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Necrobiosis Lipoidica: 
A Review

Source: Reid SD, et al. Update on necro-
biosis lipoidica: A review of etiology, di-
agnosis, and treatment options. J Am Acad 
Dermatol 2013;69:783-791.

The dermatologic words necrobiosis 
lipoidica are almost always followed 

by the word diabeticorum, since the dis-
order is seen predominantly in diabetics. 
Readers are encouraged to view photos 
of necrobiosis lipoidica diabeticorum 
(NLD) online. Although NLD is regarded 
as rare, in my experience it is one of the 
most commonly misdiagnosed cutaneous 
disorders in diabetics. NLD most com-
monly presents as symmetrical red-to-
brown discolored irregular plaque-like 
deposits on the lower legs. Because the 
etiology — aside from its association 
with diabetes — is unclear, it should not 
be surprising that treatment regimens for 
NLD remain under study. 

There are several evidence-based treat-
ments for NLD. Immune modulation may 
be a key factor, since corticosteroids (topi-
cal, intralesional, or systemic) as well as 
other immunomodulator (e.g., infliximab, 
etanercept) steroids have each had some 
success. The treatment with the highest 
rate of NLD resolution is psoralen plus 
ultraviolet A; unfortunately, the treatment 
regimen intensity (average 47 sessions) 
is well beyond that of many patients, 
and the method is not within the typical 
boundaries of primary care practice. Vari-
able results have been seen among diverse 
categories of intervention (e.g., cyclospo-
rine, tacrolimus, pioglitazone, hyperbaric 
oxygen). Refractory cases of NLD may 

merit consideration of dermatologic refer-
ral. Because outcomes are often less than 
optimal, patients should be informed that 
NLD is frequently a refractory dermato-
logic problem.   n

Downstream Benefits 
of Influenza Vaccine: 
Cardiovascular  
Outcomes

Source: Udell JA, et al. Association be-
tween influenza vaccination and cardio-
vascular outcomes in high-risk patients: 
A meta-analysis. JAMA 2013;310:1711-
1720.

Few clinicians would disagree that 
influenza (flu) vaccine has generally 

recognized benefits in all age groups, with 
senior citizens deriving the greatest risk 
reduction in flu-related mortality. None-
theless, it is easy to overlook the fact that 
flu vaccination has important impact on 
other downstream clinical consequences 
besides upper respiratory symptoms, in-
cluding otitis media and — as this report 
details — cardiovascular (CV) health.

The death toll from flu disproportion-
ately affects seniors, and is recorded dur-
ing the annual flu epidemic as “pneumo-
nia and influenza” deaths. Although flu is 
credited as the culprit, many of the pneu-
monia deaths are actually due to bacterial 
superinfection, often with staphylococci. 

In a review of data beginning as early 
as 1946, the authors scrutinized more than 
2000 reports on flu outcomes, ultimately 
defining 12 randomized, clinical trials (n = 
6735) within their selection criteria of flu 
vaccine vs placebo in midlife adults (mean 
age = 67) considered to be at high CV risk. 

The primary outcome of interest was a 
composite of fatal and nonfatal myocardi-
al infarction and stroke as well as unstable 
angina, heart failure, and coronary revas-
cularization. The data indicated that flu 
vaccine was associated with a 36% lower 
risk for this primary outcome. Clinician 
endorsement of vaccines has a powerful 
impact on patient concordance. Such data 
as these should stimulate intensified vigor 
for ensuring that our highest risk citizens 
enjoy the opportunity for CV risk reduc-
tion afforded through the flu vaccine.   n

Colchicine for Acute 
Pericarditis

Source: Imazio M, et al. A randomized 
trial of colchicine for acute pericarditis.  
N Engl J Med 2013;369:1522-1528.

Patients who suffer recurrent peri-
carditis differ from the larger popula-

tion who incur an initial acute pericarditis, 
since the former often are burdened with 
an immune-modulated dysfunction (e.g., 
familial Mediterranean fever) and the 
latter includes a large number of diverse 
infectious etiologies (bacterial and viral). 
Guidelines have provided some support 
for the role of colchicine in recurrent peri-
carditis based primarily on small clinical 
trials and expert opinion. An open-label 
trial in acute pericarditis also supported a 
role for colchicine, but no large, random-
ized, double-blind trial has confirmed this 
experience.

Imazio et al report on data from a mul-
ticenter, placebo-controlled trial of colchi-
cine in acute pericarditis (n = 240). The 
primary outcome was “incessant” pericar-
ditis (failure to remit) or recurrent pericar-
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ditis. Colchicine or placebo was adminis-
tered in addition to traditional treatment 
of pericarditis, and was dosed according 
to body weight (0.5 mg/d if < 70 kg, 1.0 
mg/d if > 70 kg).

The primary outcome occurred 44% 
less often in the colchicine treatment 
group, and colchicine was successful for 
both components (improving remission 
rates and reducing recurrences).   n

Linagliptin in Seniors 
with Type 2 Diabetes

Source: Barnett AH, et al. Linagliptin 
for patients aged 70 years or older with 
type 2 diabetes inadequately controlled 
with common antidiabetes treatments: A 
randomised, double-blind, placebo-con-
trolled trial. Lancet 2013;382:1413-1423.

It may come as a surprise that even 
though approximately 25% of adults 

older than age 65 have diabetes, this age 
group is dramatically under-represented in 
clinical trials. Indeed, almost one-third of 
interventional trials have age > 65 as an 
exclusion! Therefore, it is heartening to 
see a clinical trial specifically addressing 
seniors (mean age 75 years) with type 2 
diabetes (DM2).

Barnett et al studied DM2 patients who 
were not at goal (mean A1c = 7.8%) de-
spite treatment with metformin, sulfonyl-
urea, and basal insulin (alone or in combi-
nation). Study subjects were randomized 
to linagliptin 5 mg/d or placebo, and fol-
lowed for 6 months. The primary endpoint 
was change in A1c.

Treatment with linagliptin was both 

effective (mean placebo-adjusted A1c 
decline = -0.64%) and safe. No serious 
adverse events related to the study drug 
occurred; although there was a trend for 
more hypoglycemic events in the lina-
gliptin arm of the study, the results did not 
reach statistical significance. 

It is reassuring to see that seniors can 
attain greater glucose control in a safe 
fashion. [Note: this was an industry spon-
sored study by Boehringer Ingelheim, 
makers of linagliptin.]   n

ACE + ARB for Kidney 
Disease: Too Much  
of a Good Thing

Source: Fried LF, et al. Combined an-
giotensin inhibition for the treatment of 
diabetic nephropathy. N Engl J Med 2013; 
369:1892-1903.

Supranormal excretion of albumin 
in the urine portends decline in renal 

function. Although transient increases in 
urine protein may be seen in otherwise 
healthy individuals with fever or vigorous 
physical exercise, sustained elevations of 
albumin are a marker for chronic kidney 
disease (CKD). To date, numerous clini-
cal trials have shown that treatment with 
angiotensin-converting enzyme (ACE) in-
hibitors or angiotensin-receptor blockers 
(ARBs) can have favorable effects on uri-
nary protein excretion, whether the patient 
has underlying hypertension. There has 
been controversy over whether combined 
ACE inhibitors + ARBs might be more 
beneficial than either agent alone. A re-
cent large clinical trial (ONTARGET) — 
although not powered to determine renal 
outcomes — found a concerning increase 
in endstage renal disease in study subjects 
treated with ACE inhibitors + ARBs.

The Veterans Affairs Nephropathy in 
Diabetes (VA NEPHRON-D) study en-
rolled CKD patients with proteinuria, 
all of whom were treated with losartan 
(ARB), and half of whom were random-
ized to the addition of lisinopril. The pri-
mary endpoint of the study was change in 
glomerular filtration rate.

The study was discontinued prema-
turely by recommendation of the data 
and safety monitoring committee based 

on the burden of serious adverse events 
(e.g., hyperkalemia, acute kidney injury) 
combined with the low likelihood of a 
favorable effect on the primary endpoint. 
The prevailing opinion that ACE inhibi-
tors + ARBs are not a favorable choice 
for addressing proteinuria is now further 
substantiated.   n

Sorting Out  
the Best Candidates 
for Successful  
Warfarin Use

Source: Apostolakis S, et al. Factors af-
fecting quality of anticoagulation control 
among patients with atrial fibrillation on 
warfarin: The SAMe-TT2R2 Score. Chest 
2013;144:1555-1563.

Risk reduction for stroke afforded 
by warfarin treatment in atrial fibril-

lation (AF) is impressive: Clinical trials 
consistently show approximately two-
thirds reduction in risk of stroke compared 
to placebo. Additionally, overall mortality 
is reduced by more than 25%. Because 
efficacy is closely linked to time in the 
therapeutic range, and toxicity is equally 
closely linked to time outside the thera-
peutic range, it is valuable to see if we 
can identify clinical characteristics that 
predict which patients are most likely to 
maintain adequate anticoagulation.

With data from the Atrial Fibrillation 
Follow-up Investigation of Rhythm Man-
agement trial, Apostolakis et al derived 
the acronym “SAMe-T

2
TR

2
” using the 

metrics of female sex, age < 60, minor-
ity ethnicity, > 2 comorbidities, medica-
tion regimen (beta-blocker, verapamil, 
or amiodarone), and tobacco use. The 
SAMe-T

2
TR

2
 score would stratify pa-

tients into low risk for suboptimal control 
(score 0-1) vs at risk for suboptimal con-
trol (score > 2).  

Newer antithrombotic agents (apixa-
ban, dabigatran, rivaroxaban) offer little 
efficacy advantage over warfarin for pa-
tients who can maintain anticoagulation 
within the therapeutic range more than 
70% of the time. Stratification tools that 
are comprised of readily identified clinical 
elements may help us suggest the most ap-
propriate therapeutic choices.   n


