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Effect of Vitamin E and Memantine 
in Alzheimer’s Disease 

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

By Harold L. Karpman, MD, FACC, FACP

Clinical Professor of Medicine, UCLA School of Medicine

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

Synopsis: Among patients with mild-to-moderate Alzheimer’s  
disease, 2000 IU/d of vitamin E resulted in a slower functional 

decline and a decrease in the caregiver burden.

Source: Dysken MW, et al. Effect of vitamin E and memantine on functional 
decline in Alzheimer disease: The TEAM-AD VA cooperative randomized 

trial. JAMA 2014;311:33-44.

The effects of vitamin e (alpha tocopherol) have previously been 
studied in patients with moderately severe Alzheimer’s disease 

(AD)1 and in patients with mild cognitive impairment (MCI)2 but not in 
patients with mild-to-moderate AD. In patients with moderately severe 
MCI, 2000 IU/d of vitamin E has been demonstrated to be effective 
in slowing clinical progression, but it has had no benefit in reducing 
the rate of conversion to AD. Memantine had previously been dem-
onstrated to be effective in patients with AD and moderately severe 
dementia.3,4,5

The Department of Veterans Affairs (VA) Cooperative Studies Pro-
gram designed the TEAM-AD trial as a double-blind, placebo-con-
trolled, parallel group study to assess the effectiveness of 2000 IU/d 
of vitamin E, 20 mg/d of memantine, or the combination in delaying 
clinical progression of AD in patients who were already taking a back-
ground acetylcholinesterase inhibitor. The original sample size of 840 
participants resulted in 613 being randomized with the diagnosis of 
possible or probable AD of mild-to-moderate severity who were then 
followed from 6 months to 4 years. The primary outcome measurement 
was the Alzheimer’s Disease Cooperative Study/Activities of Daily 
Living (ADCS-ADL) Inventory6 and the secondary outcome measures 
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included the Mini Mental State Examination7 used to as-
sess cognitive function and dementia severity as well as 
the Alzheimer Disease Assessment Scale Cognitive Sub-
scale, the Neuropsychiatric Inventory, the Caregiver Ac-
tivity Survey, and the Dependence Scale, which measured 
six levels of functional dependence.8 All randomized par-
ticipants were scheduled for assessments every 6 months 
for a minimum of 6 months to a maximum of 4 years. 
A total of 956 participants did not complete the trial be-
cause of death or withdrawal of consent, and only a small 
percentage discontinued because of an adverse event pos-
sibly related to the study medications. Withdrawal rates 
were comparable across treatment groups. Study results 
determined that a dosage of 2000 IU/d of vitamin E was 
effective in slowing the functional decline of mild-to-
moderate AD and was also effective in reducing caregiver 
time required in assisting patients. Neither memantine 
nor the combination of vitamin E and memantine demon-
strated clinical benefit in patients with mild-to-moderate 
AD. The findings suggested that vitamin E is beneficial in 
mild-to-moderate AD by slowing functional decline and 
decreasing caregiver burden.

n COMMENTARY 
The important finding in the study by Dysken and his 

colleagues9 was that 2000 IU/d of vitamin E significantly 
delayed clinical progression in activities of daily living 
in patients with mild-to-moderate AD who were also tak-
ing an acetylcholinesterase inhibitor. The same effect was 
not found to be present in the memantine or in the me-

mantine plus vitamin E groups. In addition, the caregiver 
time required increased the least in the vitamin E group 
compared with the other three groups. It should be noted 
that the original target sample size could not be achieved 
because of a lower than expected number of eligible pa-
tients. It should also be noted that the follow-up of the 
enrolled patients proved to be for less time than expected, 
primarily because of a greater withdrawal and mortality 
rate than initially had been estimated and also because 
of the non-uniform enrollment rate over time associated 
with a larger number of missed final visits than expected. 
Major limitations of the study were that the withdrawal 
rates were higher than anticipated, although the with-
drawal rates were nearly equivalent across all treatment 
groups, and because it was a VA study, the percentage of 
women in the study was relatively small. However, based 
on the results of previous studies, there is no evidence that 
the effectiveness of vitamin E and/or memantine differs in 
males compared to females.1-5

In summary, a dose of 2000 IU/d of vitamin E was ef-
fective in slowing the functional decline of mild-to-mod-
erate AD and was also effective in reducing caregiver time 
required in assisting patients. Neither memantine nor the  
combination of vitamin E and memantine demonstrated 
clinical benefits in patients with mild-to-moderate AD. 
These findings suggested that vitamin E is beneficial in 
mild-to-moderate AD by slowing functional decline and 
decreasing caregiver burden.   n
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Spironolactone for Heart  
Failure 
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, Lucie Stern Chair in Cardiology, 
Director, Cardiology Fellowship Program, Chief of Clinical 
Cardiology, University of California, San Francisco

Dr. Crawford reports no financial relationships relevant to this field of study. 
This article originally appeared in the January 2014 issue of Clinical Cardiol-
ogy Alert.

Synopsis: The authors concluded that in a diverse, 
community-based population with new systolic heart 
failure, spironolactone did not reduce death  
or hospitalization, but did increase the incidence  
of hyperkalemia.

Source: Lee KK, et al. Effectiveness and safety of spironolac-
tone for systolic heart failure. Am J Cardiol 2013;112:1427-
1432.

In order to assess the safety and efficacy of spirono-
lactone combined with other recommended drugs for 

systolic heart failure, these investigators from Kaiser Per-
manente Northern California studied 2358 patients with 
newly diagnosed heart failure, a left ventricular ejection 
fraction (LVEF) < 40%, and no previous mineralocorti-
coid receptor antagonist (MRA) use. Patients were ex-
cluded if their serum creatinine was > 2.5 mg/dL or their 
potassium was > 5.0 mEq/L. Spironolactone was initiated 
in 521 patients (22%) and they were followed for a median 
of 2.5 years. The spironolactone cohort was younger, had 
fewer comorbidities, and was more likely to be on other 
heart failure therapies, including digoxin and potassium 
supplementation. Also, they had higher GFR, but lower 
LVEFs. After adjustments for different patient character-
istics and concurrent use of other heart failure therapies, 
spironolactone was not associated with death (hazard ratio 
[HR], 0.93; 95% confidence interval [CI], 0.60-1.44) or 
all-cause hospitalization (HR, 0.91; 95% CI, 0.77-1.08). 
Lower death rates were associated with the use of an 
angiotensin-converting enzyme inhibitor (ACEI), angio-

tensin II receptor blocker (ARB), and beta-blockers (HR, 
0.47; 95% CI, 0.44, 0.38, respectively), as was reduced 
hospitalization (HR, 0.60; 95% CI, 0.73, 0.52). Spirono-
lactone use adjusted for potential confounders was associ-
ated with a higher rate of severe hyperkalemia (HR, 3.46; 
95% CI, 1.97-6.06), but not kidney injury (HR, 0.66; 95% 
CI, 0.42-1.05). Also, lower GFR correlated with acute 
kidney injury and severe hyperkalemia on spironolactone. 
The authors concluded that in a diverse, community-based 
population with new systolic heart failure, spironolactone 
did not reduce death or hospitalization, but did increase 
the incidence of hyperkalemia. 

n COMMENTARY 
This study adds to the current observational literature 

on the lack of effectiveness of spironolactone for systolic 
heart failure in real-world settings. As compared to pri-
or studies, it has several strengths. First, it only includ-
ed patients with a new diagnosis of heart failure, which 
eliminates the survivor bias. Second, they eliminated pa-
tients with prior spironolactone use, which reduces the 
responder bias. Third, they knew all the drugs each pa-
tient was taking and for how long. Finally, they had serial 
laboratory results on all the patients. Limitations of this 
study, besides being observational, include a lack of exact 
knowledge of the dose of spironolactone the patients were 
on and that the spironolactone patients were sicker than 
the rest of the patients, since guidelines at the time recom-
mended MRAs for class III-IV heart failure patients. 

The adverse effects of spironolactone were similar to 
those in randomized trials, which suggests that they were 
not the cause of the difference in response. Of the three 
randomized, placebo-controlled trials, only one (RALES) 
used spironolactone, the other two used eplerenone. One 
major difference between this study and RALES is that 
beta-blocker use was only 11% in RALES vs 82% in this 
study. Thus, perhaps MRA therapy is more beneficial if 
patients are not on beta-blockers. The two trials using 
eplerenone were on guideline-driven therapy, so the bene-
ficial effects of eplerenone cannot be ascribed to deficien-
cies in other recommended therapies. Also, it is possible 
that eplerenone is more effective than spironolactone, but 
to date there have been no head-to-head comparisons of 
these two MRAs. 

What should clinicians do at this point? In patients 
who meet the entry criteria of the three randomized tri-
als (RALES, EMPHASIS, EPHESUS) and in whom close 
monitoring of blood pressure, potassium, and creatinine 
can be accomplished, it would be reasonable to start a 
MRA. In patients not meeting trial entry criteria, but who 
have no contraindications to MRAs, it would be reason-
able to start a MRA if they are not optimally managed on 
class I guidelines care. However, all patients started on 
MRA need careful follow-up. Patients on potassium-spar-
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ing diuretics or potassium replacement are at high risk, as 
are patients with renal impairment or hypotension. MRAs 
are problematic in such patients and preference should be 
given to ACEIs/ARBs and beta-blockers, which clearly 
improve survival.   n

Brief Reports

New Oral Anticoagulants Poised  
to Alter Approach to AF

By Matthew E. Fink, MD

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

Dr. Fink is a retained consultant for Procter & Gamble. The article originally 
appeared in the January 2014 issue of Neurology Alert. 

Source: Ruff CT, et al. Comparison of the efficacy and safety 
of new oral anticoagulants with warfarin in patients with atrial 
fibrillation: A meta-analysis of randomized trials. Lancet 
Neurology 2013; Dec. 4. [Epub ahead of print.] DOI: 10.1016/
S0140-6736(13)62343-0.

Four new oral anticoagulants (dabigatran, rivarox-
aban, apixaban, and edoxaban) have been studied in 

individual clinical trials, and, compared to warfarin, have 
been shown to be equal or better in the prevention of car-
dioembolic stroke in the setting of atrial fibrillation, with 
a reduced frequency of intracranial bleeding.1-4

Ruff and colleagues performed a meta-analysis of 
Phase 3, randomized trials in patients with atrial fibrilla-
tion, comparing all four of these new anticoagulants with 
warfarin, and analyzed outcomes in 71,683 participants 
in 48 trials. The main outcomes studied were stroke and 
systemic embolic events, ischemic stroke, hemorrhagic 
stroke, all-cause mortality, myocardial infarction, major 
bleeding, intracranial hemorrhage, and gastrointestinal 
hemorrhage, and the authors calculated relative risks 
(RRs) and 95% confidence intervals for each outcome. 

New oral anticoagulants significantly reduced stroke 
or systemic embolism by 19% compared to warfarin (RR 
= 0.81), driven primarily by a reduction in hemorrhagic 
stroke, and also resulted in a reduction in all-cause mor-
tality (RR = 0.90), with an increase in gastrointestinal 
hemorrhage. These new medications had a favorable risk-
benefit profile, with significant reductions in stroke, intra-
cranial hemorrhage, and mortality, with a similar rate of 
major bleeding as for warfarin.   n
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Vitamin D and Pain

By David Kiefer, MD

Research Fellow, Department of Family Medicine, University 
of Wisconsin; Clinical Assistant Professor of Medicine, Ari-
zona Center for Integrative Medicine, University of Arizona

Dr. Kiefer reports no financial relationships relevant to this field of study. This 
article originally appeared in the January 2014 issue of Integrative Medicine 
Alert.

Source: Sanghi D, et al. Does vitamin D improve osteoarthritis 
of the knee: A randomized controlled pilot trial. Clin Orthop 
Relat Res 2013;471:3556-3562.

Vitamin d should probably be the Time Magazine nu-
trient of the year (decade?), given the variety of body 

systems with some physiological connection to the ef-
fects of vitamin D. Add to the list pain — in this case pain 
from osteoarthritis (OA) of the knee. In 107 people with 
documented knee OA and vitamin D insufficiency (serum 
25-hydroxyvitamin D (25(OH)D) ≤ 50 nmol/L), the half 
allocated to receiving oral vitamin D3 (or cholecalciferol, 
dosed at 60,000 IU daily for 10 days and then 60,000 IU 
once monthly for the remainder of the 1-year study) had 
less pain as per the visual analog scale (VAS) and WOM-
AC scores (effect sizes 0.37 and 0.78, respectively) and 
improved knee function at 12 months when compared to 
the placebo group. There were no differences between the 
groups with respect to knee stiffness. The serum 25(OH)D 
increased in the vitamin D group by 45.7 nmol/L, where-
as the placebo group only increased 2.1 nmol/L after the 
year. A major limiting factor of these findings was the low 
effect sizes, equating with only about 1 mm on the VAS 
score and 2 points on the WOMAC, making the authors 
question the clinical relevance. The authors consider these 
results important for the planning of future clinical trials 
that would have sufficient power to detect clinically sig-
nificant differences.   n
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Pharmacology Update
Dapagliflozin Tablets  
(Farxiga™) 
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. 

A second sodium-glucose cotransporter 2 (sglt2) in-
hibitor has been approved for the treatment of adults 

with type 2 diabetes mellitus. These agents increase glu-
cose secretion by inhibiting reabsorption in the kidney.  
Renal glucose threshold can be lowered to 70-90 mg/
dL from a norm of 240 mg/dL in patients with diabetes. 
Dapagliflozin follows canagliflozin as the second SGLT2 
approved and is marketed by Bristol-Myers Squibb and 
AstraZeneca as Farxiga.

Indications
Dapagliflozin is indicated as an adjunct to diet and ex-

ercise to improve glycemic control in adults with type 2 
diabetes mellitus.1 It may be used as monotherapy or in 
combination with other type 2 diabetes medications.

Dosage
The recommended dose is 5 mg once daily taken in 

the morning, without regard to meals. The dose may be 
increased to 10 mg daily. Dapagliflozin should not be 
initiated in patients with eGFR < 60 mL/min/1.73 m2 
and should be discontinued if eGFR is consistently be-
low this value.1 Dapagliflozin is available as 5 mg and 
10 mg tablets.

Potential Advantages
Dapagliflozin has greater selectivity for SGLT2 selec-

tivity than canagliflozin and is more potent on an mg for 
mg basis.2  

Potential Disadvantages
Adverse reactions include reduction in intravascular 

volume and hypotension. The drug should be avoided in 
the elderly and others prone to hypotension or orthostasis. 
Other adverse events include increased serum creatinine, 
decrease in eGFR, increases in low-density lipoprotein 
cholesterol (LDL-C), genital mycotic infections, and hy-
poglycemia if used with insulin or insulin secretagogues. 

There was a higher frequency of bladder cancer reported 
(10/6045) compared to control (1/3512).1 No increased 
risk has been reported with canagliflozin.2 SGLT2 selec-
tivity may also be a disadvantage, as canaglifozin tran-
siently inhibits intestinal SGLT1, which results in de-
laying intestinal glucose absorption resulting in reduced 
postprandial plasma glucose and insulin excursion.3

Comments
The efficacy of dapagliflozin have been evaluated in 

numerous studies as monotherapy and in combination 
with metformin, insulin, and pioglitazone as well as add 
on therapy.1,2,4,5 Primary efficacy endpoints were change 
in HbA1c and fasting plasma glucose (FPG). For an over-
view of the efficacy of dapagliflozin, the FDA reviewer 
pooled the data from the phase 3 placebo-controlled data 
with the endpoint of 24 weeks (n = 2274).4 Mean baseline 
HbA1c ranged from 8.2-8.4% and FPG ranged from 166-
175 mg/dL. The adjusted change in HbA1c was -0.5% 
for both the 5 mg (95% confidence interval [CI], -0.58 to 
-0.43) and 10 mg doses (95% CI, -0.58 to -0.47). Changes 
in FPG were -22 mg/dL (95% CI, -25 to -19) for the 5 mg 
dose and -25 mg/dL (95% CI, -27 to -22) for the 10 mg 
dose. Loss in body weight was -1.40 kg and -1.82 kg for 
the two strengths. Systolic blood pressure was reduced by 
-2.28 mmHg and -3.17 mmHg. LDL-C increased by 2.47 
mg/dL and 3.34 mg/dL. The addition of dapagliflozin to 
metformin achieved -0.4% reduction with 5 mg and -0.5% 
for the 10 mg dose. At 54 weeks, the addition of dapa-
gliflozin (up to 10 mg daily) to metformin was noninferior 
to glipizide (up to 20 mg/day) added to metformin.1 The 
addition of dapagliflozin to various classes of antidiabetes 
drugs achieved an adjusted reduction of HbA1c of -0.4% 
to -0.7%.1 Dapagliflozin does not appear to affect markers 
of bone turnover or bone mineral density.6 Genital and 
urinary tract infections were higher with dapagliflozin 
compared to placebo (7.4-14.3% vs 3% and 8.4-13.8% vs 
5.6%).7 Most of these occurred in the first 24 weeks.

Clinical Implications
Dapagliflozin is the second and more potent SGLT2 

inhibitor approved by the FDA. The long-term effect of 
dapagliflozin remains to be determined. The numerical 
imbalance in bladder cancers associated with the drug has 
raised concerns. Findings from various non-clinical studies 
suggest that dapagliflozin is not a direct tumor promoter or 
inducer and the effect may be secondary to changes in the 
microenvironment within the bladder.4 The wholesale cost 
is $289 for a 30-day supply for either strength.   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.

CME Questions
1. Administration of 2000 IU/d of vitamin E in patients with 

mild-to-moderate Alzheimer’s disease:
a. resulted in slower functional decline.
b. had no effect on caregiver burden.
c. was more effective when combined with memantine.
d. was less effective than memantine.

2. An observational study of spironolactone therapy in systolic 
heart failure showed:
a. reduced death and hospitalizations.
b. increased serum potassium.
c. worsening renal function.
d. hypotension.

3. Which of the following is true regarding the randomized, 
controlled clinical trial for vitamin D and knee osteoarthritis 
(OA)?
a. The effective dose was 600 IU daily.
b. The patients enrolled were vitamin D sufficient.
c. The vitamin D group displayed an increase in serum 25(OH)

D after 1 year.
d. Oral vitamin D was statistically effective for hip OA but not 

for knee OA.

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

ther research.
2. Scan the QR code to the right or log on 

to www.cmecity.com to take a post-test; 
tests can be taken after each issue or col-
lectively at the end of the semester. First-
time users will have to register on the 
site using the 8-digit subscriber number 
printed on their mailing label, invoice or 
renewal notice. 

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

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

5. Once the completed evaluation is received, a credit letter will be 
e-mailed to you instantly.   n

2.	 Riser	TS,	Harris	KB.	The	clinical	efficacy	and	safety	of	
sodium glucose cotransporter-2 inhibitors in adults with 
type 2 diabetes mellitus. Pharmacotherapy 2013;33:984-
999.

3.	 Polidori	D,	et	al.	Canagliflozin	lowers	postprandial	glu-
cose and insulin by delaying intestinal glucose absorp-
tion in addition to increasing urinary glucose excretion: 
Results of a randomized, placebo-controlled study. 
Diabetes Care 2013;36:2154-2161.

4. http://www.fda.gov/downloads/AdvisoryCommittees/
CommitteesMeetingMaterials/Drugs/Endocrinologican-
dMetabolicDrugsAdvisoryCommittee/UCM378076.pdf.  
Accessed February 10, 2014.

5.	 Ferrannini	E,	et	al.	Dapagliflozin	monotherapy	in	type	
2 diabetic patients with inadequate glycemic control by 
diet and exercise: A randomized, double-blind, placebo-
controlled, phase 3 trial. Diabetes Care 2010;33:2217-
2224.

6.	 Bolinder	J,	et	al.	Dapagliflozin	maintains	glycaemic	
control while reducing weight and body fat mass over 2 
years in patients with type 2 diabetes mellitus inad-
equately controlled on metformin. Diabetes Obes Metab 
2013; Aug 1. [Epub ahead of print.]

7.	 Wilding	JP,	et	al.	Dapagliflozin	in	patients	with	type	
2	diabetes	receiving	high	doses	of	insulin:	efficacy	and	
safety over 2 years. Diabetes Obes Metab 2013; Aug 1. 
[Epub ahead of print.]

Access Pharmacology Watch Online
The February 2014 issue of Pharmacology Watch is now 

available exclusively by e-mail or online.  You can access 
this valuable supplement to Internal Medicine Alert at  
http://www.ahcmedia.com/supplements/.  We will send a 
PDF copy of this supplement to you by e-mail if you prefer.  
Please send an e-mail with your name and/or subscriber 
number to customerservice@ahcmedia.com with Digital 
AHC Supplements in the subject line.  We welcome your 
feedback and appreciate your continued support as a sub-
scriber to Internal Medicine Alert. 

To reproduce any part of this newsletter for  
promotional purposes, please contact: Stephen Vance
Phone:  (800) 688-2421, ext. 5511
Email:  stephen.vance@ahcmedia.com

To obtain information and pricing on group  
discounts, multiple copies, site-licenses, or  
electronic distribution please contact: Tria Kreutzer
Phone:  (800) 688-2421, ext. 5482 
Email:  tria.kreutzer@ahcmedia.com

To reproduce any part of AHC newsletters for  
educational purposes, please contact: 
The Copyright Clearance Center for permission
Email:  info@copyright.com
Website:  www.copyright.com
Phone:  (978) 750-8400



Internal Medicine Alert                 23

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

Dr. Kuritzky is a retained consultant for Boehringer Ingelheim, Daiichi Sankyo, Forest Pharmaceuticals,  
Janssen, Lilly, Novo Nordisk, Pfizer, and Sanofi. 

Better Oral Hygiene  
in the Long-Term Care 
Facility

Source: Gutkowski S. Ann Long-Term 
Care: Clin Care Aging 2013;21:26-28.

Although oral hygiene may not seem 
to be as much a “major league” is-

sue as cardiovascular disease (CVD), dia-
betes, or dyslipidemia, poor oral hygiene 
status has actually been linked to impor-
tant outcomes, including pneumonia and 
CVD. Although the mechanisms are in-
completely understood, gingival and peri-
odontal inflammation seen in persons with 
poor oral hygiene is associated with worse 
CVD outcomes, perhaps due to systemic 
consequences of local inflammation.

There are other consequences to poor 
oral hygiene including tooth loss, halito-
sis, and eating difficulties. Yet, there has 
been little attention paid in the medical lit-
erature to simple steps that might improve 
oral health in long-term care facilities. 
Although mechanical tooth-brushing on a 
regular basis would be helpful, this would 
be a somewhat labor-intensive intervention 
for staff to participate in.

Gutkowski performed a small pilot study 
based on the premise that xylitol, a five-car-
bon sugar commonly found in many fruits 
and vegetables, might help improve oral hy-
giene, since oropharyngeal bacteria are not 
able to use five-carbon sugars to create their 
self-protective biofilm in which they estab-
lish long-term residence, leading to tooth 
decay, calculus, and periodontal disease. 
Since xylitol is readily available in chewing 
gum, and many adults of all ages find chew-
ing gum to be a pleasant activity, a pilot trial 
(n = 6) to ascertain the effect on oral biofilm 
through xylitol gum chewed twice daily for 
3 months was undertaken. In addition to 
the xylitol gum, residents were also asked 
to apply a calcium/phosphorus-containing 
mineral paste called “MI Paste” twice daily, 
to further help prevent tooth decay.

At the end of the 3 months, there was a 
readily visible (as seen through the use of 
dental disclosure tablets) improvement in 
biofilm levels. Simple steps may make im-

portant inroads in oral health for persons 
in long-term care facilities.   n

Atopic Dermatitis and 
Topical Preservatives
Source: Shaughnessy CN, et al. J Am 
Acad Dermatol 2014;70:102-107.

The course of atopic dermatitis (ad) can 
vary from being a minimally distract-

ing nuisance to calamitous. Often becoming 
apparent even in infancy, the course of AD 
is characterized by lifelong recurrences of 
pruritic dermatitis most commonly on the 
hands, face, scalp, and trunk. Unfortunately, 
there is no known cure for AD, although 
combinations of immune-modulating drugs 
— topical and systemic — can usually pro-
vide good symptomatic control. 

It has not gone unnoticed that persons 
with AD are often hyper-responsive to a 
variety of topical irritants, including ev-
eryday contact items like wool clothing. 
Similarly, AD subjects have been shown to 
be more burdened with induction of con-
tact dermatitis from the most commonly 
recognized contact allergens (e.g., metals 
such as nickel). 

Following that line of thought, Shaugh-
nessy et al sought to determine whether  
AD patients would also be more sensitive 
to commonplace preservatives found in 
topical creams, emollients, and moisturiz-
ers that are encountered in day-to-day liv-
ing in such products as makeup, sunscreen, 
and hand lotions. 

Using a panel of recognized skin-sensi-
tizing preservatives, the investigators per-
formed patch testing on patients suspected 
of allergic contact dermatitis (n = 2453). 
The panel of allergens included the seven 
most commonly recognized preservatives 
responsible for allergic contact dermatitis. 

AD patients were significantly more 
likely than non-AD patients to have positive 
patch tests. The category of topical agents 
known as formaldehyde releasers (e.g., qua-
ternium-15, imidazolidinyl urea, diazolidinyl 
urea, DMDM hydantoin) was dispropor-
tionately represented among the sensitizing 
agents in AD subjects, and the authors sug-

gest that AD patients be advised to avoid 
products containing these agents.   n

Is There a Link  
Between Psoriasis  
and Hyperuricemia?

Source: Gisondi P, et al. J Am Acad Der-
matol 2014;70:127-130.

Whether elevated uric acid (ua) levels 
merit our attention as a cardiovascu-

lar (CV) risk factor is a long-embattled is-
sue. Data accruing from the Framingham 
Heart Study, beginning in 1948, found that 
UA was associated with CV disease, but 
we must remember that such an associa-
tion does not prove causation. Even if such 
a causal role is confirmed, it remains to be 
determined whether modulation of UA will 
be both safe and effective. 

Both rheumatoid arthritis (RA) and pso-
riasis (with our without psoriatic arthritis) 
are commonly categorized as rheumato-
logic disorders because of their relatedness 
through abnormal immunologic pathways. 
Indeed, the identification of increased CV 
risk in patients with psoriasis followed 
quickly on the heels of more widespread 
appreciation of the important magnifica-
tion of CV risk imparted by RA. 

Despite the recognition that psoria-
sis and RA are associated with increased 
CV risk, the mechanism(s) for this risk 
remains ill-defined — hence, the under-
standable exploration of the incidence of 
hyperuricemia in psoriatic patients.

Gisondi et al compared serum UA lev-
els in consecutive patients with psoriasis (n 
= 119) vs controls (n = 119). Asymptom-
atic hyeruricemia was almost three times 
as common in psoriasis patients (19%) as 
controls (7%). Additionally, the mean se-
rum UA levels were significantly higher in 
psoriasis patients than controls (5.6 md/dL 
vs 4.9 mg/dL). 

Psoriasis is typified by accelerated turn-
over of skin cells, which could contribute to 
serum UA. Whether elevations of UA cause 
or contribute to the observed increase in 
CVD seen in psoriasis patients remains to 
be determined.   n



24      February 15, 2014

ECG Review

In Future Issues: An Evidenced-Based Insulin Intensification Regimen

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

Dr. Grauer is the sole proprietor of KG-EKG Press, and publisher of an ECG pocket brain book.

What Medical Condition Does this Patient Have?

Scenario: Interpret the 12-lead ECG in the Figure. 
What medical condition is this patient likely to have? 

Interpretation: Although there is no long lead II 
rhythm strip, we are still able to interpret the rhythm from 
surveillance of all 12 leads on this tracing. The QRS com-
plex is narrow. The overall rhythm is irregularly irregular. 
However, despite this irregularity, the rhythm is not atrial 
fibrillation. Instead, there is definite atrial activity in each 
of the inferior leads (II, III, aVF). This is especially true 
in lead II, where several different P wave morphologies 
are seen. The rhythm is therefore multifocal atrial tachy-
cardia (MAT).

Continuing with our systematic interpretation — inter-
vals (PR, QRS, QT) are within normal. The mean QRS 
axis is also within the normal range, although it is rela-
tively vertical (approximately +80 degrees) because the R 
wave in lead I is no more than barely positive. There are 
no q waves (other than perhaps a small q in lead aVL); R 
wave progression/transition is delayed (the R wave does 
not become taller than the S wave is deep until between 
leads V5-to-V6); and there are nonspecific ST-T wave ab-

normalities, but no acute changes.
Assessment for ECG signs of chamber enlargement is 

interesting. Right atrial abnormality (RAA) is suggested 
by the finding that several of the differently shaped P 
waves in lead II appear to be tall and peaked. In addition, 
we strongly suspect this patient has significant pulmo-
nary disease, and probable right ventricular hypertrophy 
(RVH).

The ECG diagnosis of RVH is indirect and based on 
a combination of findings occurring in the right clinical 
setting. ECG signs suggesting RVH in this case are: 1) 
relatively low voltage (common in patients with pul-
monary disease); 2) the relatively vertical axis (com-
mon in patients  with emphysema); 3) RAA (most pa-
tients with RAA also have RVH); 4) persistent S waves 
throughout the precordial leads; 5) the very low am-
plitude of the QRS complex in association with ST-T 
wave flattening in lead I (known as Schamroth’s sign, 
and suggestive of severe pulmonary disease); and 6) 
the rhythm, which is MAT. Taken together, it is highly 
likely that the patient in this case has longstanding and 
severe pulmonary disease.   n

Figure — What medical condition is this patient likely to have? 


