Researchers followed up with study 
subjects at 1, 3, and 6 months after 
enrollment into treatment arms.

Participants randomized to a super-
vised exercise program administered by 
physical therapists did not enjoy any 
greater degree of improved mobility 
or quality of life than subjects simply 
given a single session discussion of edu-
cation about return to activity and a 
brochure with pictures describing some 
exercise activities they might perform.

Quality of life and functional activity 
outcomes did not differ between the 
two groups at the conclusion of the 
trial. The lack of efficacy of PT was 
similar across subgroups, including 
gender, age, and fracture severity. After 
successful healing of an ankle fracture, 
a program of supervised PT does not 
appear to improve outcomes.  n

Bisphosphonates May 
Impact Bone Recurrence 
in Postmenopausal 
Women with Breast  
Cancer

SOURCE: Early Breast Cancer Trialists’ Col-
laborative Group. Adjuvant bisphosphonate 
treatment in early breast cancer: Meta-analyses 
of individual patient data from randomised trials. 
Lancet 2015;386:1353-1361.

It has been recognized for more than a 
decade that selective estrogen recep-

tor modulators may exert a protective 
effect on breast cancer. While typically 
thought of as an osteoporosis drug, 
raloxifene demonstrated breast cancer 
benefits in the Multiple Outcomes for 
Raloxifene Evaluation (MORE) trial. 
Bisphosphonates, while not possess-
ing any known effects on estrogen 
receptors, could affect characteristics of 
bone that might reduce the likelihood 
of cancer cell adhesion to, or prolifera-
tion within, bone.

The Early Breast Cancer Trialists’ Col-
laborative Group evaluated individual 
patient data from randomized trials in 
early breast cancer in which data on 
bisphosphonates were available (n = 
18,766). Although the rates of distant 
recurrence and breast cancer mortality 
were statistically and significantly su-
perior in women who had been treated 
with bisphosphonates, the absolute 
degree of benefit was of dubious clini-
cal relevance.

On the other hand, among the sub-
group of postmenopausal women with 
breast cancer, bisphosphonates treat-
ment was associated with meaningful 
(and statistically significant) reductions 
in overall recurrence, bone recurrence, 
and breast cancer mortality; similar 
benefits were not seen in the premeno-
pausal population. Various bisphos-
phonates agents were studied in clinical 
trials, with no clear advantage demon-
strated of one over another. Postmeno-
pausal women with breast cancer who 
merit consideration of bisphosphonates 

for osteoporosis prevention or treat-
ment may also enjoy risk reduction in 
reference to their breast cancer.  n

Manipulating the  
Microbiome to Enhance 
Metabolic Functions

SOURCE: Simon MC, et al. Intake of Lactobacil-
lus reuteri improves incretin and insulin secretion 
in glucose-tolerant humans: A proof of concept. 
Diabetes Care 2015;38:1827-1834.

The content of the microbiome — 
that is, the diversity and relative 

proportion of various intestinal bac-
teria — has been increasingly recog-
nized as an important component in 
fundamental metabolic paths. Indeed, 
it has been suggested that an altered 
microbiome may be a key factor in 
the development and maintenance 
of overweight and obesity. Animal 
studies have shown that altering the 
microbiome by means of probiotics 
resulted in enhanced plasma levels of 
glucagon-like peptide (GLP).

Simon et al performed a double-blind, 
randomized, prospective trial among 
healthy volunteers who ingested 
capsules of the probiotic Lactobaccilus 
reuteri (or placebo) twice daily for 4 
weeks. The healthy volunteers were 
comprised of both lean and obese indi-
viduals.

The group that received the probiotics 
demonstrated increased insulin levels. 
Enhanced GLP levels were also seen 
in the probiotic group, albeit only in 
lean volunteers. Markers of insulin 
sensitivity were unchanged. Summar-
ily, the data support that concept that 
addition of L. reuteri enhances release 
of incretins in healthy subjects. The 
recognition that incretin secretion is 
impaired in type 2 diabetes stimu-
lates consideration of a similar trial 
in diabetic patients. Because this was 
a short-term trial, these data cannot 
speak to the issue of whether probiotic 
utilization might impart long-term 
benefits.  n
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• 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.

Effect of Modified Valsalva Maneuver  
for Emergency Treatment  
of Supraventricular Tachycardia

1.  What eGFR has been proposed as an age-
adjusted cutoff for normal renal function in 
patients ≥ 65 years of age?

a. 60 mL/min

b. 45 mL/min

c. 30 mL/min

d. 15 mL/min

2.  According to the research by Miller et al, 
which of the following is true?

a. Vitamin D supplementation is useful in the 
treatment of cognitive impairment.

b. Certain cognitive measures decline more 
rapidly in elderly patients with vitamin D 
deficiency.

c. Elderly patients should be treated to a 
minimum Vitamin D level of 50 nM/L.

d. Vitamin D is an effective preventive 
treatment for cognitive impairment.

3.  Which of the following statements regarding 
nicotinamide chemoprevention for 
nonmelanoma skin cancers is false?

a. In the study population, there was a 23% 
decrease in the rate of new nonmelanoma 
skin cancers in participants taking daily 
nicotinamide when compared with placebo.

b. The beneficial effect from nicotinamide 
only lasted as long as nicotinamide treatment 
continued.

c. No significant differences in adverse event 
frequency or type were reported between the 
nicotinamide or placebo groups.

d. The use of nicotinamide may obviate 
the need for other skin cancer prevention 
measures, such as sunscreens.
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