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Objectives
• At the end of this presentation, participants will:
• Be familiar with some of the more important
and interesting information from the prior
year.
• Understand the key clinical implications of
these findings and recommendations.
• Improve their ability to critique the medical
literature.
• Enjoy themselves. (we hope)

Cardiovascular

‐

37 page practice recommendation

‐

Cites 3 decades of evidence that “firmly established” relationship between CRF and mortality.

‐

Authors of the 2013 ASCVD risk calculator excluded CRF because evidence it would enhance risk
classification was “inconclusive”.

‐

The AHA/ACC now recognizes this as a mistake. (duh!)

‐

CRF is as strong a predictor of mortality as diabetes mellitus, smoking, hypertension and dyslipidemia

‐

< 5 METS associated with high mortality and >8 METS with a significant reduction in mortality (30-50%!)

‐

Every MET increase in fitness (especially at the low end), is associated with a 10 – 20% decrease in
mortality!!!

‐

CRF can be improved (even just walking 3 times a week)

Discussion:
The challenge is putting this into practice. How do we evaluate fitness?
Recommended methods include: Maximal testing with CPS, Maximal exercise testing w/o CPX, Submaximal
exercise testing, ….. Estimations.

Bottom line:
We need to start incorporating CRF (or, more likely, LACK of CRF) into risk calculators.
Estimations aren’t ideal, but good enough
Low, medium and high levels of CRF correspond to HR of approximately 1.5, 1, 0 and
0.75 for mortality

Study
• Objective: To determine if a non-fasting lipid panel is accurate for predicting CVD
and if so, how to implement it more widely.
• Methods: Review of relevant articles and guidelines. (Not well defined)
•

The purpose of this statement is to review current knowledge related to the association
between CRF and health outcomes, increase awareness of the added value of CRF to
improve risk prediction, and suggest future directions in research..

•

CRF is as strong a predictor of mortality as established risk factors such as cigarette
smoking, hypertension, high cholesterol, and T2DM.

•

CRF can be measured directly, expressed as maximal oxygen consumption (VO2max), or
estimated from the peak work rate achieved on a treadmill or a cycle ergometer or from nonexercise algorithms.

•

Small increases in CRF (eg, 1–2 METs) are associated with considerably (10% to 30%)
lower adverse cardiovascular event rates.

•

While avoiding the costs and and modest risk associated with exercise testing, non-exercise
algorithms using readily available clinical variables may provide reasonably accurate
estimates of CRF.

Results:
• Non-fasting Total and High Density Cholesterol vary very little with fasting levels.
Therefore non-HDL cholesterol does not vary much either. LDL cholesterol does
increase slightly (~8mg/dl) and Triglycerides increase modestly (~25mg/dl).
• Non-fasting lipids may be a better predictor of CVD than fasting levels.
Discussion
• Multiple guidelines allow for, or recommend, non-fasting lipid testing.
• The ACA/AHA guidelines recommend fasting lipids preferred (not required).
Bottom line: For some patients getting a fasting lab can be very inconvenient
or uncomfortable. Don’t feel bad if you order a non-fasting level. I think that’s
where we’re headed.

QUESTIONs:
What are the effects of
elevated triglycerides?

Study
• 14 obese, healthy subjects (BMI 30), age 29 (+-9) yrs
• 18 training sessions over 6 weeks on cycle ergometer.
• 2 min warm up, 3X20 sec “all out” sprints interspersed with 2 min of
recovery, 3 min cool down.
• Peak Oxygen uptake (VO2 Max) increased 12%, Mean BP decreased 7%,
Blood glucose decreased in men.
• Citrate synthase increased 40%

How should it be treated?
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BACKGROUND:
The extent to which triglycerides directly promote CVD or represent a
biomarker of risk has been debated for 3 decades.
TAKE HOME:

Concerns:
• Very small study
• Many people don’t like maximal intensity exercise – even if briefly
• What’s the clinical significance.

Lifestyle changes: diet, weight loss, exercise, alcohol reduction
Meds: Statin, Omega 3 fatty acids (2 options now: lovaza, vascepa) Niacin
Focus on LDL reduction first

Bottom Line
• Suggesting very brief, very intense, exercise may remove barriers on some
people.

1) In all individuals, emphasize a heart-healthy lifestyle across the life course.
1) In patients with clinical ASCVD, reduce low-density lipoprotein cholesterol
(LDL-C) with high-intensity statin therapy or “maximally tolerated” statin
therapy.
1) In very high-risk ASCVD, use a LDL-C threshold of 70 mg/dL (1.8 mmol/L) to
consider addition of non-statins to statin therapy (eg. Ezetimibe, PCSK9i).
1) In patients with severe primary hypercholesterolemia (LDL-C level ≥190
mg/dL [≥4.9 mmol/L]), without calculating 10-year ASCVD risk, begin highintensity statin therapy without calculating 10- year ASCVD risk. Add ezetimibe if
LDL>100. Consider PCSK9i if risk factors for subsequent ASCVD events.
1) In patients 40 to 75 years of age with diabetes mellitus and LDL-C ≥70 mg/dL
(≥1.8 mmol/L), start moderate-intensity statin therapy without calculating 10year ASCVD risk.

Add on fibrate? I say no unless >500 in non-diabetics or >350 in diabetics.

6) In adults 40 to 75 years of age evaluated for primary ASCVD prevention, have a
clinician–patient risk discussion before starting statin therapy.
7) In adults 40 to 75 years of age without diabetes mellitus and with LDL-C levels ≥70
mg/dL (≥1.8 mmol/L), at a 10-year ASCVD risk of ≥7.5%, start a moderate-intensity
statin if a discussion of treatment options favors statin therapy.
8) In adults 40 to 75 years of age without diabetes mellitus and 10-year risk of 7.5% to
19.9% (intermediate risk), risk-enhancing factors favor initiation of statin therapy (see
No. 7).
9) In adults 40 to 75 years of age without diabetes mellitus and with LDL-C levels ≥70
mg/dL- 189 mg/dL (≥1.8-4.9 mmol/L), at a 10-year ASCVD risk of ≥7.5% to 19.9%, if a
decision about statin therapy is uncertain, consider measuring CAC (aka “coronary
artery calcium” score).
10) Assess adherence and percentage response to LDL-C–lowering medications and
lifestyle changes with repeat lipid measurement 4 to 12 weeks after statin initiation or
dose adjustment, repeated every 3 to 12 months as needed.

NEW!
• Objective: compare the effects of statin therapy at different ages
Objective: To evaluate the safety, clinical, and cost impact of discontinuing statin
medications for patients in the palliative care setting.
Methods: multicenter, parallel-group, unblinded, pragmatic clinical trial. Eligibility included adults with
an estimated life expectancy of between 1 month and 1 year, statin therapy for 3 months or more for
primary or secondary prevention of cardiovascular disease, recent deterioration in functional status,
and no recent active cardiovascular disease. Participants were randomized to either discontinue or
continue statin therapy and were monitored monthly for up to 1 year. The study was conducted from
June 3, 2011, to May 2, 2013
Results:381 patients were enrolled, Mean (SD) age was 74.1 years, 22.0% of the participants were
cognitively impaired, and 48.8% had cancer. The proportion of participants in the discontinuation vs
continuation groups who died within 60 days was not significantly different (23.8% vs 20.3%; 90%CI,
−3.5%to 10.5%; P = .36) and did not meet the noninferiority end point. Total QOL was better for the
group discontinuing statin therapy (mean McGill QOL score, 7.11 vs 6.85; P = .04). Few participants
experienced cardiovascular events (13 in the discontinuation group vs 11 in the continuation group).
Discussion:
Bottom line

• Methods: meta-analysis, randomized trials of statin therapy were eligible if they aimed to recruit at
least 1000 participants with a scheduled treatment duration of at least 2 years.
Results: 14 483 (8%) of 186 854 participants in the 28 trials were older than 75 years at randomization , and
the median follow-up duration was 4·9 years.
21% (RR 0·79, 95% CI 0·77–0·81) proportional reduction in major vascular events per 39 mg/dl reduction
in LDL cholesterol across all age groups
24% (RR 0·76, 95% CI 0·73–0·79) proportional reduction in major coronary events per 39 mg/dl reduction in
LDL, irrespective of age
The proportional reduction in major vascular events was similar, irrespective of age, among patients with preexisting vascular disease (p=0·2), but appeared smaller among older than among younger individuals not
known to have vascular disease (p =0·05).
Discussion: Statin therapy produces significant reductions in major vascular events irrespective of age, but
there is less direct evidence of benefit among patients older than 75 years who do not already have evidence of
occlusive vascular disease.

• All medications should be repeatedly reviewed in the elderly.
Bottom line: #1 statins work, #2 if no preexisting disease, >75yo, then benefit/risk discussion
appropriate. Additional RCTs for this age group underway to help answer

NEW!
• The STAREE study will examine whether treatment with
statin (atorvastatin 40mg) compared with placebo will
prolong overall survival or disability free survival amongst
healthy elderly people (≥70 years).
• Examined individual-level cohort data from the National Institutes of
Health Pooled Cohorts (Framingham Study, Framingham Offspring
Study, Multi-Ethnic Study of Atherosclerosis, and Cardiovascular Health
Study), which prospectively measured CVD risk factors and incident
disease. Elaluated associations between LDL-C and incident ASCVD
(stroke, myocardial infarction, and cardiovascular death)
• Prospective cohort study, adults 75+
• Among adults without other risk factors (free of smoking, diabetes, and
hypertension) AND with risk factors, event rates were similar between
those with and without hyperlipidemia.

•

•

STUDY:

NEW!!!!

•

QUESTION: Compare the safety and efficacy of bempedoic acid compared with placebo among
patients already on intensive or maximum-tolerated statin therapy.

•

METHOD: Patients were randomized in a 2:1 fashion to either bempedoic acid 180 mg or placebo
once daily for 52 weeks. All patients were on maximal tolerated statin and other lipid-lowering therapy.

•

inclusion criteria:

•

•

Pre-existing atherosclerotic cardiovascular disease (ASCVD) and/or heterozygous familial
hypercholesterolemia (FH)

•

Baseline low-density lipoprotein cholesterol (LDL-C) ≥100 mg/dl (2.6 mmol/L) at screening and
≥70 mg/dl (1.8 mmol/L) following placebo run-in while receiving maximally tolerated statins

•

The primary outcome, change in LDL-C at week 12 from baseline for bempedoic acid compared with
placebo, was -15.1% vs. 2.4%, p < 0.001.

•

Serious side effects: 20.3% vs. 18.7%, p = 0.63

•

Three-point major adverse cardiac events: 2.7% vs. 4.7%, p > 0.05

•

DISCUSSION: bempedoic acid is safe and effective in reducing LDL-C compared with placebo among
patients with ASCVD or heterogeneous FH on maximum-tolerated statin therapy. No difference was noted
for clinical outcomes, although the trial was not powered for this.

•

BOTTOM LINE: promsing new agent to add to arsenal as an add-on option for ASCVD patients not at
goal on max-tolerated statin tx

NEW!!!

QUESTION: Can inclisiran reduce mean low-density lipoprotein cholesterol (LDL-C)
exposure with an infrequent dosing regimen, thereby offering sustained LDL-C lowering
with infrequent dosing?
•

•

RESULTS:
•

STUDY:

Inclisiran — a non–FDA-approved, long-acting, synthetic, small interfering RNA
(siRNA) molecule — disrupts hepatic production of proprotein convertase subtilisin–
kexin type 9 (PCSK9), an enzyme that binds to LDL particles.

METHOD: Prespecified analysis of a randomized, double-blind, placebo-controlled
multicenter phase 2 clinical trial. Participants were followed up monthly for LDL-C levels
and proprotein convertase subtilisin-kexin type 9 (PCSK9) measurements as well as
safety until their LDL-C levels had returned to within 20% of their change from baseline
(maximum 360 days). The study included patients with elevated LDL-C despite
maximally tolerated statin therapy.

•

DISCUSSION: Treatment with inclisiran resulted in durable reductions in LDL-C over 1 year.
Inclisiran may offer a novel approach to LDL-C reduction with the convenience of infrequent
dosing.

•

BOTTOM LINE: Could revolutionize lipid therapy for some patients. On the horizon as
a potenial new agent in addition to currently available PCSK9i (Repatha,
Praluent). expensive? YOU BET!!

Circulation 2011, 123:2226-2235:
May 9, 2011

QUESTION:
Are NSAID’s safe in patients
with prior MI?

Say goodbye to warfarin

STUDY:
Denmark, Pts >30 with first MI (1997-2006)
NSAID use monitored by national registry
Hazard ration of ~1.5 for NSAID use and
death/recurrent MI
Ibuprofen and naproxen had lowest risk

TAKE HOME:
No! Avoid NSAIDs if possible in patients with CAD.
Use Naproxen (or Ibuprofen if they really need an
NSAID

Question: Does this oral thrombin inhibitor prevent strokes in pts
with Afib as good as warfarin?
Answer: Yes, but with increase dyspepsia and slight increase
rates of MI (2 cases/1000 patients treated annually).

QUESTION: Is dabigatran as effective
as warfarin in treating VTE?
ANSWER: Yes.

Conclusion:
For the treatment of acute venous thromboembolism, a
fixed dose of dabigatran is as effective (recurrent VTE
2.4% vs 2.1% )as warfarin, has a safety profile that is
similar to that of warfarin, and does not require
laboratory monitoring.

Question: The “Acute DVT study” – Is fixed dose regimen of this direct factor Xa
inhibitor as safe and efficacious as standard therapy with enoxaparin and
warfarin for acute DVTs?
Answer: Yes
Take home: Look for this to gain FDA approval soon and supplant warfarin for
DVT tx. No monitoring, safe, efficacious, pending further investigation. Goodbye
rat poison!

New!
NEW STUDY
OBJECTIVE: compare the efficacy and safety of direct oral anticoagulants (DOAC), vitamin K antagonists
(VKA) and LMWH in patients with CAT
METHOD: We searched Pubmed, Embase and CENTRAL for randomised controlled trials comparing DOAC,
VKA and LMWH in patients with CAT. Pairwise and network meta-analyses were computed for venous
thromboembolism (VTE) recurrence and bleeding complications.
RESULTS:
We identified 14 studies, including 4,661 patients.
• In pairwise comparison, DOAC were superior to LMWH to prevent VTE recurrence (HR 0.63; 95% CI 0.42–
0.96) and LMWH was superior to VKA (HR 0.53; 95% CI 0.40–0.70).
• The rate of major bleeding was higher with DOAC compared to LMWH (HR 1.78; 95% CI 1.11–2.87).
• In the network meta-analysis, DOAC had a lower, but non-significant, rate of VTE recurrence compared to
LMWH (HR 0.74; 95% CI 0.54–1.01).
• Both DOAC (HR 0.42; 95% CI 0.29–0.61) and LMWH (HR 0.57; 95% CI 0.44–0.75) were associated with
lower rates of recurrence compared to VKA.
• No significant difference in major bleeding rate was observed in the network meta-analysis.
DISCUSSION: DOAC are effective to prevent VTE recurrence in patients with CAT but are associated with an
increased risk of bleeding compared to LMWH. T
BOTTOM LINE: DOACs are options, consider bleed risk and cancer type (avoid in GI cancers)

Blood Pressure

Published online March 14, 2010

Clinical Question
In patients with T2DM at high risk for CV events, does intensive BP control (SBP <120
mmHg) reduce rates of nonfatal MI, nonfatal stroke, or CV mortality when compared to
standard BP control (SBP <140 mmHg)?
Bottom Line
In patients with T2DM at high risk for CV events, targeting SBP <120 mmHg did not reduce
rates of nonfatal MI, nonfatal stroke, or CV mortality when compared to a target SBP <140
mmHg.

Clinical Question
In patients at high risk for CVD but who do not have a history of stroke or diabetes, does intensive
BP control (target SBP <120 mm Hg) yield superior CV outcomes compared to standard treatment
(target SBP 135-139 mm Hg)?
Bottom Line
In patients at high risk for CVD but who do not have a history of stroke or diabetes, intensive BP
control (target SBP <120 mm Hg) improved CV outcomes and overall survival compared to
standard therapy (target SBP 135-139 mm Hg), while modestly increasing the risk of some serious
adverse events.

• Objective: To assess the benefit of treatment of systolic blood pressure to a target of less than 120 mm Hg
with treatment to a target of less than 140 mm Hg.
• Methods: Randomly assigned (open label) 9361 adults with a systolic blood pressure of 130 mm Hg or
higher and an increased cardiovascular risk, but without diabetes, to a systolic blood-pressure target of less
than 120 mm Hg (intensive treatment) or a target of less than 140 mm Hg (standard treatment).
Results:
• SBP was 121.4 in the intensive treatment group and 136.2 in the standard Rx group. Stopped early at 3.26
years due to signif lower primary composite endpt and all-cause mortality
• Greater benefits seen in patients >75yo.
• Rates of serious adverse events of hypotension, syncope, electrolyte abnormalities, and acute kidney injury
or failure, but not of injurious falls, were higher in the intensive-treatment group than in the standardtreatment group.
• NNT to prevent a primary outcome in 3.25 years 61, all cause death 90, cardiovascular death 172.
• Intensive Rx group had more progression to CKD (GFR <60): 1.21% vs 0.35% per year (HR 3.49)
Discussion:
• Open label stopped early
• Contrast with the ACCORD Trial
• Large reduction in heart failure but not MI or CVA
• Excluded DM,
• Chlorthalidone not HCTZ

Bottom line: Treat healthy patients with high risk for CAD w/o DM more
aggressively.

Title: 2014 Evidence-Based Guideline for the Management of High Blood
Pressure in Adults: Report From the Panel Members Appointed to the
Eighth Joint National Committee (JNC 8)
Authors: James PA, Oparil S, Carter BL, et al.
Citation: JAMA 2013;Dec 18:[Epub ahead of print]

• “The new guidelines – the first comprehensive set since 2003 – lower
the definition of high blood pressure …nearly half of the U.S. adult
population (46 percent) having high blood pressure…triple among men
under age 45…. However, only a small increase is expected in the
number of adults requiring antihypertensive medication.”
• “The new ACC/AHA guidelines were developed with nine other health
professional organizations and were written by a panel of 21 scientists
and health experts who reviewed more than 900 published studies.”
• (From the ACC)

NEW!
•

•

STUDY:
•

OBJECTIVE: The prospective MAPEC study was specifically designed to test the hypothesis that
bedtime chronotherapy with ≥1 hypertension medications exerts better BP control and CVD risk
reduction than conventional therapy, i.e., all medications ingested in the morning.

•

METHOD: 2156 hypertensive subjects, 1044 men/1112 women, 55.6 ± 13.6 (mean ± SD) yrs of
age, median followup of 5.6yrs. Randomized to ingest all their prescribed hypertension
medications upon awakening or ≥1 of them at bedtime.

•

19 084 hypertensive patients were assigned (1:1) to ingest the
entire daily dose of >_1 hypertension medications at bedtime (n =
9552) or all of them upon awakening (n = 9532).

•

During the 6.3-year median patient follow-up, 1752 participants
experienced the primary CVD outcome (CVD death, myocardial
infarction, coronary revascularization, heart failure, or stroke).
Patients of the bedtime, compared with the upon-waking,
treatment-time regimen showed significantly lower hazard of the
primary CVD outcome [0.55 (95% CI 0.50–0.61)]

•

Bottom Line:

RESULTS:
•

•

median follow-up of 5.6 yrs, subjects ingesting ≥1 BP-lowering medications at bedtime exhibited a
significantly lower relative risk of total CVD events than those ingesting all medications upon
awakening (0.39 [0.29–0.51]; number of events 187 versus 68; p < .001)
The difference between the treatment-time groups in the relative risk of major events (including
CVD death, myocardial infarction, ischemic stroke, and hemorrhagic stroke) was also highly
statistically significant (0.33 [0.19–0.55]; number of events: 55 versus 18; p < .001).

•

DISCUSSION: Bedtime chronotherapy with ≥1 BP-lowering medications, compared to conventional
upon-waking treatment with all medications, more effectively improved BP control, better decreased the
prevalence of non-dipping, and, most importantly, significantly reduced CVD morbidity and mortality.

•

BOTTOM LINE: Consider bedtime BP med dosing to improve control and outcomes – seems
easy!

•

NEW!

•

Retrospective review of VA patients 65 and older discharged 2011 – 2013.

•

Reviewed intensification of BP medications upon discharge.

•

4056 hospitalized older adults with hypertension (mean [SD] age, 77 [8] years; 3961 me
[97.7%]), equally split between those who did vs did not receive antihypertensive
intensifications at hospital discharge.

•

Within 30 days, patients receiving intensifications had a higher risk of readmission (haza
ratio [HR], 1.23; 95%CI, 1.07-1.42; number needed to harm [NNH], 27; 95%CI, 16-76) a
serious adverse events (HR, 1.41; 95%CI, 1.06-1.88; NNH, 63; 95%CI, 34-370).

•

At 1 year, no differences were found in cardiovascular events (HR, 1.18; 95%CI, 0.99-1.
or change in systolic BP among those who did vs did not receive intensifications (mean
134.7 vs 134.4; difference-in-differences estimate, 0.6mmHg; 95%CI, −2.4 to 3.7mmHg
•

Take BP meds (and statins) before bed if possible.

Respiratory

BOTTOM LINE
•

Hospitalists are great at hospital medicine

Study
• Objective: To examine the effect of adjunctive corticosteroid therapy on mortality,
morbidity, and duration of hospitalization in patients with CAP.
• Methods: Prior (2010) Cochrane review, plus searched for articles from 2010 – 2015
on “pneumonia” and “corticosteroids”. Excluded studies on ventilator assisted
pneumonia and PCP. Identified 3281 citations, included 13 RCT’s with 9 not included
in the previous Cochrane review. Five of 13 studies had “low risk of bias” accounting
for 70.4% of patients. Moderate heterogeneity.
• Results: Reduction in mortality (RR 0.67, ARR 2.6, NNT 38), Mechanical Ventilation
(RR 0.45), ICU admissions (RR 0.69) and hospital days (by one day).
Discussion:
• Very promising, but small number of events limits external validity.
• Many patients were excluded from the studies.

Study
•

Objective: “To assess the effect of corticosteroids in patients with severe community-acquired pneumonia and high associated inflammatory
response”

•

Methods: Multicenter, randomized, double-blind placebo controlled study in 35 centers in Spain, June 2014 – Feb 2012. Adults with severe CAP
(ATS criteria or risk class V for the pneumonia severity index) and a CRP >150. Appropriate exclusion (included uncontrolled DM). Randomized
1:1 to 0.5mg/kg methylprednisolone q12hr for 5 days or placebo, started within 36 hours of admission. Primary measure was treatment failure
(early (<72hrs) , late (72-120hrs)).

•

Results: Treatment failure was lower in the treatment group (13% vs3 1%), mortality not signif different (10% vs 15%, p=.37). Hyperglycemia
was not signif different (18% vs 12%). NNT to prevent one treatment failure was 5.5.

Discussion:
•

Primarily a reduction in progression of X-ray. While this has been correlated with worse outcomes, it’s not a POEM.

•

Use of CRP may not be needed (24% of screened patients didn’t meet cut off).

•

Almost half of screened patients with CAP were excluded. (uncontrolled DM, Flu, other)

Bottom line
•

One more study suggesting that steroids are helpful in adult patients with severe CAP

•

Consistent with “Surviving Sepsis Campaign” (2012) for ICU patients with pneumonia.

Bottom line
• The more severe the pneumonia, the more likely to see benefit. Watch for
complications!

NEW!
Objective: We compared strategies of empirical treatment (allowing deviations for medical reasons) with beta-lactam monotherapy,
beta-lactam–macrolide combination therapy, or fluoroquinolone monotherapy…in inpatient, non-ICU patients with CAP.
Methods: cluster-randomized, crossover trial with strategies rotated in 4-month periods, we tested the noninferiority of the beta-lactam
strategy to the beta-lactam–macrolide and fluoroquinolone strategies with respect to 90-day mortality, in an intention-to-treat analysis,
using a noninferiority margin of 3 percentage points and a two-sided 90% confidence interval.
Results: The crude 90-day mortality was 9.0% (59 patients), 11.1% (82 patients), and 8.8% (78 patients), respectively, during these
strategy periods. In the intention-to-treat analysis, the risk of death was higher by 1.9 percentage points (90% confidence interval [CI],
−0.6 to 4.4) with the beta lactam–macrolide strategy than with the beta-lactam strategy and lower by 0.6 percentage points (90% CI,
−2.8 to 1.9) with the fluoroquinolone strategy than with the beta-lactam strategy. These results indicated noninferiority of the betalactam strategy.

Discussion: Among patients with clinically suspected CAP admitted to non-ICU wards, a strategy of preferred empirical treatment with
beta-lactam monotherapy was noninferior to strategies with a beta-lactam–macrolide combination or fluoroquinolone monotherapy with
regard to 90-day mortality.
Bottom line: In an age of increasing attention to judicious use of abx, perhaps beta-lactam is enough. Mounting evidence to
show this.

•

52 week open label study in NZ, adults 18 – 75 with asthma using SABA’s.
Randomly assigned budesonide+formoterol prn versus scheduled budesonide + prn
formoterol.

•

Severe exacerbations per patient per year were lower with as-needed budesonide–
formoterol than with maintenance budesonide plus terbutaline as needed (absolute
rate per patient per year 0·119 vs 0·172; relative rate 0·69, 95% CI 0·48–1·00;
p=0·049).

•

Nasopharyngitis was the most common adverse event in both groups, occurring in
154 (35%) of 440 patients receiving as-needed budesonide–formoterol and 144
(32%) of 448 receiving maintenance budesonide plus terbutaline as needed.

Pediatrics

NEW!

•

52 week open label three group trial: albuterol as needed for asthma symptoms)
(albuterol group); budesonide twice daily plus as-needed albuterol (budesonide
maintenance group); or budesonide–formoterol as needed) (budesonide–formoterol
group).

•

The annualized exacerbation rate in the budesonide–formoterol group was lower than
that in the albuterol group (absolute rate, 0.195 vs. 0.400; relative rate, 0.49; 95%
confidence interval [CI], 0.33 to 0.72; P<0.001) and did not differ significantly from the
rate in the budesonide maintenance.

•

The number of severe exacerbations was lower in the budesonide–formoterol group
than in both the albuterol group (9 vs. 23) and the budesonide maintenance group (9
vs. 21).

Study
• Objective: To systematically review and meta-analyze evidence that timing of allergenic food
introduction during infancy influences risk of allergic or autoimmune disease.
• Methods:
Meta-analysis of studies between 1946 and 2006 on the timing of introduction of “allergenic” food in the
first year of life. Both intervention and observational studies. Outcome was reported allergic or
autoimmune disease or allergic sensitization.
Results:
• Of 16 289 original titles screened, data were extracted from 204 titles reporting 146 studies. There was
moderate‐certainty evidence from 5 trials (1915 participants) that early egg introduction at 4 to 6 months was
associated with reduced egg allergy
• There was moderate‐certainty evidence from 2 trials (1550 participants) that early peanut introduction at 4 to
11 months was associated with reduced peanut allergy
• There was high-certainty evidence that timing of gluten introduction was not associated with celiac
disease risk.
Discussion:
Significant limitations of this study include the fact that very few studies were found that adequately
addressed the question. Also significant variability of the food preparations and the results (most found
no benefit if early introduction). However no evidence was found that delaying introduction of peanut and
egg based food was beneficial.

Objective: evaluated strategies of peanut consumption and avoidance to determine which strategy is
most effective in preventing the development of peanut allergy in infants at high risk for the allergy.
Methods: Randomly assigned 640 infants with severe eczema, egg allergy, or both to consume or avoid
peanuts until 60 months of age. Participants 4 - 11 months of age at randomization were assigned cohorts
based on skin testing to peanut extract. The primary outcome, which was assessed independently in each
cohort, was the proportion of participants with peanut allergy at 60 months of age.
Results:
• Among the 530 infants in the intention-to-treat population who initially had negative results on the skinprick test, the prevalence of peanut allergy at 60 months of age was 13.7% in the avoidance group
and 1.9% in the consumption group (P<0.001).
• Among the 98 participants in the intention-to-treat population who initially had positive test results, the
prevalence of peanut allergy was 35.3% in the avoidance group and 10.6% in the consumption group
(P = 0.004).
• There was no significant between-group difference in the incidence of serious adverse events
Discussion:
•

We’ve been moving in this direction for while.

Bottom line
•

Let them eat cake! (or at least peanut butter)
Bottom line: There doesn’t seem to be any benefit in delaying introduction of peanuts and eggs
past 4 months, and may be some benefit in early introduction.

• Common wisdom and academy recommendations hold that pacifier use interferes with establishing
breastfeeding.
• A Cochrane Review of only 2 studies did not find an association.
• Another systematic review of 4 studies found mixed results.
• Study of 2249 infants before and after a pacifier restriction policy, comparing breast feeding rates.
• Before implementation 79% of babies were exclusively breastfed, 68% after.
• Breast plus formula increased from 18% to 28%.
• Exclusive bottle fed increased from 1.8% to 3.4%
• Caveats:
• Before and after design
• Increase in private insurance (39% to 45%)
• Single institution
• BOTTOM LINE: Let them pacify.

Study
Objective: To investigate the association between participation in physical activity within 7
days postinjury and incidence of persistent postconcussive symptoms (PPCS)
Methods:
• Prospective, multicenter cohort study patients aged 5.00‐17.99 years with acute
concussion from 9 Canada network emergency departments (EDs
Results:
• 2413 participants. On unadjusted analysis, early physical activity participants had lower
risk of PPCS than those with no physical activity (24.6%vs 43.5%; Absolute risk difference
[ARD], 18.9%[95%CI,14.7%‐23.0%]).
Discussion:
Cohort study – children were NOT assigned to activity levels (possible confounding)
No guidelines have been published since this study. CDC guidelines still recommend
not progressing if any symptoms.
ASSM has not weighed in.
Many sports docs are slowly progressing activity if MILD symptoms.
Bottom line:
Probably better to resume mild activity early and to progress slowly.
Limit screen time!

Infectious Disease
Objective: We designed a multicontinental randomized study, Strategic Timing of Antiretroviral Therapy (START),
to determine the risks and benefits of the immediate initiation of antiretroviral therapy in asymptomatic HIVpositive patients who have a CD4+ count of more than 500 cells per cubic millimeter, as compared with deferring
initiation until the CD4+ count is 350 cells per cubic millimeter.
The START trial was designed and conducted by the International Network for Strategic Initiatives in Global HIV
Trials (INSIGHT).
Methods: 4685 patients were followed for a mean of 3.0 years, randomly assigned HIV-positive adults who had a
CD4+ count of more than 500 cells per cubic millimeter to start antiretroviral therapy immediately (immediateinitiation group) or to defer it until the CD4+ count decreased to 350 cells per cubic millimeter or until the
development of the acquired immunodeficiency syndrome (AIDS) or another condition that dictated the use of
antiretroviral therapy (deferred-initiation group). The primary composite end point was any serious AIDS-related
event, serious non–AIDS-related event, or death from any cause.
Results: The primary end point occurred in 42 patients in the immediate-initiation group (1.8%; 0.60 events per
100 person-years), as compared with 96 patients in the deferred-initiation group (4.1%; 1.38 events per 100
person-years), for a hazard ratio of 0.43 (95% confidence interval [CI], 0.30 to 0.62; P<0.001).
Discussion: On May 15, 2015, on the basis of an interim analysis, the data and safety monitoring board
determined that the study question had been answered and recommended that patients in the deferred-initiation
group be offered antiretroviral therapy.
Bottom line: Universal guidelines = start Anti-retroviral Tx (ART) at time of diagnosis.

Study:
• Objective: Evaluate if limiting the duration of antimicrobial treatment in acute otitis media in
young children constitutes a potential strategy to reduce the risk of antimicrobial resistance
among children with acute otitis media.
• Methods: We assigned 520 children, 6 to 23 months of age, with acute otitis media to
receive amoxicillin–clavulanate either for a standard duration of 10 days or for a reduced
duration of 5 days followed by placebo for 5 days. We measured rates of clinical response (in
a systematic fashion, on the basis of signs and symptomatic response), recurrence, and
nasopharyngeal colonization, and we analyzed episode outcomes using a noninferiority
approach. Symptom scores ranged from 0 to 14, with higher numbers indicating more severe
symptoms
Results: Children who were treated with amoxicillin–clavulanate for 5 days were more likely
than those who were treated for 10 days to have clinical failure (77 of 229 children [34%] vs. 39
of 238 [16%]; difference, 17 percentage points [based on unrounded data]; 95% confidence
interval, 9 to 25).

•

ISSUE: FDA is advising that the serious side effects associated with fluoroquinolone
antibacterial drugs generally outweigh the benefits for patients with acute sinusitis,
acute bronchitis, and uncomplicated urinary tract infections who have other treatment
options. For patients with these conditions, fluoroquinolones should be reserved for
those who do not have alternative treatment options.

•

An FDA safety review has shown that fluoroquinolones when used systemically (i.e.
tablets, capsules, and injectable) are associated with disabling and potentially
permanent serious side effects that can occur together. These side effects can involve
the tendons, muscles, joints, nerves, and central nervous system.

•

Health care professionals should stop systemic fluoroquinolone treatment immediately
if a patient reports serious side effects, and switch to a non-fluoroquinolone antibacterial
drug to complete the patient’s treatment course.

Bottom Line: We should not prescribe systemic fluoroquinolones to patients who
have other treatment options for acute bacterial sinusitis (ABS), acute bacterial
exacerbation of chronic bronchitis (ABECB), and uncomplicated urinary tract
infections (UTI) because the risks outweigh the benefits in these patients. Stop
fluoroquinolone treatment immediately if a patient reports serious side effects, and switch to
a non-fluoroquinolone antibacterial drug to complete the patient's treatment course.

Discussion: Among children 6 to 23 months of age with acute otitis media, reduced-duration
antimicrobial treatment resulted in less favorable outcomes than standard-duration treatment; in
addition, neither the rate of adverse events nor the rate of emergence of antimicrobial
resistance was lower with the shorter regimen.
Bottom line: For now, 10 days appears to be the most effective duration for tx of young
children for acute OM. (Didn't look at 7 days)

Diabetes
• STUDY:
• OBJECTIVE: In patients with T2DM, does intensive glycemic control targeting a HbA1c <6%
versus standard glycemic control targeting a HbA1c 7-7.9% reduce the risk of CV events?
• METHOD:
• Randomized 10,251 patients with long-standing T2DM to either intensive (HbA1c <6%) or
standard glycemic control (HbA1c 7-7.9%).
• a double 2x2 factorial design study. Half of the patients were randomized to fenofibrate
add-on to a statin medication in ACCORD Lipid and half were randomized to a BP target
in ACCORD BP.
• RESULTS:
• median follow-up of 3.7 years, the trial was stopped early because intensive glycemic
control was associated with increased all-cause (1.41% vs. 1.14%; P=0.04; NNH 370) and
CV mortality (0.79% vs. 0.56%; P=0.02).
• DISCUSSION: Intensive glycemic control in older patients with longstanding T2DM did not:
• Prevent adverse CV events
• Prevent major microvascular complications
• Extend life
• And…did not enhance health-related quality life (Diabetes Care. 2011, Apr 34:807)
• BOTTOM LINE: Overly aggressive glycemic management leads to worse outcomes

•

RCT, sulfonylurea-based intensive glycemic therapy targeting a HbA1c ≤6.5%, 10% reduction
in combined micro- and macrovascular events compared with standard therapy. mostly
reduced nephropathy, but no reduction in the risk of macrovascular events.

•

In addition, intensive glycemic control was associated with an increased risk of severe
hypoglycemia and an increased rate of hospitalization.

•

BOTTOM LINE: Intensive glycemic control targeting HbA1c ≤6.5% improves
microvascular outcomes but has no impact on macrovascular outcomes in patients with

Study
• Background/Objective: Long-term results from randomized, controlled trials that compare
medical therapy with surgical therapy in patients with type 2 diabetes are limited
• Methods: Three-group, randomized, controlled, nonblinded, single-center study involving 150
obese patients who had type 2 diabetes,

T2DM.

• Results
• All measures improved more in the surgical groups than in the medical groups, with gastric
bypass superior to sleeve gastrectomy (HbA1c 7.0 vs 8.5, wt loss 5.3kg vs 23.2)
• Discussion:
•

post-trial follow-up for a median of 5.9 years (blood-pressure–lowering comparison) or 5.4
years (glucose-control comparison)

•

There was no evidence that intensive glucose control during the trial led to long-term benefits
with respect to mortality or macrovascular events.

•

BOTTOM LINE: No long-term benefit demonstrated

• Nonblinded study at one center, only 150 patents.
• Although the results are impressive, they were almost all DOE’s (HbA1c, Lipids). No difference in
retinopathy. QALY was somewhat better in the surgical groups.
Bottom line: Surgery beats medical therapy for many patients with diabetes and obesity.

Cancer
Study
• Objective: To estimate the 10 and 20 year mortality from DCIS and to establish if the mortality rate is influenced
by age, ethnicity and initial treatment.
• Methods: Observational study of women with the Dx of DCIS from 1988 to 2011 (10,196 women) using SEER
data. Risk of dying was compared with that of women in general population.
Results:
• Mean age of Dx was 53.8 years and mean duration of follow-up was 7.5 years.
• 20 year breast cancer mortality was 3.3%, and was higher for younger women at time of Dx (HR 2.58) and for
black women (HR 2.42).
• At 10 years radiation therapy in addition to lumpectomy reduced ipsalateral invasive recurrence (2.5% vs 4.9%)
but not breast cancer specific death (0.8% vs 0.9%).
• The risk of ipsilateral invasive recurrence at 20 years was 5.9% and the risk of contralateral invasive recurrence
was 6.2%.
Discussion:
• Observational study
• Lower mortality from DCIS than previous studies (overdiagnosis more likely than better RX since no mortality
difference based on Rx type)
Bottom line
• Evolving approach to DCIS, much like prostate cancer. Aggressive Rx doesn’t appear to alter mortality
• Need to better distinguish high risk lesions
• Modify risk factors: obesity, HRT, alcohol,

QUESTION:
Does annual low dose CT
scanning in current or
former smokers reduce
lung-CA mortality?

Study: RCT, 53,454 current or former smokers aged 55-74 years randomly assigned to undergo three annual screenings with either low-dose
CT (26,722 participants) or single-view posteroanterior chest radiography (26,732). Data were collected on cases of lung cancer and deaths
from lung cancer that occurred through December 31, 2009.

TAKE HOME, Does annual low dose CT scanning in current or former smokers reduce lung-CA mortality?

YES…1.33% vs 1.66% lung-cancer specific mortality rate. Number needed to screen to prevent 1 lung cancer death about
320.

But…High false positive rate can lead to high costs and morbidity related to screening and its sequelae. Perhaps a costeffectiveness analysis first?

https://www.uspreventiveservicestaskforce.org/Page/Document/UpdateSummaryFinal/prostate-cancerscreening1?ds=1&s=prostatewp-content/uploads/2018/05/USPSTF_ProstateCancer_Infographic_FINAL-5-4.pdf

Objective: to evaluate the diagnostic accuracy of DRE in screening for prostate cancer in primary care
settings
Methods: searched MEDLINE, Embase, DARE (Database of Abstracts of Reviews of Effects), Cochrane
Central Register of Controlled Trials, Cochrane Database of Systematic Reviews, and CINAHL
(Cumulative Index to Nursing and Allied Health Literature) from their inception to June 2016. Six
reviewers, in pairs, independently screened citations for eligibility and extracted data. Pooled estimates
were calculated for sensitivity, specificity, positive predictive value (PPV), and negative predictive value
(NPV) of DRE in primary care settings using an inverse variance meta-analysis. We used QUADAS-2
(Quality Assessment of Diagnostic Accuracy Studies 2) and GRADE (Grades of Recommendation
Assessment, Development, and Evaluation) guidelines to assess study risk of bias and quality.
Results: 8,217 studies, of which 7 studies with 9,241 patients were included after the screening process.
All patients analyzed underwent both DRE and biopsy. Pooled sensitivity of DRE performed by primary
care clinicians was 0.51 (95% CI, 0.36-0.67; I2 = 98.4%) and pooled specificity was 0.59 (95% CI, 0.410.76; I2 = 99.4%). Pooled PPV was 0.41 (95% CI, 0.31-0.52; I2 = 97.2%), and pooled NPV was 0.64
(95% CI, 0.58-0.70; I2 = 95.0%). The quality of evidence as assessed with GRADE was very low.
Discussion: Given the considerable lack of evidence supporting its efficacy, we recommend against
routine performance of DRE to screen for prostate cancer in the primary care setting.
Bottom line: Save your patients and yourself time and discomfort, as it just does not appear to be
worth it. Maybe our urology colleagues are better suited? Inter-examiner reliability between
urologists in identifying a prostate finding as suspicious for cancer has been found to be only “fair” after
adjusting for chance agreement (κ = 0.22, P =.009)

Efficacy of HPV-based screening for prevention of invasive cervical cancer:
follow-up of four European randomized controlled trials.
Ronco G, et al. The international HPV screening working group. Lancet, 2013 Nov

PURPOSE: To find out whether HPV testing offered any advantages over cytology in
detecting invasive cancer,
METHOD:: Four large trials have compared the two methods of screening. These were
conducted in England (the ARTISTIC trial), Sweden (Swedescreen), the Netherlands
(POBASCAM), and Italy (NTCC). Reseachers combined the individual patient data from the
176 000 women involved in the trials and followed them for an average of 6.5 years.
FINDINGS: They identified 107 invasive cervical carcinomas and found that overall the
detection of cancer was significantly higher in the women who had undergone HPV testing
than in those who had smear tests (rate ratio of cancer detection with HPV versus cytology
0.6 (95% confidence interval 0.4 to 0.89).1
INTERPRETATION: HPV-based screening provides 60-70% greater protection against
invasive cervical carcinomas compared with cytology. Data of large-scale randomized trials
support initiation of HPV-based screening from age 30 years and extension of screening
intervals to at least 5 years.

NEW!
What: Observational study of 578,547 women 2013-2014 screened for with
cytology or HPV testing.
Results: HPV testing led to 80% more colposcopies but detected more
CIN 3 or worse (40% increase) and more cervical cancer (30% increase).
ACOG:
Women aged 21–29 years should have a Pap test alone every 3 years.
HPV testing is not recommended.
Women aged 30–65 years should have a Pap test and an HPV test (cotesting) every 5 years (preferred). It also is acceptable to have a Pap test
alone every 3 years.

Take Home: May be time to change guidelines???

GUIDELINES – PELVIC EXAM

GUIDELINES – PELVIC EXAM

•

Objective: To systematically review literature on health benefits, accuracy, and harms of the screening
pelvic examination for gynecologic conditions for the US Preventive Services Task Force (USPSTF).

•

Data Sources: MEDLINE, PubMed, and Cochrane Central Register of Controlled Trials for relevant
English-language studies published through January 13, 2016, with surveillance through August 3, 2016.

•

Study Selection: Two reviewers independently screened abstracts and studies. The search yielded 8678
unique citations; 316 full-text articles were reviewed, and 9 studies including 27,630 patients met inclusion
criteria.

•

Main Outcomes and Measures: Morbidity; mortality; diagnostic accuracy for any gynecologic cancer or
condition except cervical cancer, gonorrhea, and chlamydia, which are covered by other USPSTF
screening recommendations; harms (false-positive rates, false-negative rates, surgery rates).

•

Results: No trials examined the effectiveness of the pelvic examination in reducing all-cause mortality,
reducing cancer- and disease-specific morbidity and mortality, or improving quality of life.

•

BOTTOM LINE: No direct evidence was identified for overall benefits and harms of the pelvic
examination as a 1-time or periodic screening test. Limited evidence was identified regarding the
diagnostic accuracy and harms of routine screening pelvic examinations in asymptomatic primary
care populations. How has this changed your practice?

New!

1. Nonpharmacological (e.g. exercise, cognitive behavioral therapy) and non-opioid
pharmacological therapies are preferred for managing chronic pain.

8. Opioid use should be avoided in patients with sleep-disordered breathing or with renal or hepatic insufficiency, in those who are pregnant, and in elders (age, ≥65). Clinicians should consider
making naloxone available for patients at high risk for overdose.

9. Data from state prescription monitoring programs should be reviewed at the initiation of opioid therapy and periodically thereafter.

2. Opioids should be prescribed only after setting clear treatment goals focused on
both improving function and decreasing pain.
3. Risks of opioid use for chronic pain should be discussed explicitly.
4. Immediate-release opioids are strongly, if not exclusively, preferred over extendedrelease or long-acting opioids; methadone is not the preferred choice for a longacting opioid and should only be used by clinicians with special expertise.
5. Clinicians should initiate opioids at the lowest effective dose. When dosage must
be escalated, doses should be limited to 50 MMEs (morphine mg equivalents; 50
MMEs=50 mg of hydrocodone or 33 mg of oxycodone) daily in most
circumstances, and 90 MMEs daily without special justification.

10. Clinicians should consider using urine drug testing at initiation of opioid therapy and periodically thereafter.

11. Concomitant benzodiazepine use increases risk for overdose and should be avoided.

12. Clinicians should monitor patients for opioid-use disorder (addiction or excessive use) and arrange for evidence-based treatment as needed.

Bottom Line:

“The important question is not whether opioids are contraindicated by regulation, but whether opioids are likely to return the patient to a state of functional behavior or have a role in
helping them maintain their independence and daily activities.”

In 2015: 23,000 deaths, surpasses MVAs as leading cause of accidental deaths in USA.

“Opioid use in chronic non-cancer pain leads to substantial excess mortality from both overdose and other causes. Implementing and adhering to CDC guideline is a good way to start addressing these issues.”

6. Opioid prescriptions for acute pain should be limited to 3 days in most
circumstances.
7. Benefits and harms of opioid therapy should be reviewed within 1 to 4 weeks of
starting therapy or increasing dose and regularly thereafter.

•

Objectives To evaluate the existing evidence for associations between coffee
consumption and multiple health outcomes.

•

Results The umbrella review identified 201 meta-analyses of observational
research with 67 unique health outcomes and 17 meta-analyses of interventional
research with nine unique outcomes.

Background: Between 1970 and 2013, a combination of behavioral change,
prevention, and treatment brought down mortality rates for those aged 45–54 by 44%.
Results: This paper documents a marked increase in the all-cause mortality of middleaged white non-Hispanic men and women in the United States between 1999 and 2013.

•

Daily consumption of 3 cups of coffee — regular or decaffeinated — was associated
with a 17% lower risk for all-cause mortality, relative to no coffee consumption.

This increase for whites was largely accounted for by increasing death rates from drug
and alcohol poisonings, suicide, and chronic liver diseases and cirrhosis.

•

Caffeinated coffee was linked to lower risks for cardiovascular disease, coronary
heart disease, and stroke, with benefits highest at 3–5 cups daily.

•

Both regular and decaf coffee appeared to lower risk for type 2 diabetes.

•

In terms of harms, high coffee consumption in pregnancy was tied to pregnancy
loss, low birth weight, and preterm birth. High consumption was also associated
with higher fracture risk in women, but not men.

If the white mortality rate for ages 45−54 had held at their 1998 value, 96,000 deaths
would have been avoided from 1999–2013, 7,000 in 2013 alone. If it had continued to
decline at its previous (1979‒1998) rate, half a million deaths would have been avoided
in the period 1999‒2013, comparable to lives lost in the US AIDS epidemic through mid2015.

•

Bottom line: Coffee consumption seems generally safe within usual levels of
intake,

•

Editorial comment: “The evidence is so robust and consistent ... that we can
be reassured that drinking coffee is generally safe.”

Although all three educational groups saw increases in mortality from suicide and
poisonings, and an overall increase in external cause mortality, increases were largest
for those with the least education. The mortality rate from poisonings rose more than
fourfold for this group, from 13.7 to 58.0, and mortality from chronic liver diseases and
cirrhosis rose by 50%.
A serious concern is that those currently in midlife will age into Medicare in worse health
than the currently elderly.

New!
• Trend analysis of US vital statistics among racial and ethnic groups.1999 –
2016
• Mortality in midlife in the US has increased across racial-ethnic populations
for a variety of conditions

• National Longitudinal Study of Adolescent to Adult Health,
of US adolescents who participated in 1 or more of 5
waves (1994–2017)
• We found evidence of rising despair among this cohort
over the past decade. This increase was not restricted to
low-educated Whites or to rural areas

Thank you!

