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ABSTRACT & COMMENTARY

SPRINT: The Systolic Blood Pressure Trial or 
‘How Low Do You Go?’
By Martin S. Lipsky, MD

Adjunct Professor, Institute on Aging, School of Community Health, Portland State University; Dean Emeritus, 
University of Illinois College of Medicine, Rockford

Dr. Lipsky is a retained consultant for Health Solutions & Strategies.

SYNOPSIS: Designed to see if lower blood pressures reduced the risk of blood pressure-related health outcomes, the NIH ended 
the SPRINT trial early and issued a news release that a lower blood pressure target significantly reduces cardiovascular complications in 
adults age 50 and older with high blood pressure.

SOURCE:  Landmark NIH study shows intensive blood pressure management may save lives. Available at: http://www.nih.gov/news/
health/sep2015/nhlbi-11.htm. Accessed Oct. 1, 2015.

The residual risk of middle aged and elderly 
individuals experiencing high blood pressure 
is about 90%, and the lifetime probability 

of receiving antihypertensive medication is 60%.1 
Since high blood pressure is a risk factor for 
many common causes of morbidity and mortality, 
including coronary artery disease, stroke, heart 
failure, kidney disease, and cognitive decline, 
optimizing treatment is an important public 
health issue. Although clinicians commonly target 
treating blood pressure to levels < 140/90 mmHg, 

observational studies show a progressive increase in 
risk with blood pressures above 115/75. However, 
the optimal blood pressure target to reduce adverse 
outcomes is unclear, and the benefit of reduction 
below a systolic pressure of 140 mmHg has not 
been proven in a larger trial.

The Systolic Blood Pressure Intervention Trial 
(SPRINT)2 was designed to compare two strategies 
for treating systolic blood pressure: one with the 
standard target of < 140 mmHg and the other 
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aimed at the more intensive target 
of < 120 mmHg. Enrollment criteria 
included: age ≥ 50 years with an average 
baseline systolic blood pressure ≥ 130 
mmHg and evidence of cardiovascular 
disease, chronic kidney disease, increased 
cardiovascular disease risk (> 15% over 
10 years or age ≥ 75 years). Primary 
outcomes included myocardial infarction, 
acute coronary syndrome, stroke, heart 
failure, or cardiovascular disease death. 
Secondary outcomes included all-cause 
mortality, decline in kidney function or 
development of end-stage renal disease, 
incidence of dementia, decline in cognitive 
function, and small-vessel cerebral 
ischemic disease.2

Beginning in 2009, the SPRINT study 
recruited more than 9300 participants 
from approximately 100 medical centers 
and clinical practices. To date, SPRINT 
is the largest study to explore targeting 
treatment to blood pressure levels below 
well-established clinical guidelines, 
recommending a systolic blood pressure 
of < 140 mmHg for healthy adults and < 
130 mmHg for adults with kidney disease 
or diabetes. The standard group received 
on average two different blood pressure 
mediations, while the intensive treatment 
group received an average of three 
medications.2

On Sept. 11, 2015, the NIH stopped the 
SPRINT trial early based on the initial 
results indicating that treating to lower 
blood pressure significantly lowered the 
risk of cardiovascular death in adults 
≥ age 50 years of age with high blood 
pressure.3 According to Gary Gibbons, 
MD, director of the National Heart Lung 
and Blood Institute (NHBLI), “This 
study provides potentially lifesaving 
information that will be useful to 
healthcare providers as they consider the 
best treatment options for some of their 
patients, particularly those over the age 
of 50.” He also indicated that the NHBLI 
looks forward to quickly publishing the 
results to help inform patient care and to 
incorporate into the future development 
of evidence-based clinical guidelines.3

n COMMENTARY
The SPRINT release made the bold 
assertion that intensive intervention 

targeting a blood pressure of < 120 
mmHg reduced the rate of heart attacks 
and stroke by about one-third and 
cardiovascular deaths by about 25%. 
However, the NIH did not release 
the study details at the time of their 
announcement, indicating that the full 
paper would be published soon in an as-
yet-to-be-named journal.

Current Eighth Joint National Committee 
guidelines recommend that drug 
treatment be initiated in healthy people > 
60 years of age when the blood pressure 
is 150/90 or higher. Medications should 
be introduced in adults < 60 years of 
age who have persistent blood pressure 
readings of > 140/90. Findings from the 
SPRINT could significantly alter this 
recommendation. However, the release is 
already coming under criticism for failing 
to provide an opportunity to review the 
study details. For example, the issue 
of side effects, dropout rate, and other 
key factors suggest a need for caution 
until the full publication is released and 
the medical community can digest the 
findings.5 Others also question whether 
the study over emphasizes drug treatment 
while neglecting lifestyle measures.

In some ways, the SPRINT findings 
make sense and match the observation 
that those with lower blood pressure 
experience a lower risk of blood pressure-
associated complications. I was taught 
that as long as patients felt well, having a 
low blood pressure was good. However, 
at the same time, I think about how often 
I saw patients experience dizziness and 
other troublesome side effects from blood 
pressure medicines. Also, in contrast 
to the SPRINT findings, the Cochrane 
database reports that antihypertensive 
treatment for mild hypertension may 
not reduce morbidity or mortality and 
is associated with a high dropout rate 
because of adverse effects.6 Although the 
SPRINT findings suggest benefit from 
more aggressive treatment, until the full 
report is published and discussed, caution 
is probably the wisest course approach 
before subjecting patients to the cost and 
risks of more aggressive treatment. On 
the other hand, in individuals doing well 
and whose blood pressure is < 140/90 on 
treatment, continuing existing treatment 
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rather than reducing dosage or dropping a drug 
might be worthwhile.  n
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ABSTRACT & COMMENTARY

Efficacy and Safety of Very Early Mobilization 
After Onset of Acute Stroke
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: The higher dose, very early (within 24 hours) mobilization protocol was associated with a reduction in the odds of a favorable 
outcome at 3 months after stroke occurrence.

SOURCE: Bernhardt J and the AVERT trial collaboration group. Efficacy and safety of very early mobilization within 24 hours of stroke 
onset (AVERT): A randomized controlled trial. Lancet 2015;386:46-55.

Very early (i.e., within 24 hours) mobilization 
after stroke onset comprised of out-of-

bed sitting, standing, and walking is thought to 
contribute to the positive effects of stroke-unit care 
and is therefore recommended in many guidelines.1,2 
However, positive evidence for recommending early 
mobilization has been quite limited.3 The biological 
rationale for early mobilization has centered around 
the clinical conclusions that bedrest negatively affects 
the musculoskeletal, cardiovascular, respiratory, and 
immune systems4 and might slow recovery, since 
immobility-related complications are common after 
stroke in patients who remain inactive.5 Finally, it 
has been argued that there is a narrow window for 
opportunity for brain plasticity to repair itself, and 
the optimum time for positive change is thought 
by many clinicians to occur soon after the stroke 
occurs.7,8

The AVERT Trial Collaboration group was formed 
to perform a study investigating the relative efficacy 
of a protocol intended to compare earlier-than-usual 
mobilization after a stroke with the usual care, 
which traditionally has begun 24 or more hours after 
the stroke.10 The researchers performed a parallel-
group, single-blind, multicenter, international, 
randomized, controlled trial at 56 stroke units in 

five countries (Australia, New Zealand, Malaysia, 
Singapore, and the United Kingdom)9 to determine 
if early mobilization would improve functional 
outcomes, reduce immobility-related complications, 
and accelerate walking recovery at 3 months post-
stroke occurrence with no increase in neurological 
complications. A total of 2104 patients were enrolled 
and randomized to an early mobilization group and 
to a usual care group. The results demonstrated that 
very early mobilization after a stroke was associated 
with a significant reduction in the odds of a favorable 
outcome at 3 months after the stroke; however, the 
number of patients who died or had serious adverse 
events at 3 months after the stroke did not differ 
significantly between groups.

n COMMENTARY
The results of this very large and complex clinical 
trial comparing a high-dose, frequent mobilization 
protocol starting within 24 hours after a stroke 
appeared to be no better than “usual” care. However, 
careful analysis of the usual care protocols in the 
stroke care units will be required before drawing 
final conclusions, since components of early care 
intervention were already part of routine clinical 
care in many locations. The AVERT researchers 
indicated that they were going to further analyze the 
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data and do a dose-response analysis to establish the 
effect of dose of rehabilitation on efficacy and safety 
outcomes. It should be noted that 26% of all patients 
were > 80 years of age and 24% of patients had 
received recombinant tissue plasminogen activator. 
Early mobilization did not reduce the incidence of 
immobility-related complications or significantly 
accelerate walking recovery. In fact, it reduced the 
odds of a favorable outcome at 3 months after the 
stroke occurred.

The results of the AVERT trial are incomplete since 
the authors indicated that they are now undertaking 
a dose-response analysis to establish the effect of dose 
of rehabilitation on efficacy and safety outcomes and 
to establish a better understanding of exactly which 
patients best respond to rehabilitative treatments, be 
they early or later, and which do not. It would appear 
that, for the time being, early mobilization would be 
appropriate and useful in carefully selected but not 
in all stroke patients. Until a deeper understanding 
evolves regarding which patients best respond to 
rehabilitative treatment and which patients do not is 
firmly established, clinicians would be advised to be 
cautious about early mobilization post-stroke.  n
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ABSTRACT & COMMENTARY

The Impact of Hypoglycemia 
on Renal Impairment
By Jeff Unger, MD, FACE

Director, Unger Primary Care Concierge Medical Group, Rancho Cucamonga, CA

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

SYNOPSIS: Hypoglycemia is associated with the development of long-term diabetes-related complications. A retrospective cohort study 
evaluated renal function data of 101 patients with type 2 diabetes and a history of severe hypoglycemia compared with a matched group of 
individuals with type 2 diabetes with no history of hypoglycemia.

SOURCE: Lee YL, et al. The impact of severe hypoglycemia on renal impairment in type 2 diabetes. Diabetes Res Clin Pract 
2015;108:448-455.

The authors conducted a retrospective cohort 
study from 2004 to 2013. A total of 101 

patients with type 2 diabetes with a history of severe 
hypoglycemia were studied. A random sample 
of 101 patients with type 2 diabetes without any 
hypoglycemia was selected by matching values of 
baseline blood creatinine, age, sex, and diabetic 
duration.

Over 14 months, baseline serum creatinine (1.42 

± 0.75 mg/dL) significantly increased to 1.77 ± 
1.26 mg/dL while eGFR decreased from 44.37 ± 
26.1 to 41.28 ± 27.7 mL/min/1.73 m2 in the severe 
hypoglycemia cohort. No changes in eGFR or serum 
creatinine were noted in the patients without a 
history of severe hypoglycemia. The deterioration 
in renal function begins with the onset of the initial 
episode of hypoglycemia and continues to decline for 
a period of 8 months. 
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n COMMENTARY
Fifty-nine percent of insulin-requiring patients 
with type 2 diabetes experience hypoglycemia. 
Continuous glucose monitoring studies suggest the 
majority of hypoglycemic events are nocturnal and 
undetected by the patients. Hypoglycemia results in 
dysregulation of glucose counterregulation, thereby 
increasing the likelihood of prolonged or repeated 
events within a 24 hour period. Chow et al, using 
a combination of Holter monitors and continuous 
glucose sensors, demonstrated that glucose values of 
45 mg/dL result in prolonged bradyarrythmias, QT 
prolongation, and flattening of T waves.2 All these 
effects can have disastrous consequences for an 
individual with known coronary artery disease. A 
post hoc analysis of the ACCORD and ADVANCE 
trials by Garg et al noted alarming associations 
between hypoglycemia and mortality and between 
hypoglycemia and cardiovascular disease in 
intensive care-managed patients.3 A study by Zhao 
et al demonstrated that all-cause mortality tends to 
occur within 16 months of a single episode of severe 
hypoglycemia.4 In this study, severe hypoglycemia 
results in a rapid deterioration of renal function. 
Patients with a higher baseline creatinine are more 
vulnerable to chronic kidney disease progression. 

Hypoglycemia can induce several physiologic 
changes, which can induce vascular compromise, 
including sympathoadrenal activation, 
vasoconstriction, inflammation, ischemia, abnormal 

cardiac repolarization, sepsis, and impaired 
autonomic nerve function. Hypoglycemia increases 
clot formation while decreasing thrombolysis, 
the effects of which persist for 2 days after 
hypoglycemia recovery. 

Clinicians should adjust their glycemic targets in 
older patients with long-duration type 2 diabetes 
who have eGFRs < 45 mL/min/1.73 m2. These 
patients are at high risk of severe hypoglycemia, 
which can increase the likelihood of renal 
impairment, fatal cardiac arrhythmias, and all-cause 
mortality. Drugs that favor hypoglycemia, such 
as sulfonylureas and insulin, should be monitored 
carefully and discontinued in high-risk patients.  n
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PHARMACOLOGY UPDATE

Flibanserin Tablets (Addyi)
By William 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.

The FDA has approved the first drug for the 
treatment of hypoactive sexual desire disorder in 

women. Flibanserin, referred to as “the pink pill” is 
marketed by Sprout Pharmaceuticals as Addyi.

INDICATIONS
Flibanserin is indicated for the treatment of 
premenopausal women with acquired generalized 
hypoactive sexual desire disorder (HSDD) as 
characterized by low sexual desire that causes marked 
distress or interpersonal difficulty and is not due 
to co-existing medical or psychiatric conditions, 
medication or drug substance, or problems within the 
relationship.1 Acquired generalized HSDD is defined 

as developing in women who previously had no 
problem with sexual desire and regardless of the type 
of stimulation, situation, or partner.

DOSAGE
The recommended dose is 100 mg taken once at 
bedtime.1 Treatment should be discontinued after 8 
weeks if there is no improvement. The drug should 
not be taken during waking hours as this increases 
the risk of hypotension and syncope. Flibanserin is 
available in 100 mg tablets.

POTENTIAL ADVANTAGES
Flibanserin is the first drug approved for this 



158 Internal Medicine Alert

Statement of Ownership, Management, and Circulation
1. Publication Title 2. Publication Number 3. Filing Date

4. Issue Frequency 5. Number of Issues Published Annually 6. Annual Subscription Price

8. Complete Mailing Address of Headquarters or General Business Office of Publisher (Not printer)

9. Full Names and Complete Mailing Addresses of Publisher, Editor, and Managing Editor (Do not leave blank)
Publisher (Name and complete mailing address)

Editor (Name and complete mailing address)

Managing Editor (Name and complete mailing address)

10. Owner (Do not leave blank. If the publication is owned by a corporation, give the name and address of the corporation immediately followed by the
names and addresses of all stockholders owning or holding 1 percent or more of the total amount of stock. If not owned by a corporation, give the
names and addresses of the individual owners. If owned by a partnership or other unincorporated firm, give its name and address as well as those of
each individual owner. If the publication is published by a nonprofit organization, give its name and address.)

11. Known Bondholders, Mortgagees, and Other Security Holders Owning or
Holding 1 Percent or More of Total Amount of Bonds, Mortgages, or
Other Securities. If none, check box

12. Tax Status (For completion by nonprofit organizations authorized to mail at nonprofit rates) (Check one)

Has Not Changed During Preceding 12 Months

PS Form 3526, October 1999

Has Changed During Preceding 12 Months (Publisher must submit explanation of change with this statement)

None

(See Instructions on Reverse)

7. Complete Mailing Address of Known Office of Publication (Not printer) (Street, city, county, state, and ZIP+4)

_

Contact Person

Telephone

The purpose, function, and nonprofit status of this organization and the exempt status for federal income tax purposes:

Full Name Complete Mailing Address

Complete Mailing AddressFull Name

United States Postal Service

Internal Medicine Alert
1 9 5 3 1 X 10/1/15

Semi-Monthly 24 $349.00

950 East Paces Ferry Road NE, Ste 2850, Atlanta 
Fulton County, GA 30326-1180

Peter Balch

404-262-5434

950 East Paces Ferry Road NE, Ste 2850, Atlanta, GA 30326-1180

AHC Media LLC, David Fournier, President and CEO 
950 East Paces Ferry Road NE, Ste 2850, Atlanta, GA 30326-1180

Leslie Coplin, same as above

Jonathan Springston, same as above

AHC Media LLC 950 East Paces Ferry Road NE, Ste 2850, Atlanta, GA 30326-1180

David Fournier 950 East Paces Ferry Road NE, Ste 2850, Atlanta, GA 30326-1180

Bethany Schilling 950 East Paces Ferry Road NE, Ste 2850, Atlanta, GA 30326-1180

Lone Peak Capital Group, LLC 79 West Paces Ferry Road, Suite 200-A, Atlanta, GA 30305

✔

0 5

PS Form 3526, October 1999 (Reverse)

Extent and Nature of Circulation Average No. Copies Each Issue
During Preceding 12 Months

No. Copies of Single Issue
Published Nearest to Filing Date

Total Paid and/or Requested Circulation
[Sum of 15b. (1), (2),(3),and (4)]

Paid In-County Subscriptions Stated on Form 3541
(Include advertiser's proof and exchange copies)

Free
Distribution
by Mail
(Samples,
compliment
ary, and
other free)

Total Free Distribution (Sum of 15d. and 15e.)

Total (Sum of 15g. and h.)

17. Signature and Title of Editor, Publisher, Business Manager, or Owner

13. Publication Title

15.

Percent Paid and/or Requested Circulation
(15c. divided by 15g. times 100)

Publication required. Will be printed in the ________________________ issue of this publication.
Date

Free Distribution Outside the Mail
(Carriers or other means)

Total Distribution (Sum of 15c. and 15f)

14. Issue Date for Circulation Data Below

16. Publication of Statement of Ownership

b. Paid and/or
Requested
Circulation

Copies not Distributed

Paid/Requested Outside-County Mail Subscriptions Stated on
Form 3541. (Include advertiser's proof and exchange copies)(1)

(2)

(4) Other Classes Mailed Through the USPS

Sales Through Dealers and Carriers, Street Vendors,
Counter Sales, and Other Non-USPS Paid Distribution(3)

c.

d.
(1)

(2)

(3)

Outside-County as Stated on Form 3541

In-County as Stated on Form 3541

Other Classes Mailed Through the USPS

e.

f.

g.

h.

i.

j.

Publication not required.

Instructions to Publishers
1. Complete and file one copy of this form with your postmaster annually on or before October 1. Keep a copy of the completed form

for your records.

2. In cases where the stockholder or security holder is a trustee, include in items 10 and 11 the name of the person or corporation for
whom the trustee is acting. Also include the names and addresses of individuals who are stockholders who own or hold 1 percent
or more of the total amount of bonds, mortgages, or other securities of the publishing corporation. In item 11, if none, check the
box. Use blank sheets if more space is required.

3. Be sure to furnish all circulation information called for in item 15. Free circulation must be shown in items 15d, e, and f.

4. Item 15h., Copies not Distributed, must include (1) newsstand copies originally stated on Form 3541, and returned to the publisher,
(2) estimated returns from news agents, and (3), copies for office use, leftovers, spoiled, and all other copies not distributed.

5. If the publication had Periodicals authorization as a general or requester publication, this Statement of Ownership, Management,
and Circulation must be published; it must be printed in any issue in October or, if the publication is not published during October,
the first issue printed after October.

6. In item 16, indicate the date of the issue in which this Statement of Ownership will be published.

7. Item 17 must be signed.

Failure to file or publish a statement of ownership may lead to suspension of Periodicals authorization.

I certify that all information furnished on this form is true and complete. I understand that anyone who furnishes false or misleading information on this form
or who omits material or information requested on the form may be subject to criminal sanctions (including fines and imprisonment) and/or civil sanctions
(including civil penalties).

a. Total Number of Copies (Net press run)

Publisher & CEO 09/10/2015David R. Fournier

Internal Medicine Alert August 29, 2015

983 893

902 817

0 0

27 25

12 8

941 850

22 23

0 0

0 0

5 5

27 28

968 878

15 15

983 893

97% 97%

October 29, 2015
✔

indication.

POTENTIAL DISADVANTAGES
Alcohol is contraindicated with flibanserin, as this 
combination increases the risk of severe hypotension 
and syncope.1 The drug is also contraindicated in 
combination with strong or moderate CYP3A4 
inhibitors and in patients with hepatic impairment 
and is not recommended with a CYP3A4 inducer. 
Coadministration of CNS depressants besides alcohol, 
weak CYP3A4 inhibitors, and strong CYP2C19 
inhibitors should be done with caution. Flibanserin is 
not indicated to enhance sexual performance or for 
the treatment of HSDD in postmenopausal women 
or men.1 A dose-related (3 to 10 times the clinical 
dose) increase in the incidence of mammary tumors 
have been observed in female mice.1 The incidence 
of appendicitis in Phase 3 studies was 0.13% for 
flibanserin compared to 0% for placebo. Most 
frequently reported adverse events (vs placebo) were 
dizziness (11.4% vs 2.2%), somnolence (11.2% vs 
2.9%), nausea (10.4% vs 3.9%), fatigue (9.2% vs 
5.5%), and insomnia (4.9% vs 2.8%).

COMMENTS
The mechanism of action of flibanserin is not known. 
Pharmacologically, it is mainly an agonist of serotonin 
1A receptor subtype (5-HT1A) and antagonist of 
the 2A receptor subtype (5-HT2A).1 Efficacy was 
shown in three 24-week, randomized, double-blind, 
placebo-controlled studies in women with acquired, 
generalized HSDD.1 The co-primary endpoints 
were the number of satisfying sexual events and 
assessment of sexual desire. These were determined 
by responses to questions such as, “Did you have a 
sexual event?” and “Was the sex satisfying for you?” 
For sexual desire, response was based on questions 
such as, “Indicate your most intense level of sexual 
desire,“ or “Over the past 4 weeks, how often did 
you feel sexual desire or interest? and “Over the past 
4 weeks, how would you rate your level of sexual 
desire or interest?” Secondary endpoint was distress 
related to sexual desire based on, “how often did 
you feel bothered by low sexual desire?” and the 
desire domain of the Female Sexual Function Index 
(FSFI). The results showed that statistical differences 
from placebo were modest. Across the three studies, 
the number of satisfying sexual events showed a 
median treatment difference from placebo of 0.5 
to 1 per 28 days from a baseline of 2.5 to 3. There 
was a difference in daily desire in only one of three 
studies but there was improvement on the secondary 
endpoint (distress related to desire) and desire 
domain of the FSFI.1,2 The third study used FSFI as a 
co-primary endpoint, a less optimal endpoint.2 The 
mean improvement on the distress score was 0.3 to 

Continued on page 160
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Early Identification, 
Intensive Intervention for 
Diabetes Might Improve 
CV Outcomes

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

The ADDITION-Europe trial 
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 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. 
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

Approaches to PTSD 
in Veterans

SOURCE: Polusny MA, et al. Mindfulness-based 
stress reduction for post-traumatic stress disorder 
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 patient-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 patient-
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 comor-
bidities in patients with rosacea: A nationwide 
case-control study from Taiwan. J Am Acad Der-
matol 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
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0.4 over placebo (on a scale of 0-4 and a 
mean baseline of 3.2-3.4).2 The results of a 
driving test, requested by the FDA to assess 
next-day impairment, suggested no adverse 
effects.2 The wholesale cost for flibanserin is 
$800 for a 30-day supply.

CLINICAL IMPLICATIONS
Flibanserin is the first drug approved for 
HSDD. The clinical benefit seems modest 
with potential adverse events (hypotension, 
syncope) and drug to drug interactions, 
including contraindication with any alcohol 
use. The FDA rejected this drug in 2010 
and 2013 due to small treatment difference 
that did not clearly outweigh the risks. In 
August 2015, the FDA, with additional 
data, in response to the FDA Response 
letter, concluded the drug had a positive 
benefit/risk assessment with consideration 

that there are currently no approved drugs 
for HSDD. The FDA estimated that about 
10% more women treated with flibanserin 
will achieve clinically meaningful benefit 
compared to placebo. The FDA is requiring 
several post-market studies to address risk 
of hypotension, syncope, fatal outcomes, 
appendicitis, adverse pregnancy outcomes 
associated with flibanserin use, and drug-
alcohol interaction in females. Flibanserin 
is approved with a risk evaluation and 
mitigation strategy (REMS) and will be 
available only through certified healthcare 
professionals and certified pharmacies.  n
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1.  The SPRINT trial ended early because 
researchers found that:

a. the benefits targeting treating to a blood 
pressure of < 120/80 mmHg significantly 
improved outcomes.

b. side effects in the aggressively treated 
group were less than those in the control 
group.

c. on average, the aggressively treated group 
needed to take three drugs compared to two 
for the control group.

d. the cost effectiveness of aggressive 
treatment outweighs the risk.

2.  Mobilization within 24 hours after stroke 
onset was associated with:

a. a reduction in the odds of a favorable 
outcome at three months.

b. a marked clinical improvement at three 
months compared to the delayed mobilization 
group.

c. no significant difference from the delayed 
mobilization group at three months.

d. none of the above.

3.  A 72-year-old Asian-American has had type 
2 diabetes for 25 years. His A1c is 7.9%, his 
serum creatinine is 1.6 mg/dL, and his eGFR 
is 42 mL/min/1.73 m2. At today’s office visit, 
his wife reports that he experienced his second 
episode of severe nocturnal hypoglycemia this 
year, for which he required hospitalization. 
Which treatment option is recommended?

a. Continue metformin 500 mg twice daily 
and glyburide 5 mg at bedtime. Give one can 
of Boost at bedtime to prevent hypoglycemia. 

b. Reduce glyburide to 2.5 mg at bed.

c. Stop glyburide. 

d. Stop glyburide. Consider adding 
liraglutide. Metformin may need to be 
discontinued at a later date if renal function 
continues to decline. 

e. Both c and d.


