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Likelihood of Occult Cancer 
Causing Unprovoked DVT

SOURCE: Carrier M, et al. Screening for occult 
cancer in unprovoked venous thromboembo-
lism. N Engl J Med 2015;373:697-704.

Recognized provocateurs of deep  
 venous thrombosis (DVT) 

include prothrombotic disorders (e.g., 
antiphospholipid antibody syndrome), 
oral contraceptives, immobilization, 
trauma, long-haul air flight, and cancer. 
When DVT occurs absent recognized risk 
factors — so-called “unprovoked DVT” 
— should the clinician consider screening 
for occult cancer? Expert opinion ranges 
from “not useful” to “consider extended 
evaluation.” Carrier et al report on their 
randomized controlled trial in Canadian 
adults who experienced new unprovoked 
DVT (n = 854) who were randomized 
to undergo either “limited screening” 
(complete history and physical, complete 
blood count, comprehensive metabolic 
panel, chest X-ray, and sex-specific 
screening such as mammography, if 
not previously performed) or “limited 
screening + CT.” A CT scan of the 
abdomen and pelvis included virtual 
colonoscopy/gastroscopy and enhanced 
CT of the liver, pancreas, and bladder. 
At the end of a 1-year follow-up period, 
3.9% of the total study group were 
newly diagnosed with cancer: 3.2% of 
the limited screen group and 4.5% of the 
limited screen + CT group (P = 0.28, not 
statistically significant). The likelihood of 
identifying occult cancer in patients with 
new unprovoked DVT is not meaningfully 
enhanced by performing extended 
screening.  n

Reversing Anticoagulant 
Effect of Dabigatran

SOURCE: Glund S, et al. Safety, tolerability, 
and efficacy of idarucizumab for the reversal of 
the anticoagulant effect of dabigatran in healthy 
male volunteers: A randomised, placebo-
controlled, double-blind phase 1 trial. Lancet 
2015;386:680-690.

Dabigatran (Pradaxa), rivaroxaban 
(Xarelto), and apixaban (Eliquis) 

comprise what has been recently labeled the 
novel oral anticoagulants (NOACs). Their 
use has been popularized, particularly in 
atrial fibrillation, due to stroke reduction 
that equals or surpasses that of warfarin, 
with less risk of cerebral hemorrhage. 
Drug and food interactions with warfarin, 
as well as the requirement for ongoing 
monitoring, make its use somewhat 
complicated. Since no monitoring and 
minimal drug/food interactions occur with 
NOACs, use is simpler. All anticoagulant 
agents are associated with an increased 
risk of bleeding. The effects of excessive 
anticoagulation with warfarin may be 
reversed by the administration of vitamin 
K, or, when urgent warfarin reversal is 
indicated, by use of fresh frozen plasma 
or prothrombin complex concentrates. 
To date, no similar antidote to reverse the 
anticoagulant effects of NOACs has been 
available. Idarucizumab is a monoclonal 
antibody to dabigatran. In this clinical 
dose-ranging study of idarucizumab, healthy 
volunteers were treated with dabigatran 220 
mg twice per day and on the fourth day of 
dabigatran treatment, idarucizumab was 
administered to coincide with peak plasma 
levels of dabigatran.  At all idarucizumab 
doses of ≥ 2 g, the anticoagulant effects of 
dabigatran were immediately and completely 

reversed. Because dabigatran dissociates 
slowly from the dabigatran-idarucizumab 
complex, the reversal of anticoagulation was 
still fully in effect for 72 hours. No serious 
adverse effects were seen with idarucizumab. 
These results are very encouraging. A tool 
for reversal of NOAC effects may soon be 
available.  n

Early Identification, 
Intensive Intervention  
for Diabetes Might Improve 
CV Outcomes

SOURCE: Herman WH, et al. Early detection 
and treatment of type 2 diabetes reduce cardio-
vascular morbidity and mortality: A simulation of 
the results of the Anglo-Danish-Dutch Study of 
Intensive Treatment in People With Screen-De-
tected Diabetes in Primary Care (ADDITION-
Europe). Diabetes Care 2015;38:1449-1455.

The ADDITION-Europe trial (Anglo-
Danish-Dutch Study of Intensive 

Treatment in People with Screen-Detected 
Diabetes in Primary Care) enrolled adults 
(n = 120) whose diabetes had been detected 
through screening, and compared early 
intensive treatment (glucose, lipids, blood 
pressure, lifestyle) vs usual care. At the 
end of 5.3 years, there was a trend toward 
reduced cardiovascular (CV) outcomes that 
was not statistically significant. Nonetheless, 
these results were so encouraging that 
Herman et al performed a simulation model 
in which they compared potential outcomes 
in a much larger population extrapolated 
from the ADDITION-Europe trial data, as 
well as looked at a comparison population 
that was not screened (among whom 
one would anticipate significant delay in 
diagnosis and treatment). When comparing 
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usual care to intensive intervention, more 
subjects in the intensive intervention group 
were treated with statins, beta-blockers, 
and aspirin, and fewer persons smoked. 
When these same metrics were plugged 
into the Michigan Model for Type 2 
Diabetes, and the potential number of 
participants substantially increased (to 
6815), early detection through screening 
and intensive treatment was associated with 
a 29% relative risk reduction in CV events 
compared to an unscreened population 
diagnosed 6 years later and receiving usual 
care. To date, a reduction in CV mortality 
has not been demonstrated within the 
confines of a randomized, controlled trial of 
glucose treatment in diabetes. Multifactorial 
trials in which blood pressure, lipids, 
weight, exercise, and glucose are 
concomitantly addressed have produced 
favorable CV risk reduction, but it becomes 
difficult to ascertain which component(s) 
of the multipronged intervention is most 
responsible for the beneficial outcomes.  n

CAN Occurs Earlier in Type 
2 Diabetes

SOURCE: Zoppini G, et al. Prevalence of 
cardiovascular autonomic neuropathy in a 
cohort of patients with newly diagnosed type 
2 diabetes: The Verona Newly Diagnosed 
Type 2 Diabetes Study (VNDS). Diabetes Care 
2015;38:1487-1493.

The most common neuropathy seen in 
type 2 diabetes (T2DM) is symmetrical 

distal neuropathy, which usually affects 
both lower extremities. T2DM is also 
characterized by a variety of autonomic 
neuropathies that have the potential 
to impact adrenergic, cholinergic, and 
dopaminergic pathways. Cardiovascular 
autonomic neuropathy (CAN) may include 
neuropathy to the heart and vasculature. 
Sympathetic overactivity in CAN has been 
associated with arrhythmias and sudden 
cardiac death. Confirmation of CAN 
requires somewhat sophisticated tests, 
and there has been some inconsistency of 
diagnostic criteria, both of which have likely 
contributed to a low level of awareness of 
CAN and its consequences. The Verona 
Newly Diagnosed T2DM Study (n = 813) 
included a large subgroup of subjects who 
agreed to undergo cardiac autonomic testing 
(n = 557). Depending on the strictness of 
testing criteria, the prevalence of CAN was 
at least 1.8% at baseline (strict criteria), but 
as high as 15.3% when less strict criteria 
were utilized. Clinicians typically have 
thought of neuropathic changes in T2DM as 
a reflection of long-term disease. This study 
is the largest population study of newly 
diagnosed persons with T2DM that studied 
CAN at baseline. These results suggest 
that CAN may occur quite early. Whether 
treatment of diabetes might alter the course 
of CAN remains unknown.  n

Approaches to PTSD 
in Veterans

SOURCE: Polusny MA, et al. Mindfulness-based 
stress reduction for post-traumatic stress disor-
der among veterans: A randomized clinical trial. 
JAMA 2015;314:456-465.

PTSD among veterans deployed in 
recent years to Afghanistan and Iraq is 

commonplace and potentially debilitating. 
Unfortunately, 30-50% of PTSD sufferers 
who receive treatment with traditional 
psychological interventions do not enjoy 
significant improvement. Mindfulness-based 
stress reduction (MBSR) might be most 
simply described as “emotionally detached 
self-observation.” PTSD patients might be 
instructed to view the symptoms they are 
experiencing as a dispassionate external 
observer might, and instead of responding 
to their symptoms, simply take note of their 
symptoms in a non-judgmental fashion. 
Instead of continued focus on troubling or 
emotionally labile thoughts, patients can 
be taught to focus on breathing, muscle 
tone, and stretching. In this clinical trial (n 
= 116), MBSR was compared with present-

centered group therapy, an intervention 
already demonstrated to provide positive 
outcomes in PTSD patients. Outcomes were 
measured at 3, 6, 9, and 17 weeks. MBSR 
provided better symptom improvement 
than present-centered group therapy. On the 
other hand, the number of persons who no 
longer fulfilled diagnostic criteria for PTSD 
2 months after conclusion (i.e., “remission” 
of PTSD) of the interventions was 
comparable in both groups. MBSR shows 
promise as a valuable intervention for PTSD 
patients. Of course, PTSD may ultimately 
require combinations of psychological 
and/or lifestyle interventions, as well as 
pharmacotherapy.  n

Rosacea is Associated 
with Cardiovascular Disease

SOURCE: Hua TC, et al. Cardiovascular 
comorbidities in patients with rosacea: A nation-
wide case-control study from Taiwan. J Am Acad 
Dermatol 2015;73:249-254.

Recent innovations in pharmacotherapy  
 specifically targeting immunologic 

pathways have led to the ability to offer 
remission of disorders like rheumatoid 
arthritis (RA) and psoriasis. To some degree, 
the promise of dramatic disease-altering 
therapies has led to a heightened awareness 
of these disorders among primary care 
clinicians. At the same time, increased 
detection and referral of RA and psoriasis 
has been accompanied by a new focus on 
the association between such disorders 
and cardiovascular (CV) adversities. Some 
experts have suggested RA be included in 
CV risk assessment scoring systems, since 
the impact of RA upon CV risk is similar to 
that of the other primary CV risk factors, 
such as dyslipidemia. The cause of rosacea 
remains unknown, but it is generally 
categorized as an inflammatory dermatosis, 
categorically similar to psoriasis. Hua et 
al investigated the relationship between 
rosacea and cardiovascular disease using 
data from the National Health Insurance 
Research Database in Taiwan. Among the 
33,553 patients identified with rosacea, 
there was an increased risk for hypertension, 
dyslipidemia, coronary artery disease, 
and peripheral arterial disease. While the 
mechanism for the relationship between 
rosacea and CV disease is ill-defined at 
this point, one postulate is that systemic 
inflammation, which has been shown to 
alter the ability of lipoproteins to remove 
cholesterol from circulation, might be at 
least part of the explanation.  n


