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BY ANDREW D. BOWSER
MDedge News

ORLANDO – For critical care specialists, prepa-
ration may make the difference between a crisis 
situation and a well-managed response to a coro-
navirus event at a medical center.

The Centers for Disease Control and Preven-
tion has now declared that community spread of 
COVID-19 in the United States is not a question 
of if, but of when. Critical care professionals 
need to know what to do to be prepared in the 
face of this dynamic and rapidly evolving out-
break, speakers said at the Critical Care Con-
gress sponsored by the Society of Critical Care 
Medicine.

“Priorities for us in our hospitals are early de-
tection, infection prevention, staff safety, and ob-
viously, taking care of sick people,” said Ryan C. 
Maves, MD, FCCP, of the Naval Medical Center, 
San Diego, in a special session on the 2019 novel 
coronavirus outbreak.

At press time, over 80,000 cases of coronavirus 
disease 2019 (COVID-19) had been reported, ac-
cording to statistics from Johns Hopkins Center 
for Science and Engineering in Baltimore. Nearly 
3,000 deaths had been recorded, nearly all of 
which were in Hubei Province, China, the central 
point of the outbreak. In the United States, the 
number of cases stood at 14, with 39 cases repa-
triated to the U.S. and no deaths reported. The 

Surgeon General 
calls for renewed 
focus on smoking 
cessation
BY ALICIA AULT
Medscape.com

T he U.S. Surgeon General is calling on all
physicians to help patients stop smoking, 
noting that two-thirds of adult smokers say 

they want to quit, but only 40% report that their 
doctor has advised them to stop.

“I’ve got to own this as the nation’s doctor, 
and our health providers in this room and in 
this country need to own this stat,” said Surgeon 
General Jerome Adams, MD, at a press briefing 
releasing a new report on smoking cessation.

“Smoking is the No. 1 preventable cause of 
death, disease, and disability in the United 
States,” he said. “So why are 40% of our health 
providers out there not advising smokers to quit 
when they come in?”

In the first U.S. Surgeon General report on 
smoking cessation in 30 years, the 700-page re-
port suggests smoking cessation–related quality 
measures that include physician reimbursement 
would increase treatment.

The evidence also suggests that using electron-
ic health records to prompt clinicians to inquire 
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ESBRIET treatment. In the event that fluvoxamine or other strong CYP1A2 inhibitors
are the only drug of choice, dosage reductions are recommended. Monitor for
adverse reactions and consider discontinuation of ESBRIET as needed [see Dosage
and Administration section 2.4 in full Prescribing Information].

Moderate CYP1A2 Inhibitors
Concomitant administration of ESBRIET and ciprofloxacin (a moderate inhibitor of
CYP1A2) moderately increases exposure to ESBRIET [see Clinical Pharmacology
section 12.3 in full Prescribing Information]. If ciprofloxacin at the dosage of 750 mg
twice daily cannot be avoided, dosage reductions are recommended [see Dosage
and Administration section 2.4 in full Prescribing Information]. Monitor patients
closely when ciprofloxacin is used at a dosage of 250 mg or 500 mg once daily.
Concomitant CYP1A2 and other CYP Inhibitors
Agents or combinations of agents that are moderate or strong inhibitors of both
CYP1A2 and one or more other CYP isoenzymes involved in the metabolism of
ESBRIET (i.e., CYP2C9, 2C19, 2D6, and 2E1) should be discontinued prior to and 
avoided during ESBRIET treatment.

7.2 CYP1A2 Inducers
The concomitant use of ESBRIET and a CYP1A2 inducer may decrease
the exposure of ESBRIET and this may lead to loss of efficacy. Therefore,
discontinue use of strong CYP1A2 inducers prior to ESBRIET treatment and
avoid the concomitant use of ESBRIET and a strong CYP1A2 inducer [see Clinical
Pharmacology section 12.3 in full Prescribing Information].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

The data with ESBRIET use in pregnant women are insufficient to inform on drug
associated risks for major birth defects and miscarriage. In animal reproduction
studies, pirfenidone was not teratogenic in rats and rabbits at oral doses up to
3 and 2 times, respectively, the maximum recommended daily dose (MRDD) in
adults [see Data]. 
In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2–4% and
15–20%, respectively.
Data
Animal Data
Animal reproductive studies were conducted in rats and rabbits. In a combined
fertility and embryofetal development study, female rats received pirfenidone
at oral doses of 0, 50, 150, 450, and 1000 mg/kg/day from 2 weeks prior to
mating, during the mating phase, and throughout the periods of early embryonic
development from gestation days (GD) 0 to 5 and organogenesis from GD 6 to
17. In an embryofetal development study, pregnant rabbits received pirfenidone
at oral doses of 0, 30, 100, and 300 mg/kg/day throughout the period of
organogenesis from GD 6 to 18. In these studies, pirfenidone at doses up to
3 and 2 times, respectively, the maximum recommended daily dose (MRDD) in
adults (on mg/m2 basis at maternal oral doses up to 1000 mg/kg/day in rats
and 300 mg/kg/day in rabbits, respectively) revealed no evidence of impaired
fertility or harm to the fetus due to pirfenidone. In the presence of maternal
toxicity, acyclic/irregular cycles (e.g., prolonged estrous cycle) were seen in rats
at doses approximately equal to and higher than the MRDD in adults (on a mg/m2 
basis at maternal doses of 450 mg/kg/day and higher). In a pre- and post-natal
development study, female rats received pirfenidone at oral doses of 0, 100, 300,
and 1000 mg/kg/day from GD 7 to lactation day 20. Prolongation of the gestation
period, decreased numbers of live newborn, and reduced pup viability and body
weights were seen in rats at an oral dosage approximately 3 times the MRDD in
adults (on a mg/m2 basis at a maternal oral dose of 1000 mg/kg/day).

8.2 Lactation

Risk Summary

No information is available on the presence of pirfenidone in human milk,
the effects of the drug on the breastfed infant, or the effects of the drug on
milk production. The lack of clinical data during lactation precludes clear
determination of the risk of ESBRIET to an infant during lactation; therefore, the
developmental and health bene�ts of breastfeeding should be considered along
with the mother’s clinical need for ESBRIET and the potential adverse effects
on the breastfed child from ESBRIET or from the underlying maternal condition.

Data 

Animal Data
A study with radio-labeled pirfenidone in rats has shown that pirfenidone or its
metabolites are excreted in milk. There are no data on the presence of pirfenidone
or its metabolites in human milk, the effects of pirfenidone on the breastfed child,
or its effects on milk production.

8.4 Pediatric Use
Safety and effectiveness of ESBRIET in pediatric patients have not been established.

8.5 Geriatric Use
Of the total number of subjects in the clinical studies receiving ESBRIET, 714
(67%) were 65 years old and over, while 231 (22%) were 75 years old and over.
No overall differences in safety or effectiveness were observed between
older and younger patients. No dosage adjustment is required based upon age.

8.6 Hepatic Impairment
ESBRIET should be used with caution in patients with mild (Child Pugh Class A) to
moderate (Child Pugh Class B) hepatic impairment. Monitor for adverse reactions
and consider dosage modification or discontinuation of ESBRIET as needed [see
Dosage and Administration section 2.3 in full Prescribing Information].
The safety, efficacy, and pharmacokinetics of ESBRIET have not been studied
in patients with severe hepatic impairment. ESBRIET is not recommended for
use in patients with severe (Child Pugh Class C) hepatic impairment [see Clinical
Pharmacology section 12.3 in full Prescribing Information].

8.7 Renal Impairment
ESBRIET should be used with caution in patients with mild (CLcr 50–80 mL/min),
moderate (CLcr 30–50 mL/min), or severe (CLcr less than 30 mL/min) renal
impairment [see Clinical Pharmacology section 12.3 in full Prescribing Information]. 
Monitor for adverse reactions and consider dosage modification or discontinuation
of ESBRIET as needed [see Dosage and Administration section 2.3 in full Prescribing
Information]. The safety, efficacy, and pharmacokinetics of ESBRIET have not been
studied in patients with end-stage renal disease requiring dialysis. Use of ESBRIET
in patients with end-stage renal diseases requiring dialysis is not recommended.

8.8 Smokers
Smoking causes decreased exposure to ESBRIET [see Clinical Pharmacology
section 12.3 in full Prescribing Information], which may alter the efficacy profile
of ESBRIET. Instruct patients to stop smoking prior to treatment with ESBRIET
and to avoid smoking when using ESBRIET.

10 OVERDOSAGE
There is limited clinical experience with overdosage. Multiple dosages of ESBRIET up
to a maximum tolerated dose of 4005 mg per day were administered as five 267 mg
capsules three times daily to healthy adult volunteers over a 12-day dose escalation.
In the event of a suspected overdosage, appropriate supportive medical care
should be provided, including monitoring of vital signs and observation of the
clinical status of the patient.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Liver Enzyme Elevations
Advise patients that they may be required to undergo liver function testing
periodically. Instruct patients to immediately report any symptoms of a liver
problem (e.g., skin or the white of eyes turn yellow, urine turns dark or brown
[tea colored], pain on the right side of stomach, bleed or bruise more easily than
normal, lethargy) [see Warnings and Precautions (5.1)].
Photosensitivity Reaction or Rash
Advise patients to avoid or minimize exposure to sunlight (including sunlamps)
during use of ESBRIET because of concern for photosensitivity reactions or rash.
Instruct patients to use a sunblock and to wear clothing that protects against sun
exposure. Instruct patients to report symptoms of photosensitivity reaction or
rash to their physician. Temporary dosage reductions or discontinuations may
be required [see Warnings and Precautions (5.2)].
Gastrointestinal Events
Instruct patients to report symptoms of persistent gastrointestinal effects
including nausea, diarrhea, dyspepsia, vomiting, gastro-esophageal reflux disease,
and abdominal pain. Temporary dosage reductions or discontinuations may be
required [see Warnings and Precautions (5.3)].
Smokers
Encourage patients to stop smoking prior to treatment with ESBRIET and to
avoid smoking when using ESBRIET [see Clinical Pharmacology section 12.3 in
full Prescribing Information].
Take with Food
Instruct patients to take ESBRIET with food to help decrease nausea and dizziness.

Distributed by:
Genentech USA, Inc.
A Member of the Roche Group
1 DNA Way, South San Francisco, CA 94080-4990

ESBRIET® (pirfenidone) ESBRIET® (pirfenidone)
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NEWS

Vaping marijuana gaining traction among U.S. teens 
BY HEIDI SPLETE
MDedge News

V aping has expanded as a pop-
ular method of drug delivery 
for U.S. teenagers, and one in 

five students in grades 10 and 12 
reported vaping marijuana in the 
past year, according to results of the 
2019 Monitoring the Future survey 
conducted by the National Institute 
on Drug Abuse. 

The 2019 findings, announced Dec. 
18, 2019, continue to illustrate “a clear 
shift in the pattern of drug taking 
among teenagers,” said NIDA Direc-
tor Nora D. Volkow, MD, in a telecon-
ference held to review the results. 

Use of alcohol and drugs – includ-
ing opioids and stimulants – con-
tinues to decline among teens, but 
vaping continues its significant rise, 
with a surge in marijuana vaping this 
year. 
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The increase in past-month mar-
ijuana vaping among 12th graders, 
from 7.5% in 2018 to 14% in 2019, 
represents the second-largest 1-year 
jump tracked for any substance in 
the survey’s history, Dr. Volkow 
said. The largest jump was the in-
crease in past-month nicotine vap-
ing among 12th graders from 2017 
to 2018. 

Past-year marijuana vaping has 
more than doubled in the past 2 
years, with rates this year of 20.8% 
among 12th graders, 19.4% among 
10th graders, and 7.0% among 8th 
graders. 

“It is very unfortunate that we 
are seeing the steep rise in the use 
of vaping devices” because the de-
vices deliver drugs in very high 

concentration, Dr. Volkow said. 
The growing popularity of vaping 
“threatens to undo years of progress 
protecting the health of adolescents 
in the U.S.,” Dr. Volkow said in a 
statement. The Monitoring the Fu-
ture survey began including vaping 
questions in 2017. 

Monitoring the Future is a national 
tool to assess drug and alcohol use 

and related attitudes among ado-
lescent students across the United 
States. This year’s self-reported sur-
vey included 42,531 in grades 8, 10, 
and 12 from 396 public and private 
schools. 

Nicotine vaping increased from 
2018 to 2019 across all three grades; 
past-month nicotine use equated 
to 1 in 4, 1 in 5, and 1 in 10 (26%, 
20%, and 10%) among 12th, 10th, 
and 8th graders, respectively, ac-
cording to the survey. Daily nico-
tine vaping, measured for the first 
time last year because of public 
health concerns, was approximately 
12% for 12th graders, 7% for 10th 
graders, and 2% for 8th graders. 

Daily marijua-
na vaping, also 
measured for 
the first time 
last year, was 
approximately 
4%, 3%, and 
1% among 
12th, 10th, and 
8th graders, 
respectively. 
Additional find-

ings on the rise of vaping by U.S. 
teenagers were released Dec. 17, 
2019, in a research letter published 
online in JAMA (doi: 10.1001/
jama.2019.20185).

Meanwhile, positive trends in this 
year’s survey included a reduction 
in the misuse of prescription drugs, 
including OxyContin, Vicodin, and 
Adderall, and in the use of tradi-
tional cigarettes and other tobacco 
products, as well as alcohol, noted 
Richard A. Miech, PhD, MPH, of the 
University of Michigan, Ann Arbor, 
principal investigator for Monitoring 
the Future. However, the challenge 
of preventing and reducing vaping in 
teens remains “a whole new unchart-
ed territory,” in part because the de-
sign of the vaping devices facilitates 
discreet use at home and at school, 
he said. 

Physicians and parents have im-
portant roles to play in screening 
for vaping among teens, Dr. Volkow 
said in a question-and-answer ses-
sion. 

Health care clinicians, including 
pediatricians and family physi-
cians, “are in a unique position 
to communicate with their young 
patients” by educating them about 
the dangers of vaping, encouraging 
them to stop if they have started 
using these devices, and referring 
them for further treatment if they 
are showing signs of addiction, she 
said.

Monitoring the Future was funded 
by NIDA. The researchers had no 
disclosures.

chestphysiciannews@chestnet.org

Dr. Volkow

ESBR19HSNY8069_M3_NewCampaign_JA_King_BS_PP.indd
8-22-2019 4:21 PM Suke Yawata / ptaylor

Client Code
Client

Live
Overall Trim
Bleed

# of Colors

ESB/021215/0039(1)a(5)
Genentech/ESBRIET

7” x 10”
10” x 14.625”
None

1/0 B/W

Colors
 Black

Fonts
None

Job info Fonts & ColorsImages 

Saved at

None

from hssyawata7941 by

Printed At

ESBR19HSNY8061_M2_BS_Update_x1a_FOF.pdf (100%)

Notes 2019 King Size Journal Ad Label 
Update

ESBR19HSNY8061_M2_BS_Update_PP_fof.indd
8-6-2019 4:02 PM Suke Yawata / ptaylor

Client Code
Client

Live
Overall Trim
Bleed

# of Colors

ESB/100115/0470(3)
Genentech

7.0625” x 9.875”
8” x 10.75”
None

CMYK

Colors
 Black

Fonts
Univers LT Std (47 Light Condensed, 67 Bold 
Condensed, 47 Light Condensed Oblique), Minion 
Pro (Regular)

Job info Fonts & ColorsImages 

Saved at

None

from hssyawata7941 by

Printed At

Esbriet_Logo_Tablets_GS.ai (23.75%)

Notes None

Rx only

BRIEF SUMMARY
The following is a brief summary of the full Prescribing Information for
ESBRIET® (pirfenidone). Please review the full Prescribing Information prior
to prescribing ESBRIET.

1 INDICATIONS AND USAGE
ESBRIET is indicated for the treatment of idiopathic pulmonary fibrosis (IPF).

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Elevated Liver Enzymes and Drug-Induced Liver Injury
Cases of drug-induced liver injury (DILI) have been observed with ESBRIET. In
the postmarketing period, non-serious and serious cases of DILI, including severe
liver injury with fatal outcome, have been reported. Patients treated with Esbriet
2403 mg/day in three Phase 3 trials had a higher incidence of elevations in ALT
or AST ≥3x ULN than placebo patients (3.7% vs 0.8%, respectively). Elevations
≥10x ULN in ALT or AST occurred in 0.3% of patients in the Esbriet 2403 mg/day
group and in 0.2% of patients in the placebo group. Increases in ALT and AST
≥3x ULN were reversible with dose modification or treatment discontinuation.
Conduct liver function tests (ALT, AST, and bilirubin) prior to the initiation of
therapy with ESBRIET, monthly for the first 6 months, every 3 months thereafter,
and as clinically indicated. Measure liver function tests promptly in patients
who report symptoms that may indicate liver injury, including fatigue, anorexia,
right upper abdominal discomfort, dark urine, or jaundice. Dosage modification
or interruption may be necessary for liver enzyme elevations [see Dosage and
Administration (2.1, 2.3)].

5.2 Photosensitivity Reaction or Rash
Patients treated with ESBRIET 2403 mg/day in the three Phase 3 studies had
a higher incidence of photosensitivity reactions (9%) compared with patients
treated with placebo (1%). The majority of the photosensitivity reactions occurred
during the initial 6 months. Instruct patients to avoid or minimize exposure to
sunlight (including sunlamps), to use a sunblock (SPF 50 or higher), and to wear
clothing that protects against sun exposure. Additionally, instruct patients to avoid
concomitant medications known to cause photosensitivity. Dosage reduction
or discontinuation may be necessary in some cases of photosensitivity reaction or
rash [see Dosage and Administration section 2.3 in full Prescribing Information].

5.3 Gastrointestinal Disorders
In the clinical studies, gastrointestinal events of nausea, diarrhea, dyspepsia,
vomiting, gastro-esophageal reflux disease, and abdominal pain were more
frequently reported by patients in the ESBRIET treatment groups than in those
taking placebo. Dosage reduction or interruption for gastrointestinal events was
required in 18.5% of patients in the 2403 mg/day group, as compared to 5.8%
of patients in the placebo group; 2.2% of patients in the ESBRIET 2403 mg/day
group discontinued treatment due to a gastrointestinal event, as compared to
1.0% in the placebo group. The most common (>2%) gastrointestinal events that
led to dosage reduction or interruption were nausea, diarrhea, vomiting, and
dyspepsia. The incidence of gastrointestinal events was highest early in the
course of treatment (with highest incidence occurring during the initial 3 months)
and decreased over time. Dosage modifications may be necessary in some cases
of gastrointestinal adverse reactions [see Dosage and Administration section 2.3
in full Prescribing Information].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections
of the labeling:
•  Liver Enzyme Elevations and Drug-Induced Liver Injury [see Warnings and

Precautions (5.1)]
• Photosensitivity Reaction or Rash [see Warnings and Precautions (5.2)]
• Gastrointestinal Disorders [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in
the clinical trials of another drug and may not reflect the rates observed in practice.
The safety of pirfenidone has been evaluated in more than 1400 subjects with
over 170 subjects exposed to pirfenidone for more than 5 years in clinical trials.
ESBRIET was studied in 3 randomized, double-blind, placebo-controlled trials
(Studies 1, 2, and 3) in which a total of 623 patients received 2403 mg/day

of ESBRIET and 624 patients received placebo. Subjects ages ranged from 40 to
80 years (mean age of 67 years). Most patients were male (74%) and Caucasian
(95%). The mean duration of exposure to ESBRIET was 62 weeks (range: 2 to
118 weeks) in these 3 trials.
At the recommended dosage of 2403 mg/day, 14.6% of patients on ESBRIET
compared to 9.6% on placebo permanently discontinued treatment because
of an adverse event. The most common (>1%) adverse reactions leading
to discontinuation were rash and nausea. The most common (>3%) adverse
reactions leading to dosage reduction or interruption were rash, nausea, diarrhea,
and photosensitivity reaction.
The most common adverse reactions with an incidence of ≥10% and more
frequent in the ESBRIET than placebo treatment group are listed in Table 2.

Table 2. Adverse Reactions Occurring in ≥10% of ESBRIET-Treated
Patients and More Commonly Than Placebo in Studies 1, 2, and 3

Adverse Reaction

% of Patients (0 to 118 Weeks)

ESBRIET
2403 mg/day

(N = 623)

Placebo
(N = 624)

Nausea 36% 16%

Rash 30% 10%

Abdominal Pain1 24% 15%

Upper Respiratory Tract Infection 27% 25%

Diarrhea 26% 20%

Fatigue 26% 19%

Headache 22% 19%

Dyspepsia 19% 7%

Dizziness 18% 11%

Vomiting 13% 6%

Anorexia 13% 5%

Gastro-esophageal Reflux Disease 11% 7%

Sinusitis 11% 10%

Insomnia 10% 7%

Weight Decreased 10% 5%

Arthralgia 10% 7%
1 Includes abdominal pain, upper abdominal pain, abdominal distension, and stomach discomfort.

Adverse reactions occurring in ≥5 to <10% of ESBRIET-treated patients and more
commonly than placebo are photosensitivity reaction (9% vs. 1%), decreased
appetite (8% vs. 3%), pruritus (8% vs. 5%), asthenia (6% vs. 4%), dysgeusia
(6% vs. 2%), and non-cardiac chest pain (5% vs. 4%).
6.2 Postmarketing Experience
In addition to adverse reactions identified from clinical trials the following adverse
reactions have been identified during post-approval use of pirfenidone. Because
these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency.
Blood and Lymphatic System Disorders
Agranulocytosis
Immune System Disorders
Angioedema
Hepatobiliary Disorders
Drug-induced liver injury [see Warnings and Precautions (5.1)]

7 DRUG INTERACTIONS
7.1 CYP1A2 Inhibitors
Pirfenidone is metabolized primarily (70 to 80%) via CYP1A2 with minor
contributions from other CYP isoenzymes including CYP2C9, 2C19, 2D6 and 2E1.
Strong CYP1A2 Inhibitors
The concomitant administration of ESBRIET and fluvoxamine or other strong
CYP1A2 inhibitors (e.g., enoxacin) is not recommended because it significantly
increases exposure to ESBRIET [see Clinical Pharmacology section 12.3 in full
Prescribing Information]. Use of fluvoxamine or other strong CYP1A2 inhibitors
should be discontinued prior to administration of ESBRIET and avoided during

ESBRIET® (pirfenidone)
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about smoking would increase ces-
sation treatment.

EHRs could be used to “empower 
and enable” physicians to advise 
people to quit, said Dr. Adams. Phy-
sicians also need “the education and 
the confidence to be able to have 
that conversation, because too many 
of them look at someone and say: 
‘Nope, too hard, too much effort, 
no, that’s not what they’re here for 
today,’ ” he said.

However, “simply asking, advising, 
and referring can be enough to get 
someone on the pathway to quit-
ting,” Dr. Adams said.

34 million still smoke
The new report is the first on the 
topic released since 1990, and the 
34th on tobacco control since the 
first one was issued in 1964, said Dr. 
Adams. Since that first report, adult 
smoking has declined 70%, but 
some 34 million Americans (14%) 
still smoke, he said. 

In addition, Dr. Adams said that 

many subpopulations have been left 
behind, noting: “Cigarette smoking 
remains highest among LGBTQ 
adults, people with disabilities or 
limitations, American Indians and 
Alaska Natives, and people with 
mental health conditions or sub-
stance use disorders.” 

He also noted that 40% of cigarettes 
are consumed by those with a mental 
illness or a substance use disorder.

Quitting is beneficial at any age 
and can add as much as a decade 
to life expectancy, the report notes. 
Quitting also reduces the risk of 
12 cancers, cuts the risk of chronic 
obstructive pulmonary disease, and 
reduces cardiovascular and stroke 
morbidity and mortality.

Pregnant women who quit also 
reduce their own morbidity and 
mortality risk and that of unborn 
children and infants, the report says.

“We know more about the science 
of quitting than ever before. We can, 
and must, do more to ensure that 
evidence-based cessation treatments 
are reaching the people that need 
them,” said Dr. Adams.

Less than one-third of those who 
have quit have used Food and Drug 
Administration–approved cessation 
medications or behavioral counsel-
ing, Dr. Adams said.

Barriers to care
Despite the existence of five nicotine 
replacement therapies and two non-
nicotine oral medications, and more 
widespread availability of proven 
counseling methods – including 
web- or text-based programs – bar-
riers to access remain.

These include a lack of insur-
ance coverage for comprehensive, 
evidence-based smoking cessation 
treatment, which, when offered, in-
creases availability and use.

“These are cost-effective interven-
tions,” said Dr. Adams. “It’s penny 
wise and pound foolish to not give 
someone access to what we know 
works,” he said.

Because of the diversity of e-cig-
arette products and the variety of 
ways they are used, coupled with 
little research, it’s not currently pos-
sible to determine whether they are, 
or are not, useful smoking cessation 
tools, the report notes.

“People want to quit,” he said. “We 
know what works. Not enough of 
them are getting it, and there are 
terrible disparities in who is and 
who is not getting access to effective 
and evidence-based treatment – 
that’s the story here.”

A version of this story originally ap-
peared on Medscape.com.

VIEW ON THE NEWS
Daniel Ouellette, MD, FCCP,
comments: I have been treat-
ing patients with disease 
related to smoking since 
entering medical school 40 
years ago. COPD, lung can-
cer, cardiovascular disease, 
and many 
other condi-
tions that we 
as physicians 
encounter 
every day 
are either 
caused by or 
are otherwise 
epidemiologi-
cally associated with smok-
ing. Too many people in 
our population still smoke. 
The most important factor 
in getting patients to stop 
smoking is their physician 
advising them to quit. If 
we as physicians truly be-
lieve that our role is to help 
our patients improve their 
health, then we fall short 
if we do not query every 
patient we see about his or 
her smoking habits, and tell 
all patients who smoke to 
quit. Health care systems 
are failing if the tools are 
not provided to patients and 
providers to promote smok-
ing cessation. The Surgeon 
General is right: Tell your 
patients to quit smoking!

14% of Americans smoke // continued from page 1
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Burnout: Generational differences in coping 
BY GREGORY TWATCHMAN
MDedge News

B urnout among physicians ap-
pears to have decreased slight-
ly in the past few years, but 

remains a significant problem for 
the medical profession, according 
to the Medscape National Physician 
Burnout & Suicide Report 2020: The 
Generational Divide.

A survey of more than 15,000 
physicians revealed that 42% report-
ed being burned out, down from 
46% who responded to the survey 5 
years ago. However, there are vari-
ations in the rates based on certain 
demographic factors such as special-
ty, age, and gender. 

Urology sits at the top of the list as 
the specialty that is experiencing the 
highest rate of burnout, with 54% of 
urologists responding to the survey 
reporting burnout. Neurology and 
nephrology followed with burnout 
rates of 50% and 49%, respectively. 
The next five specialties on the list 
all reported burnout rates of 46%: 
diabetes and endocrinology, family 
medicine, radiology, ob.gyn., and 
rheumatology. 

The survey divided participants 
into three age categories – Millen-
nial (ages 25-39 years), Generation 
X (ages 40-54 years), and Baby 
Boomer (ages 55-73 years). Both 
Millennials and Baby Boomers re-
ported similar rates of burnout (38% 
and 39%, respectively) and those in 
Generation X reported a higher rate 
of burnout (48%).

This higher rate is not unexpect-
ed. The survey results cite Carol 
Bernstein, MD, of the Albert Ein-
stein College of Medicine, New 

York, as noting that midcareer “is 
typically the time of highest burn-
out, which is where Gen Xers are in 
their career trajectory, suggesting a 
number of factors outside of work 
such as caring for children and 
elderly parents, planning for retire-
ment, can play a role in contributing 
to burnout.” 

Women also reported a high-
er rate of burnout, although the 
rate has dropped from the survey 
conducted 5 years ago. The rate of 
burnout among women reported 
for the 2020 survey was 48%, down 
from 51% reported 5 years ago. By 
comparison, the rate of burnout for 
men was 37% in 2020, down from 
43% in 2015.

In terms of what is causing burn-
out, the biggest contributor is the 
bureaucratic tasks (charting and 
paperwork, for example) that physi-
cians must complete, which 55% of 
respondents to the survey said was 
the leading cause of burnout. Next 
was spending too many hours at 
work (33%); lack of respect from ad-
ministrators, employers, colleagues, 
and staff (32%); and the increased 
computerization of the practice, in-
cluding the use of electronic health 
records (30%).

When broken down by age cat-
egory, the bureaucratic tasks was 
tops in all three groups (57% for 
Millennials, 56% for Generation X, 
and 54% for Baby Boomers), but 
what ranks next differs slightly by 
age group. For Millennials, the next 
two factors were too many hours 
at work (38%) and lack of respect 
(35%). Generation X respondents 
cited the same two factors, both at 
33%. Baby Boomers cited comput-

erization as their second-highest 
factor (41%) and spending too many 
hours at work as the third-highest 
factor (31%).

The generations had different 
approaches to coping with burn-
out. Millennials (56%) reported 
sleep as their top-ranked coping 
strategy, while Gen Xers and Baby 
Boomers ranked exercise and per-
sonal isolation as their top choice. 
For these two older groups, sleep 
was ranked last, after other activ-
ities such as talking with family 
and friends.

The survey also asked about de-
pression, and respondents reported 
a similar rate across all age groups 
(15%, 18%, and 16%, respectively). 
Among those who said they were 
depressed, the three age groups had 
similar rates of suicidal thoughts 
(21%, 24%, and 22%). 

Perhaps the most striking find-
ing of the survey is the number of 
physicians who would take a pay 
cut to achieve a better work-life 
balance. Among Millennials, 52% 
would accept a pay cut, compared 
with 48% of Generation X and 
49% of Baby Boomers. A surpris-
ing number (36%, 34%, and 31%, 
respectively, reported that they 
would accept a $10,000-$20,000 
pay cut to have a 20% reduction in 
work hours.

Burnout among pulmonologists 
Only 26% of pulmonologists report 
that they are happy at work, with 
about twice as many happy outside 
of work, according to the report. 
Dermatologists are the happiest at 
work, at 41%, and neurologists are 
the least happy, at 18%. 

According to the report, 29% 
of pulmonologists report feeling 

burned out, with 5% reporting 
feeling depressed and 12% both de-
pressed and burned out. An over-
abundance of bureaucratic tasks 
is the lead contributor to burnout 
(52%), according to pulmonolo-
gists, followed by lack of respect 
from administrators, employers, 
colleagues, and staff (38%) and 
spending too many hours at work 
(35%).

Pulmonologists report that ex-
ercise is the biggest way they cope 
with burnout (47%), compared 
with neurologists, for example, who 
ranked it third at 40%. Other ways 
they deal with burnout include 
isolating themselves from others 
(43%) and playing or listening to 
music (38%). 

Among depressed or burned-out 
pulmonologists, 70% reported not 
planning to seek professional help 
or seeking it in the past, while 12% 
reported currently seeking profes-
sional help. Furthermore, almost 
half of pulmonologists (48%) say 
they’re unlikely to participate in 
workplace programs.

When asked for reasons they 
wouldn’t seek professional help, 60% 
said they deal with it without pro-
fessional help and 49% didn’t think 
their symptoms were severe enough, 
while 31% were simply too busy.

The slideshow of the full report is 
available on Medscape.com. Chris-
topher Palmer contributed to this 
story.

gtwatchman@mdedge.com

SOURCE: Kane L et al. Medscape
National Physician Burnout & Suicide
Report 2020: The Generational Divide.
Medscape. 2020 Jan 15. https://www.
medscape.com/slideshow/2020-life-
style-burnout-6012460.

Over 40% of pulmonologists feel burned out and/or depressed
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Introduction
With a recent renaissance in cancer 
diagnostics and treatment, there is 
renewed promise for many who pre-
viously held little hope. Lung cancer 
represents the second most frequently 
diagnosed cancer, a close second to 
breast cancer, at 12.9% of expected 
new cancer cases in 2019.1 However, 
the 23.5% death rate predicted for 
lung cancer outranks breast, prostate, 
colorectal, and skin melanomas com-
bined.1 Five-year lung cancer survival 
rates have increased from 11% in 
1975 to more than 20% in 2016.1 
This relatively low rate of survival can 
probably be explained by the fact that 
the majority of patients are diagnosed 
with locally advanced disease (Stage 
III, disease metastatic to mediastinal 
or supraclavicular nodes) or advanced 
disease (Stage IV, disease metastatic 
to other organs).2-4 Recent advance-
ments in treatment are proving effec-
tive in improving patient outcomes5,6; 
combined with adherence to screening 
recommendations and immediate re-
ferral to appropriate specialists, earlier 
diagnosis and staging can help lead to 
improved outcomes.7-9 

Non-small cell lung cancer (NSCLC) 
constitutes 80% to 85% of lung cancer 
diagnoses, including histological identi-
fication of adenocarcinoma, squamous 
cell, large cell, and undifferentiated 
carcinomas.10-12 Approximately 25% to 
30% of patients with NSCLC are diag-
nosed with locally advanced or Stage III 
disease.12 A proportion of these patients 
may experience the curative benefits of 
combined chemotherapy and surgery or 
concurrent chemotherapy and radiation 
therapy.5,13 About 40% of patients with 
NSCLC are diagnosed with Stage IV 
disease, and the treatment goal in these 
patients is to manage symptoms, im-
prove quality of life, and extend surviv-
al.13,14 Treatment options include sys-
temic chemotherapy, targeted mutation 
therapies, radiation, immunotherapy, 
and on occasion surgery.7 It is vital that 
we increase early diagnosis, accurate 
staging, and referral to the appropriate 
specialists in lung cancer to ensure that 
treatment is optimized and more lives 
are potentially saved.7 

Screening and Diagnosis
Unlike with breast, prostate, and col-
orectal cancers, systematic screening 
for lung cancer is not a well-established 
population-based practice, and its 
role is not fully grasped by primary 
caregivers.15 Risk factors such as 
history of tobacco use and exposure 
to second-hand smoke are common 
knowledge, but other environmental 
exposures (diesel smoke, pollution, 

and other cancer-causing agents) are 
difficult to quantify.16,17 Populations 
with lifestyles with higher exposure 
to these factors are generally more 
reticent to intervention and skeptical of 
the benefits of treatment, while others 
may be concerned that radiation-based 
screening techniques contribute to the 
risk.15 In addition to patient percep-
tions that defer intervention, present-
ing symptoms of cough and dyspnea 
are frequently confounded with other 
respiratory conditions, creating a delay 
in early detection and staging.9 Even 
further delays have been seen when 
patients present with more generalized 
symptoms like fatigue or bone or joint 
pain.9

Based on the National Lung Screen-
ing Trial (NLST),18 the American Col-
lege of Chest Physicians (ACCP) has 
published recommendations that 
low-dose computerized tomography 
(LDCT) scans be performed annually 
on patients meeting the following cri-
teria: (1) 30 pack-year current smoker 
or former smoker between the ages of 
55 and 74 years, (2) former smokers 
who have quit within the past 15 years, 
and (3) no comorbidities that potentially 
preclude curative treatment benefit.15 
The National Comprehensive Cancer 
Network® (NCCN®) also encourages 
patients to seek yearly screening if they 
are 50 years or older, have a 20 or more 
pack-year smoking history, and have 
other known risk factors besides sec-
ond-hand smoke exposure, such as ra-
don exposure.19 Screening with LDCT, 
in select patients at high risk for lung 
cancer, decreased the relative risk of 
death from lung cancer by 20% when 
compared with chest radiography.18 As 
such, efforts are being made to educate 
general practitioners and the public 
about this tremendous benefit.15,19,20 

The goal of screening is to identify 
a lung cancer in the earliest possible 
stage, which, as Table 1 demon-
strates, directly improves survivabili-
ty.19 However, imaging alone does not 
provide accurate staging, and once 
lung cancer is suspected, time is of the 
essence in ensuring no further progres-
sion. Various target time recommenda-
tions have been published advocating 
for improved wait times across the care 
spectrum, ranging from 30 to 52 days 
of median wait time from diagnosis to 
first treatment.23,24 Yet one Canadian 
study showed that despite the rec-
ommended time of 2 weeks between 
symptom onset and diagnosis, the ac-
tual median time to diagnosis was 4.5 
months.9 It has been estimated that ev-
ery 4 weeks between scans represents 
the potential for a 13% progression.25 
Kasymjanova et al describe 2 studies 

and a meta-analysis demonstrating that 
increased wait times impart a negative 
effect on recurrence and survival.23 In 
their own study, it was noted that re-
duced wait times particularly benefited 
Stage III NSCLC survival.23

Because pulmonologists may be the 
first specialist a patient sees, they are 
relied upon to diagnose, stage, and co-
ordinate care for many patients with lung 
cancer.26 Because Stage III NSCLC is 
a curative intent setting,13,27 it is of par-
ticular importance to coordinate more 
complicated surgical, radiation, and 
chemotherapy care for these patients 
as soon as the diagnosis and stage 
have been ascertained.7 While initial 
chest computed tomography or positron 
emission tomography (PET) scans often 
determine tumor size(s) and location(s), 
and presence of hilar or mediastinal 
nodes and extrathoracic lesions (ex-
cluding the brain), these studies cannot 
be the sole factors used in staging, and 
they falsely overstage 19% of the time 
and understage 13% of the time.28 The 
ACCP guidelines recommend magnetic 
resonance imaging (MRI) of the brain 
for patients with clinical Stage III or IV 
disease with or without symptoms of 
intracranial disease,29 whereas NCCN 
Clinical Practice Guidelines In Oncology 
(NCCN Guidelines®) recommend staging 
brain MRI in patients with clinical Stage 
IB (optional), IIA/B, IIIA/B/C and IV.30

Diagnostic procedures to obtain accu-
rate histological diagnosis and staging 
and adequate tissue samples for molec-
ular testing must be considered, ideally 
with input from a multidisciplinary team 
(MDT) composed of pulmonologists, 
thoracic surgeons, and radiology spe-
cialists who are board certified and have 
expertise in thoracic oncology whenever 
any stage of NSCLC is suspected.30 
PET imaging can be used to identify the 
optimal biopsy site that produces the 
highest yield, is minimally invasive, and 
is most likely to confer the highest stag-
ing.30 Whenever possible, procedures 
should be combined (bronchoscopy and 
endobronchial ultrasound with needle 
aspiration of lymph nodes) to improve 
time to diagnosis and clinical staging.30

Invasive mediastinal staging is recom-
mended before surgical resection.30 The 
organization of lung cancer care requires 
development of a multidisciplinary pro-
gram committed but not limited to the 
expeditious coordination of the patient’s 
care among various disciplines to avoid 
unnecessary tests and procedures, 
delay in care, costly care, and patient 
frustration and anxiety.31 Multidisci-
plinary care has been shown to decrease 
time to diagnosis and improve referral 
for appropriate treatment.32 In particular, 
patients with Stage III NSCLC are more 
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likely to receive appropriate treatment 
when referred to oncology specialists.7 

Still, data suggest that up to 20% of pa-
tients diagnosed with Stage III NSCLC 
are never evaluated by an oncologist.33

The tumor, node, metastasis (TNM) 
system for staging has been used since 
1944.8 Now governed by the Interna-
tional Association for the Study of Lung 
Cancer (IASLC), the eighth edition took 
effect in 2017.21 Several changes from 
the seventh edition, including new TNM 
definitions and addition of categories, 
have caused shifts in staging, with a 
greater emphasis on tumor size and 
invasion of surrounding tissues.3 As a 
result, Stage III now includes subtype 
C (T3-T4, N3, M0), which is still treated 
in a curative intent setting.21 Addition-
ally, nodal zones were further broken 
down into more specific stations that 
clearly define anatomic landmarks 
within each zone, as this too proved to 
be associated with prognosis.3 Differ-
entiating Stage IIIC from Stage IVA has 
provided more patients the opportunity 
to be treated in a curative intent set-
ting, as further data collection and new 
research are expanding within each 
subtype and allowing for individualized 
treatment approaches.3,21 

Clinically, the distinction between 
resectable and unresectable Stage III 

disease is of significance because un-
resectable Stage III does not afford a 
treatment path as well-established as 
resectable disease (surgery).34 Unre-
sectable generally includes Stage IIIA 
tumors (T1-T2 tumors with multiple 
positive ipsilateral mediastinal notes), 
often described as bulky or extensive; 
Stage IIIB (T1-T2 tumors with positive 
contralateral mediastinal or supracla-
vicular nodes or T3-T4 tumors with 
positive ipsilateral mediastinal nodes); 
and Stage IIIC (T3-T4 tumors with 
positive contralateral mediastinal or 
supraclavicular nodes).11 

Treatment of Stage III NSCLC
Patients clinically determined to have 
resectable Stage III NSCLC are candi-
dates for a variety of treatment options, 
none of which have proven to be 
superior.11 The 2019 NCCN Guidelines® 
suggest the following course for resect-
able Stage III NSCLC: (1) Preoperative 
chemotherapy (CT) and radiation (CTR), 
or preoperative CT followed by post-
operative RT (split-panel decision); and 
(2) surgery, using minimally invasive
techniques where possible.30 The
panel acknowledges that controversy
remains regarding the sequencing of
surgery, chemotherapy, and radiation
techniques.

The majority of patients with Stage 
III NSCLC have unresectable dis-
ease.35 Platinum-based CT has been 
preferred over other chemotherapeutic 
modalities for over 3 decades.36 Evi-
dence supports its use as part of de-
finitive CRT along with a minimum of 
60 Gy in escalated doses; concurrent 
treatment is currently preferred over 
sequential in all histological findings.30 
Accelerated RT alone imparts some 
benefit to those who refuse CT.11 

Severe immune-mediated adverse 
reactions are associated with all im-
mune checkpoint inhibitors, including 
pneumonitis, causing discontinuation.37 
A recent retrospective single-center 
study suggests that patients who are 
on corticosteroids for cancer-unrelated 
indications have similar outcomes on 
immunotherapy as patients who are 
receiving 0 to < 10 mg of prednisone.37 
However, additional mechanistic stud-
ies as well as prospective clinical trials 
are needed to identify whether the use 
of corticosteroids affects specific as-
pects of the immune system necessary 
for immunotherapy activity. Optimal 
treatment duration for immune check-
point inhibitors requires further study, 
and their use in patients with autoim-
mune disorders and a past organ trans-
plantation should be avoided.38
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TABLE 1.  Summary of NSCLC Staging & Prognosis3,21,22

Stage TNM Classi�cation21

(Tumor, Node, Metastases)
Nodal Zones & Stations3,22 Treatment/Goal22 5-Year Survival21

IA1 T1a or T1a(mi), N0, M0 Surgery or radiation 92%

IA2 T1b, N0, M0 Surgery ± radiation, OR
Radiation

83%

IA3 T1c, N0, M0 77%

IB T2a, N0, M0

Surgery ±
Chemotherapy± 
Radiation 

68%

IIA T2b, N0, M0 60%

IIB
T1a-c, N1, M0 <or>
T2a-b, N1, M0 <or>
T3, N0, M0

N1 generally resectable
N2 heterogenous resectability

N1 = Hilar Zone if ipsilateral
•	 Station 10 (Hilar nodes)

    Peripheral Zone if ipsilateral 
•	 Station 11 (Interlobar nodes)
•	 Station 12 (Lobar Nodes)
•	 Station 13 (Segmental Nodes)
•	 Station 14 (Subsegmental Nodes

53%

IIIA

T1a-c, N2, M0 <or>
T2a-b, N2, M0 <or>
T3-4, N1, M0 <or>
T4, N1, M0

Surgery ±
Chemotherapy ±
Radiation 

36%

IIIB
T3, N2, M0 <or>
T4, N2, M0 

N2 = Lower Zone if ipsilateral
•	 Station 8 (Paraesophageal nodes)
•	 Station 9 (Pulmonary ligament nodes)

    Subcarinal Zone if ipsilateral
•	 Station 7 (Subcarinal nodes)

    Aortopulmonary Zone
•	 Station 5 (subaortic & aortopulmonary nodes)
•	 Station 6 (para-aortic nodes)

   Superior Mediastinal Zone
•	 Station 2 (Upper paratracheal nodes)
•	 Station 3 (Prevascular & retrotracheal nodes)
•	 Station 4 (Lower paratracheal nodes)

26%

IIIA
T1a-c, N2, M0 <or>
T2a-b, N2, M0 <or>

N2 =
 heterogenous resectability

N3 generally non-resectable

Radiation ±
Chemotherapy ±
Immunotherapy

36-41%†

IIIB

T1a-c, N3, M0 <or>
T2a-b, N3, M0 <or>
T3, N2, M0 <or>
T4, N2, M0

N3 = Supraclavicular Zone
•	 Station 1 (Low cervical, supraclavicular, 

sternal notch nodes
•	 contralateral mediastinal, contralateral 

hilar, ipsilateral/contralateral scalene, 
superclavicular nodes

Radiation ±
Chemotherapy ±
Immunotherapy

24-26%†

IIIC T3-4, N3, M0 12-13%†

IVA Any T, Any N, M1a-b
Palliative Care with 
Systemic Therapy

0%

IVB Any T, Any N, M1c 0%

Abbreviations: M1a, separate tumor contralateral lobe or primary tumor with pleural/pericardial nodules or malignant effusions; M1b, single extrathoracic mass; M1c, multiple 
extrathoracic masses; mi, minimally invasive adenocarcinoma.
T1a ≤ 1cm; T1b >1cm, ≤ 2cm; T1c >2cm, ≤ 3cm; T2a >3cm, ≤ 3cm; T2b >4cm, ≤ 5cm; T3 >5cm, ≤ 7cm; T4 >7cm.
†Re�ects changes in 5-year survival of all stage III NSCLC when staging included pathology information.

Conclusion
Locally advanced and metastatic 
NSCLC patients have benefitted from 
intensive research into immunologic 
approaches to treatment. Accurate 
diagnosis and staging are critical, par-
ticularly in the differentiation between 
Stage III, which is treated with curative 
intent, and Stage IV, which is meta-
static. CRT is the current standard of 
care for unresectable Stage III disease 
and has shown improvement in overall 
survival, while the introduction of immu-
notherapy following CRT treatment can 
be discussed as a treatment option. 
To reap the benefits of these advances 
in treatment, patients with suspected 
or confirmed lung cancer should be 
managed by an MDT that includes a 
pulmonologist, thoracic surgeon, and 
medical and radiation oncologists, 
and referral for appropriate treatment 
of Stage III and IV NSCLC is crucial to 
improving patient outcomes.
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CDC has acknowledged that more
cases are likely to occur. 

While much remains unknown,  the 
estimated range of spread for droplet 
transmission is 2 meters, according to 
Dr. Maves. The duration of environ-
mental persistence is not yet known, 
but he said that other coronaviruses 
persist in low-humidity conditions for 
up to 4 days.

The number of secondary cases 
that arise from a primary infection, 
or R0, is estimated to be between 1.5 
and 3, though it can change as expo-
sure evolves; by comparison, the R0 
for H1N1 influenza has been report-
ed as 1.5, while measles is 12-18, in-
dicating that it is “very contagious,” 
said Dr. Maves. Severe acute respi-
ratory syndrome had an initial R0 
of about 3.5, which he said declined 
rapidly to 0.7 as environmental and 
policy controls were put into place.

Critical care professionals need 
to know how to identify patients at 

risk for COVID-19 and determine 
whether they need further work-up, 
according to Dr. Maves, who high-
lighted recent criteria released by 
the CDC. 

The highest-risk category, he 
said, are individuals exposed to a 
laboratory-confirmed coronavirus 
case, which along with fever or 
signs and symptoms of a lower re-
spiratory illness would be sufficient 
to classify them as a “person of 
interest” requiring further evalua-
tion for disease. A history of travel 
from Hubei Province plus fever and 
signs/symptoms of lower respirato-
ry illness would also meet criteria 
for evaluation, according to the 
CDC. Travel anywhere to mainland
China would also meet the thresh-
old.

The CDC also published a step-
wise flowchart to evaluate patients 
who may have been exposed to the 
2019 novel coronavirus. According 

to that flowchart, if an individual 
has traveled to China or had close 
contact with someone infected with 
the 2019 novel coronavirus within 
14 days of symptoms, and has fever 
or symptoms of lower respiratory 
illness such as cough or shortness of 
breath, then providers should isolate 
that individual and assess clinical 
status, in addition to contacting the 
local health department.

Laura E. Evans, MD, MS, FCCM, 
University of Washington, Seattle, 
said she might recommend providers 
“flip the script” on that CDC algo-
rithm when it comes to identifying 
patients who may have been exposed.

“I think perhaps what we should 
be doing at sites of entry is not 
talking about travel as the first 
question, but rather fever or symp-
toms of lower respiratory illnesses 
as the first question, and use that as 
the opportunity to implement risk 
mitigation at that stage,” Dr. Evans 

said in a presentation on preparing 
for COVID-19.

Even with “substantial uncertain-
ty” about the potential impact of the 
2019 novel coronavirus, a significant 
influx of seriously ill patients would 
put strain the U.S. health care deliv-
ery system, she added.

“None of us have tons of extra 
capacity in our emergency depart-
ments, inpatient units, or ICUs, and 
I think we need to be prepared for 
that,” she added. “We need to know 
what our process is to ‘identify, iso-
late, and inform,’ and we need to be 
testing that now.”

Dr. Maves and Dr. Evans reported 
no financial conflicts of interest to 
report. Dr. Maves noted that the 
views expressed in his presentation 
did not necessarily reflect the offi-
cial policy or position of the Depart-
ment of the Navy, Department of 
Defense, or the U.S. government.

chestphysiciannews@chestnet.org

The persistence of the coronavirus on surfaces is unknown  // continued from page 1

PULMONOLOGY 

EBUS-TBNA had highest diagnostic yield of lung lesions
BY HEIDI SPLETE
MDedge News

E ndobronchial ultrasound with transbron-
chial needle aspiration (EBUS-TBNA) had 
the highest diagnostic yield of lung lesions, 

compared with other bronchoscopic approaches, 
according to a multisite study of current and for-
mer smokers with suspected lung cancer. 

Bronchoscopy has long played a role in the 
identification of lung lesions, but the yield varies 
according to many factors associated with the 
lesion and the type of bronchoscopy, and recent 
studies suggest that the yield may be lower than 
previously thought, wrote Gerard A. Silvestri, 
MD, of Medical University of South Carolina, 
Charleston, and colleagues. 

In a study published in Chest, the researchers 
sought to assess the yield of bronchoscopy based 
on procedure and characteristics, as well as the 
physician-calculated pretest probability of cancer. 

They conducted a secondary analysis of 687 pa-
tients from the AEGIS trial, a prospective 28-site 
study of current and former smokers who under-
went bronchoscopy for suspected lung cancer. Pa-
tients under 21, those without a history of smoking, 
and those with a concurrent cancer or history of 
lung cancer were excluded. The average age of the 
participants was 63 years, and two-thirds were male. 
Of these, 474 had diagnostic bronchoscopies and 
213 had nondiagnostic bronchoscopies.

The overall diagnostic yield was 69%. However, 
the diagnostic yield significantly higher (80%) 
with the use of EBUS-TBNA, compared with 55% 
for standard bronchoscopy with biopsy +/– fluo-
roscopy, 57% for electromagnetic navigation, and 
74% for combination procedures.

Patients with diagnostic bronchoscopies were 
significantly more likely than were those who had 

nondiagnostic bronchoscopies to have lesions 
greater than 3 cm (67% vs. 45%), to have central 
locations (75% vs. 50%), and to have lymphade-
nopathy (57% vs. 55%).

In addition, yields were significantly higher (77%) 
for patients whose preprocedure physician-assessed 
probability of cancer was at least 60%, compared 
with yields in those whose preprocedure physi  

cian-assessed probability of cancer was less than 
10% or 10%-60% (44% and 42%, respectively). 

The study findings were limited by several fac-
tors including the high prevalence of cancer in the 
study population, a 1-year follow-up that may have 
missed slow-growing cancers, and lack of data on 
the presence or absence of a bronchus sign, the re-
searchers noted. However, the results were strength-
ened by the large size, mixture of sites, and use of 
multiple technologies and presentations, they said.

The study is the largest to assess diagnostic 
yields and various bronchoscopy techniques 
and supports EBUS-TBNA as the most reliable, 
but patient selection and improved procedural 
training can help improve diagnostic yields, the 
researchers emphasized. 

“While the overall yield of bronchoscopy is rea-
sonable, EBUS-TBNA is the only technique that 
reliably provides a diagnosis in those suspected 
of having lung cancer, likely because the biopsy 
is targeting a central lymph node and there is 
direct visualization of the needle passing into the 
target,” they said. However,“better bronchoscopic 
technology is needed and there are devices in 
the development pipeline that promise improved 
diagnostic yield, though these products will re-
quire evaluation through prospective comparative 
effectiveness trials prior to widespread adoption,” 
they noted. Clinicians should be prepared to pur-
sue alternatives to bronchoscopy if a diagnosis is 
unlikely, they concluded.

Dr. Silvestri disclosed research grant awards 
to his university from Olympus America, Auris 
robotics, Veracyte, and Veran Medical, as well as 
consulting fees from Olympus and Auris robotics.

chestphysiciannews@chestnet.org

SOURCE: Silvestri GA et al. CHEST. 2020 Jan 21.
doi: 10.1016/j.chest.2019.12.024.

VIEW ON THE NEWS
Mangala Narasimhan, DO, FCCP,
comments: A very interesting study 
by Dr. Silvestri and col-
leagues tells us that in 
patients with a high pre-
test probability of cancer, 
bronchoscopy with EBUS 
gives us superior yield to 
bronchoscopy alone. This 
is the largest study to 
assess diagnostic yields 
and is strengthened by 
the multisite nature of the study and by 
the use of multiple modalities. A possible 
reason for this increased yield is direct 
visualization of the needle entering the 
lymph node in EBUS. This study suggests 
that patients at high pre-test risk of can-
cer, smokers, those with lesions greater 
than 3 cm, lesions that are centrally lo-
cated, and with significant lymphadenop-
athy should have EBUS with TBNA rather 
than bronchoscopy alone or navigational 
bronchoscopy. The decision to start with 
the highest yield test may save the pa-
tient from extra procedures and long di-
agnostic wait times. 
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BY MEGAN BROOKS
Medscape.com

T he Food and Drug Adminis-
tration has approved the first 
and only adjuvanted, cell-

based pandemic vaccine to provide 
active immunization against the 
influenza A virus H5N1 strain. 

Influenza A (H5N1) monova-
lent vaccine, adjuvanted (Audenz, 
Seqirus) is for use in individuals 
aged 6 months and older.  

The new vaccine is designed to 

be rapidly deployed to help protect 
the U.S. population and can be 
stockpiled for first responders in 
the event of a pandemic.

The vaccine and formulated pre-
filled syringes used in the vaccine 
are produced in a state-of-the-art 
production facility built and sup-
ported through a multiyear pub-
lic-private partnership between 
Seqirus and the Biomedical Ad-
vanced Research and Development 
Authority (BARDA), part of the 
Office of the Assistant Secretary 
for Preparedness and Response at 
the U.S. Department of Health & 
Human Services.

“Pandemic influenza viruses can 
be deadly and spread rapidly, mak-
ing production of safe, effective 
vaccines essential in saving lives,” 
BARDA Director Rick Bright, PhD, 
said in a company news release.

“With this licensure – the latest 
FDA-approved vaccine to prevent 
H5N1 influenza — we celebrate a 
decade-long partnership to achieve 
health security goals set by the Na-
tional Strategy for Pandemic Influ-
enza and the 2019 Executive Order 
to speed the availability of influen-
za vaccine Ultimately, this latest li-
censure means we can protect more 
people in an influenza pandemic,” 
said Dr. Bright.

The approval of Audenz rep-
resents a key advance in influenza 
prevention and pandemic prepared-
ness, combining leading-edge, cell-
based manufacturing and adjuvant 

PULMONOLOGY 

FDA approves novel pandemic influenza vaccine
technologies,” Russell Basser, MD,
chief scientist and senior vice pres-
ident of research and development 
at Seqirus, said in the news release. 
“This pandemic influenza vaccine 
exemplifies our commitment to 

developing innovative technologies 
that can help provide rapid response 
during a pandemic emergency.” 
Audenz had FDA fast-track designa-
tion, a process designed to facilitate 
the development and expedite the 

review of drugs to treat serious con-
ditions and fill an unmet medical 
need.

A version of this article first appeared 
on Medscape.com.
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LUNG CANCER 

RCT confirms CT scan screens catch lung cancer early
BY M. ALEXANDER OTTO
MDedge News

C T scan screening of people
with a history of heavy smok-
ing – using lesion volume, not 

diameter, as a trigger for further 
work-up – reduced lung cancer 
deaths by about 24% in a random-
ized trial from the Netherlands and 
Belgium with almost 16,000 current 
and former smokers, investigators 
reported in the New England Jour-
nal of Medicine.

The Dutch-Belgian lung cancer 
screening trial (Nederlands-Leuvens 
Longkanker Screenings Onderzoek 
[NELSON]) is “arguably the only 
adequately powered trial other than 
the” National Lung Screening Trial 
(NLST) in the United States to as-
sess the role of CT screening among 
smokers, wrote University of Lon-
don cancer epidemiologist Stephen 
Duffy, MSc, and University of Liver-
pool (England) molecular oncology 
professor John Field, PhD, in an 
accompanying editorial.

The NLST, which used lesion di-
ameter, found an approximately 20% 
lower lung cancer mortality than 
screening with chest x-rays among 
53,454 heavy smokers after a medi-
an follow-up of 6.5 years. The trial 
ultimately led the U.S. Preventive 
Services Task Force to recommend 
annual screening for individuals 
aged 55-80 years with a smoking 
history of at least 30 pack-years.

European countries have con-
sidered similar programs but have 
hesitated “partly due to doubts 
fostered by the early publication of 

inconclusive results of a number 
of smaller trials in Europe. These 
doubts should be laid to rest,” Mr. 
Duffy and Dr. Field wrote.

“With the NELSON results, the ef-
ficacy of low-dose CT screening for 
lung cancer is confirmed. Our job 
is no longer to assess whether low-
dose CT screening for lung cancer 
works; it does. Our job is to identify 

the target population in which it 
will be acceptable and cost effective,” 
they added. 

The 15,789 NELSON participants 
(84% men, with a median age of 58 
years and 38 pack-year history) were 
randomized about 1:1 to either low-
dose CT screening at baseline and 1,  
2, and  2.5 years, or to no screening.

At 10 years follow-up, there 
were 5.58 lung cancer cases and 
2.5 deaths per 1,000 person-years 
in the screened group versus 4.91 
cases and 3.3 deaths per 1,000 per-
son-years among controls. Lung 
cancer mortality was 24% lower 
among screened subjects overall, 
and 33% lower among the small 
number of women screened. The 
team estimated that screening pre-
vented about 60 lung cancer deaths.

Using volume instead of diameter 

“resulted in low[er] referral rates” – 
2.1% with a positive predictive value 
of 43.5% versus 24% with a positive 
predictive value of 3.8% in NLST – 
for additional work-up, explained 
investigators led by H.J. de Koning, 
MD, PhD, of the department of 
public health at Erasmus University 
Medical Center in Rotterdam, the 
Netherlands. 

The upper limit of overdiagnosis 
risk – a major concern with any 
screening program – was 18.5% 
with NLST versus 8.9% with NEL-
SON, they wrote.

In short: “Volume CT screening 
enabled a significant reduction of 
harms (e.g., false positive tests and 
unnecessary work-up procedures) 
without jeopardizing favorable 
outcomes,” the investigators wrote. 
Indeed, an ad hoc analysis suggested 
“more-favorable effects on lung-can-
cer mortality than in the NLST, 
despite lower referral rates for sus-
picious lesions” and the fact that 
NLST used annual screening.

“Recently,” Mr. Duffy and Dr. 
Field explained in their editorial, 
“the NELSON investigators eval-
uated both diameter and volume 
measurement to estimate lung-nod-
ule size as an imaging biomarker 
for nodule management; this pro-
vided evidence that using mean or 
maximum axial diameter to assess 
nodule volume led to a substantial 
overestimation of nodule volume.” 
Direct measurement of volume “re-
sulted in a substantial number of 
early-stage cancers identified at the 
time of diagnosis and avoided false 
positives from the overestimation 

incurred by management based on 
diameter.”

“The lung-nodule management 
system used in the NELSON trial 
has been advocated in the European 
position statement on lung-cancer 
screening. This will improve the 
acceptability of the intervention, 
because the rate of further investi-
gation has been a major concern in 
lung cancer screening,” they wrote.

Baseline characteristics did not 
differ significantly between the 
screened and unscreened in NEL-

SON, except for a slightly longer 
duration of smoking in the screened 
group. 

The work was funded by the 
Netherlands Organization of Health 
Research and Development, among 
others. Mr. Duffy and Dr. de Koning 
didn’t report any disclosures. Dr. 
Field is an adviser for AstraZeneca, 
Epigenomics, and Nucleix, and has a 
research grant to his university from 
Janssen. 

chestphysiciannews@chestnet.org

SOURCE: de Koning HJ et al. N Engl J
Med. 2020 Jan 29. doi: 10.1056/NEJ-
Moa1911793.

VIEW ON THE NEWS
M. Patricia Rivera, MD, FCCP, com-
ments: The much-awaited results of the 
Dutch-Belgian Randomized Lung Cancer 
Screening Trial (NELSON trial) are final-
ly published and they reaffirm that lung 
cancer screening (LCS) with low-dose CT 
(LDCT) could significantly reduce lung can-
cer mortality rates.

Heavy current and former smokers (most-
ly men), underwent LDCT at 1, 2- and 2.5-
year intervals vs usual care (no screening) 
and were followed for a minimum of 10 
years. Although the eligibility criteria (age 
range and smoking history) of the NELSON 
trial was broader than that of the NLST, 
the individuals enrolled in both trials were 
healthy (no moderate or severe comorbid-
ities) and younger (majority in both trials 
were under the age of 65). Prior to the 
publication trial results, many questioned 
why so few women were enrolled. The NEL-

SON investigators explained this was not 
for lack of trying but rather because “during 
the time of initiation of the study (2000 
to 2004), smoking was less prevalent and 
much less intense in women than men.”

After analysis, individuals in the LDCT 
screening arm showed a higher incidence 
of lung cancer, higher rates of early-stage 
cancers, and importantly, had a significant 
reduction in the risk of lung cancer death, 
reinforcing the value of LCS. 

An important finding in the NELSON trial 
is the very low rate of “false-positive” ex-
ams (2.1%) compared with the 24% rate 
reported in the NLST – one of the major 
concerns raised by those unconvinced of 
the benefits of LCS. Similar to the NLST, 
adherence to screening was very high, a 
factor which is critically important but has 
not been realized in the real world. The 
NLST and the NELSON are believed to un-
derestimate the true benefit of screening 

due to only a few additional 
rounds of screening in both 
trials, thus adherence to an-
nual screening is pivotal. 

The results of the NEL-
SON trial should eliminate 
doubts about the benefits 
of LCS, but the work is not 
complete. We must continue 
our efforts to promote and 
support smoking prevention and cessa-
tion, define how best to select individuals 
particularly minorities and women who are 
at increased risk for lung cancer but may 
not meet current screening guidelines, and 
those with comorbidities in whom the risks 
of competing diseases outweigh the ben-
efits of screening. Furthermore, we have 
to continue our fight against health-care 
disparities and help all eligible patients, 
particularly vulnerable groups, gain access 
to high-quality screening programs. 

“Our job is no longer to assess 
whether low-dose CT screening 
for lung cancer works; it does. 

Our job is to identify the target 
population in which it will be 
acceptable and cost effective.” 

Direct measurement of volume 
“resulted in a substantial number 
of early-stage cancers identified 

at the time of diagnosis and 
avoided false positives from 

the overestimation incurred by 
management based on diameter.”
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LUNG CANCER 

Walk test may predict 
complications after lung 
cancer surgery
BY ANDREW D. BOWSER
MDedge News

FROM CHEST n For lung cancer
patients with moderately decreased 
lung function, the 6-minute walk 
test may be a useful tool to help 
predict postoperative cardiopul-
monary complications, researchers 
have found. This is believed to be 
the first large study evaluating the 
utility of the 6-minute walk test to 
predict postoperative cardiopulmo-

nary complications in this surgical 
setting, according to researchers led 
by Hyun Lee, MD, of Hanyang Uni-
versity in Seoul, South Korea. 

Exercise testing is currently rec-
ommended to further stratify risk 
of postoperative complications 
among patients with moderately 
decreased lung function, according 
to the researchers. The 6-minute 
walk test might be a good tool to 
evaluate feasibility for moderate-risk 
patients, according to one recent 
review. However, studies so far have 
been limited by small numbers of 
patients, and larger studies have 
not specifically looked at predicted 
postoperative lung function status, 
they said.

The researchers evaluated data 

from patients expected to undergo 
curative lung cancer surgery who 
were enrolled in a prospective co-
hort study in Korea. They were clas-
sified as low or moderate risk based 
on pulmonary function tests, and 
further classified into short-distance 
(less than 400 m) and long-distance 
(400 m or more) groups based on 
their performance on the 6-minute 
walk test. 

Postoperative cardiopulmonary 
complications were seen in 42.9% 
of the moderate-risk, short-distance 
group, versus 14.4% of patients in 
the moderate-risk, long-distance 
group. In the low-risk patients, 
those complications were seen in 
9.5% and 8.3% of those in the long- 
and short-distance groups.

Odds for postoperative cardio-
pulmonary complications were 
significantly increased in the 
moderate-risk, short-distance 
group, compared with the low-risk, 
long-distance group (adjusted odds 
ratio, 7.84; 95% confidence interval, 
2.24-27.46). By contrast, odds for 
complications were not significant-
ly increased in the moderate-risk, 
long-distance group, nor in the low-
risk, short-distance groups, investi-
gators said.

Risk of cardiopulmonary compli-
cations increased nearly eightfold 
in patients with moderate lung 
function decreases who failed to 
walk 400 m or more, according to 
the study, which included data on 
416 patients with non–small cell 
lung cancer who underwent lobec-
tomy.

“Our findings suggest that 6-min-
ute walk distance would provide ad-
ditional information in lung cancer 
patients with moderately decreased 
lung function who plan to undergo 
surgical resection,” said Dr. Lee and 
coauthors of the study report, which 
appears in CHEST.

More specifically, the option of 
curative resection should be consid-
ered in those lung cancer patients 
with moderately decreased lung 
function but a longer 6-minute walk 
distance, they added. 

Dr. Lee and coauthors said they 
had no conflicts of interest to dis-
close.

chestphysiciannews@chestnet.org

SOURCE: Lee H et al. CHEST. 2020.
doi: 10.1016/j.chest.2019.12.039.
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The option of curative resection 
should be considered in 

those lung cancer patients 
with moderately decreased 
lung function but a longer 

6-minute walk distance.
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SLEEP MEDICINE 

Cannabis for sleep: Potential for long-term tolerance 
BY MICHAEL VLESSIDES
Medscape.com

P atients suffering from chronic pain who
take medicinal cannabis to initiate and 
maintain sleep appear to experience short-

term benefit, but long-term use may ultimately 
disrupt slumber, new research shows.

Investigators found whole-plant medical cannabis 
use was associated with fewer problems with re-
spect to waking up at night, but they also found that 
frequent medical cannabis use was associated with 
more problems initiating and maintaining sleep.

“Cannabis may improve overall sleep in the 
short term,” study investigator Sharon Sznitman, 
PhD, University of Haifa (Israel) Faculty of So-
cial Welfare and Health Sciences, said in an in-
terview. “But it’s also very interesting that when 
we looked at frequency of use in the group that 
used medical cannabis, individuals who had 
more frequent use also had poorer sleep in the 
long term.

“This suggests that while cannabis may im-
prove overall sleep, it’s also possible that there is a 
tolerance that develops with either very frequent 
or long-term use,” she added.

The study was published online in BMJ Sup-
portive and Palliative Care.

A common problem
Estimates suggest chronic pain affects up to 37% 
of adults in the developed world. Individuals who 
suffer chronic pain often experience comorbid in-
somnia, which includes difficulty initiating sleep, 
sleep disruption, and early-morning wakening.

For its part, medical cannabis to treat chronic 
pain symptoms and manage sleep problems has 
been widely reported as a prime motivation for 
medical cannabis use. Indeed, previous studies 
have concluded that the endocannabinoid system 
plays a role in sleep regulation, including sleep 
promotion and maintenance.

In recent years, investigators have reported the 
beneficial effects of medical cannabis for sleep. 
Nevertheless, some preclinical research has also 
concluded that chronic administration of tetra-
hydrocannabinol may result in tolerance to the 
sleep-enhancing effects of cannabis.

With that in mind, the researchers set out to 
examine the potential impact of whole-plant me-
dicinal cannabis on sleep problems experienced 
by middle-aged patients suffering from chronic 
pain.

“People are self-reporting that they’re using 
cannabis for sleep and that it helps, but as we 
know, just because people are reporting that it 
works doesn’t mean that it will hold up in re-
search,” Dr. Sznitman said.

The study included 128 individuals (mean age, 
61±6 years; 51% females) with chronic neuro-
pathic pain: 66 were medical cannabis users and 
62 were not.

Three indicators of insomnia were measured 
using the 7-point Likert scale to assess issues with 
sleep initiation and maintenance.

In addition, investigators collected sociode-
mographic information, as well as data on daily 
consumption of tobacco, frequency of alcohol 

use, and pain severity. Finally, they collected 
patient data on the use of sleep-aid medications 
during the past month as well as tricyclic anti-
depressant use.

Frequent use, more sleep problems?
On average, medical cannabis users were 3 years 
younger than their nonusing counterparts (mean 
age, 60±6 vs. 63±6 years, respectively, P = .003) 
and more likely to be male (58% vs 40%, respec-
tively, P = .038). Otherwise, the two groups were 
comparable.

Medical cannabis users reported taking the 
drug for an average of 4 years, at an average 

quantity of 31 g per month. The primary mode of 
administration was smoking (68.6%), followed by 
oil extracts (21.4%) and vaporization (20%).

Results showed that, of the total sample, 24.1% 
reported always waking up early and not falling 
back to sleep, 20.2% reported always having dif-
ficulty falling asleep, and 27.2% reported always 
waking up during the night.

After adjusting for patient age, sex, pain level, 
and use of sleep medications and antidepressants, 
medical cannabis use was associated with fewer 
problems with waking up at night, compared 
with nonmedical cannabis use. 

No differences were found between groups 
with respect to problems falling asleep or waking 
up early without being able to fall back to sleep, 
Dr. Sznitman and associates reported.

The final analysis of a subsample of patients 
that only included medical cannabis users 
showed frequency of medical cannabis use was 

associated with sleep problems, they said.
Specifically, more frequent cannabis use was 

associated with more problems related to waking 
up at night, as well as problems falling asleep.

Sleep problems associated with frequent med-
ical cannabis use may signal the development of 
tolerance to the agent. However, frequent users 
of medical cannabis also may suffer pain or other 
comorbidities, which, in turn, may be linked to 
more sleep problems.

Either way, Dr. Sznitman said the study might 
open the door to another treatment option for 
patients suffering from chronic pain who struggle 
with sleep.

“If future research shows that the effect of med-
ical cannabis on sleep is a consistent one, then 
we may be adding a new therapy for sleep prob-
lems, which are huge in society and especially in 
chronic pain patients,” she said.

Early days
Commenting on the findings in an interview, 
Ryan G. Vandrey, PhD, who was not involved in 
the study, said the findings are in line with previ-
ous research.

“I think the results make sense with respect to 
the data I’ve collected and from what I’ve seen,” 
said Dr. Vandrey, associate professor of psychi-
atry and behavioral sciences at Johns Hopkins 
Medicine in Baltimore.

“We typically only want to use sleep medica-
tions for short periods of time,” he continued. 
“When you think about recommended prescrib-
ing practices for any hypnotic medication, it’s 
usually short term, 2 weeks or less. Longer-term 
use often leads to tolerance, dependence, and 
withdrawal symptoms when the medication is 
stopped, which leads to an exacerbation of disor-
dered sleep,” Dr. Vandrey said.

Nevertheless, he urged caution when interpret-
ing the results.

“I think the study warrants caution about long-
term daily use of cannabinoids with respect to 
sleep,” he said. “But we need more detailed eval-
uations, as the trial wasn’t testing a defined prod-
uct, specific dose, or dose regimen.

“In addition, this was all done in the context of 
people with chronic pain and not treating disor-
dered sleep or insomnia, but the study highlights 
the importance of recognizing that long-term 
chronic use of cannabis is not likely to fully re-
solve sleep problems.”

Dr. Sznitman agreed that the research is still in 
its very early stages.

“We’re still far from saying we have the evi-
dence to support the use of medical cannabis 
for sleep,” she said. “For in the end it was just a 
cross-sectional, observational study, so we cannot 
say anything about cause and effect. But if these 
results pan out, they could be far-reaching and 
exciting.”

The study was funded by the University of Haifa 
and Rambam Hospital in Israel, and by the Evelyn 
Lipper Foundation. Dr. Sznitman and Dr. Vandrey 
have disclosed no relevant financial relationships.

A version of this article first appeared on Med-
scape.com.
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Sleep problems associated with frequent 
medical cannabis use may signal the 

development of tolerance to the agent. 
However, frequent users of medical 

cannabis also may suffer pain or other 
comorbidities, which, in turn, may 
be linked to more sleep problems.
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PRACTICE MANAGEMENT 

Journal editors seek more complete author disclosure 
BY CHRISTINE KILGORE
MDedge News

A group of leading medical
journal editors is seeking to 
improve the completeness 

and transparency of financial dis-
closure reporting with a proposed 
new disclosure form that puts more 
onus on readers to decide whether 
relationships and activities should 
influence how they view published 
papers.

The proposed changes are de-
scribed in an editorial published 
simultaneously in the Annals of
Internal Medicine, British Medical 
Journal, Journal of the American 
Medical Association, The Lancet, 
New England Journal of Medicine, 
and several other journals whose 
editors are members of the Interna-
tional Committee of Medical Jour-
nal Editors (ICMJE). 

“While no approach to disclosure 
will be perfect or foolproof, we hope 
the changes we propose will help 
promote transparency and trust,” 
the editorial stated (Ann Intern 
Med. 2020 Jan 27. doi: 10.7326/
M19-3933).

The ICMJE adopted its currently 
used electronic form – the “ICMJE 
Form for the Disclosure of Potential 
Conflicts of Interest” – 10 years ago 
in an effort to create some uniformi-
ty amidst a patchwork of differing 
disclosure requirements for authors.  

It’s not known how many journals 
outside of the ICMJE’s member 
journals routinely use the disclosure 
form, but the organization’s website 
houses an extensive list of journals 
whose editors or publishers have 
requested to be listed as following 
the ICMJE’s recommendations for 
editing, reporting, and publishing, 
including those concerning disclo-
sures. The ICMJE does not “certify” 
journals. The full set of recommen-
dations was updated in December 
2019.

Most authors are committed to 
transparent reporting, but “opinions 
differ over which relationships or 
activities to report,” the editorial 
stated.

An author might choose to omit 
an item that others deem important 
because of a difference in opinion 
regarding “relevance,” confusion 
over definitions, or a simple over-
sight. Some authors may be “con-
cerned that readers will interpret 
the listing of any item as a ‘potential 
conflict of interest’ as indicative of 
problematic influence and wrongdo-
ing,” the editorial stated.

The revised form, like the current 
one, asks authors to disclose relation-
ships and activities that are directly 
related to the reported work, as well 
as those that are topically related 
(within the broadly defined field ad-
dressed in the work). But unlike the 
current form, the new version pro-
vides a checklist of relationships and 
activities and asks authors to check 
‘yes’ or ‘no’ for each one (and to 
name them when the answer is ‘yes’). 

Items in the checklist include 
grants, payments/honoraria for 
lectures, patents issued or planned, 
stock/stock options, and leadership 
or fiduciary roles in committees, 
boards, or societies.

The proposed new form makes 
no mention of “potential conflicts of 

interest” or “relevancy,” per say. Au-
thors aren’t asked to determine what 
might be interpreted as a potential 
conflict of interest, but instead are 
asked for a “complete listing” of 
what readers may find “pertinent” to 
their work.

“We’re trying to move away from 
calling everything a [potential] ‘con-
flict,’ ” Darren B. Taichman, MD, 
PhD, secretary of ICMJE and exec-
utive editor of the Annals of Inter-
nal Medicine, said in an interview. 
“We want to remove for authors the 
concern or stigma, if you will, that 
anything listed on a form implies that 
there is something wrong, because 
that’s just not true. … We want read-
ers to decide what relationships are 
important as they interpret the work.”

Dr. Taichman said in the inter-
view that the ICMJE’s updating of 
the form was more a function of 
“good housekeeping” and continu-
ous appreciation of disclosure as an 
important issue, rather than any one 
specific issue, such as concern over a 
“relevancy” approach to disclosures.

The ICMJE is seeking feedback 
about its proposed form, which is 
available with a link for providing 
comments, at www.icmje.org. 

Broader national efforts
Editors and others have been in-
creasingly moving, however, toward 
asking for more complete disclo-

sures where authors aren’t asked 
to judge “relevancy” and where 
readers can make decisions on 
their own. The American Society of 
Clinical Oncology, which produces 
the Journal of Clinical Oncology 
(JCO) as well as practice guidelines 
and continuing medical education 
programs, moved about 5 years ago 
to a system of general disclosure 
that asks physicians and others to 
disclose all financial interests and 
industry relationships, with no 
qualifiers. 

In January 2020, the Accred-
itation Council for Continuing 
Medical Education issued pro-
posed revisions to its Standards 
for Integrity and Independence in 
Accredited Continuing Education. 

These revisions, which are open for 
comment, require CME providers 
to collect disclosure information 
about all financial relationships 
of speakers and presenters. It’s up 
to the CME provider to then de-
termine which relationships are 
relevant, according to the proposed 
document.

More change is on the way, as 
disclosure issues are being delib-
erated nationally in the wake of a 
highly publicized disclosure failure 
at Memorial Sloan Kettering Cancer 
Center in 2018. Chief medical offi-
cer José Baselga, MD, PhD, failed to 
report millions of dollars of industry 
payments and ownership interests in 
journal articles he wrote or cowrote 
over several years.

In February 2019, leaders from 
journals, academia, medical societ-
ies, and other institutions gathered 
in Washington for a closed-door 
meeting to hash out various disclo-
sure related issues. 

Hosted by the Association of 
American Medical Colleges and 
cosponsored by Memorial Sloan 
Kettering Cancer Center, ASCO, 
JAMA, and the Council of Medical 
Specialty Societies, the meeting led 
to a series of working groups that 
are creating additional recommen-
dations “due out soon in 2020,” 
Heather Pierce, senior director 
of science policy and regulatory 

counsel for the AAMC, said in an 
interview.

Among the questions being dis-
cussed: What disclosures should 
be verified and who should do so? 
How can disclosures be made more 
complete and easier for researchers? 
And, “most importantly,” said Ms. 
Pierce, how can policy requirements 
across each of these sectors be 
aligned so that there’s more coordi-
nation and oversight – and with it, 
public trust?

Some critics of current disclosure 
policies have called for more report-
ing of compensation amounts, and 
Ms. Pierce said that this has been 
part of cross-sector discussions.  

The ICMJE’s proposed form in-
vites, but does not require, authors 
to indicate what payments were 
made to them or their institutions. 
“Part of this is due to the fact that 
it’s hard to define, let alone agree on, 
what’s an important amount,” Dr. 
Taichman said. 

A push for registries
The ICMJE is also aiming to make 
the disclosure process more effi-
cient for authors – and to elimi-
nate inconsistent and incomplete 
disclosures – by accepting dis-
closures from web-based reposi-
tories, according to the editorial. 
Repositories allow authors to 
maintain an inventory of their re-
lationships and activities and then 
create electronic disclosures that 
are tailored to the requirements of 
the ICMJE, medical societies, and 
other entities. 

The AAMC-run repository, called 
Convey, is consistent with ICMJE 
reporting requirements and other 
criteria (e.g., there are no fees for 
individuals to enter, store, or export 
their data), but the development of 
other repositories may be helpful 
“for meeting regional, linguistic, and 
regulatory needs” of authors across 
the world, the editorial stated.

The Annals of Internal Medicine 
and the New England Journal of 
Medicine are both currently col-
lecting disclosures through Convey. 
The platform was born from discus-
sions that followed a 2009 Institute 
of Medicine report on conflicts of 
interest.

Signers of the ICMJE editorial in-
clude representatives of the National 
Library of Medicine and the World 
Association of Medical Editors, 
in addition to editors in chief and 
other leaders of the ICMJE member 
journals.

chestphysiciannews@chestnet.org

“We’re trying to move away from calling everything a 
[potential] ‘conflict.’...We want to remove for authors the 

concern or stigma, if you will, that anything listed on 
a form implies that there is something wrong, because 
that’s just not true. … We want readers to decide what 
relationships are important as they interpret the work.”
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Cognitive screening of older physicians: What’s fair? 
BY M. ALEXANDER OTTO
MDedge News

C ognitive screening of 141 clini-
cians 70 years or older at Yale 
New Haven (Conn.) Hospital 

identified 18 with cognitive defi-
cits likely to impair their ability to 
practice medicine. Six retired and 
12 agreed to limit their practice to 
closely proctored environments, ac-
cording to a report in JAMA. 

It was part of a program to screen 
all practitioners 70 years or old-
er who apply for reappointment 
to the medical staff, and every 2 
years thereafter, due to “concerns 
about the potentially compromised 
ability of older clinicians,” said the 
authors, Yale rheumatologist and 
geriatrician 
Leo M. Cooney 
Jr., MD, and 
Thomas Bal-
cezak, MD, Yale 
New Haven’s 
chief medical 
officer (JAMA. 
2020 Jan 
14;323[2]:179-
80). 

Yale is not 
alone. Intermountain Healthcare, 
Stanford Hospitals and Clinics, 
Scripps Health Care, Penn Med-
icine, and the University of Cali-
fornia, San Diego, are among the 
institutions with similar programs.

The move is being driven by the 
aging of the medical community. 
About 15% of U.S. physicians are 
over 65 years old, a tripling from 
23,000 in 1980 to 73,000 in 2012-
2016, and the number is growing, 
according to an editorial by Jeffrey 
L. Saver, MD, professor of neurology
and senior associate vice president
of neurology at the University of
California, Los Angeles (JAMA.
2020 Jan 14;323[2]:127-9).

Given the trend, “it is not sur-
prising that the issue of screening 
aging physicians for cognitive defi-
cits has gained attention over the 
last decade,” Katrina Armstrong, 
MD, chair of the department of 
medicine at Massachusetts Gener-
al Hospital, Boston, and Eileen E. 
Reynolds, MD, associate professor 
of medicine at Beth Israel Deacon-
ess Medical Center, Boston, noted in 
a second editorial (JAMA. 2020 Jan 
14;323[2]:125-6).

“Cognitive decline often accom-
panies aging, and the prevalence of 
dementia increases rapidly after age 
70 years,” they said.

The data on whether older clini-

cians pose a risk to patients is limited 
and somewhat mixed. An analysis 
of 736,537 Medicare hospitalizations 
found no association between physi-
cian age and 30-day patient mortality 
among physicians 60 years or older 
with more than 201 admissions per 
year, but higher mortality among 
older physicians with lower volumes 
(BMJ. 2017 May 16;357:j1797. doi: 
10.1136/bmj.j1797).

A meta-analysis of 62 studies 
showed that “older physicians have 
less factual knowledge, are less likely 
to adhere to appropriate standards 
of care, and may also have poorer 
patient outcomes” (Ann Intern Med. 
2005 Feb 15;142[4]:260-73.)

The new Yale data, meanwhile, 
suggest that “approximately 13% [18 

of 141] of physi-
cians and other 
clinicians older 
than 70 years 
should not be 
practicing inde-
pendently,” Dr. 
Armstrong and 
Dr. Reynolds said 
in their editorial. 

There is sup-
port for screen-

ing efforts. “As a profession that 
deals with human life, medical prac-
titioners must obviously have the 
cognitive capacity to safely practice 
medicine. I applaud the approach 
taken by Yale New Haven Hospital 
in that cognitive abilities themselves, 
and not simply funds of knowledge, 
are assessed,” said Richard J. Caselli, 
MD, professor of neurology at the 
Mayo Clinic Arizona, Scottsdale, 
and a leader of the Alzheimer’s dis-
ease program there. 

However, it’s not hard to imagine 
highly competent but older physi-
cians taking umbrage at cognitive 
screening, and there’s been push-
back. Stanford was considering a 
Yale-like approach but opted instead 
for peer review after opposition. 
Objections from the Utah Medical 
Association led Utah to enact a law 
banning age-based physician screen-
ing. In 2015, the American Medical 
Association issued a report calling 
for the development of guidelines 
and standards for assessing compe-
tency in aging physicians, but the 
AMA House of Delegates shelved it 
pending further study.

There are concerns about age dis-
crimination, discounting the accu-
mulated wisdom of long-practicing 
physicians, and misclassifying com-
petent physicians, particularly those 
who provide quality care in rural and 

other underserved areas. Indeed, 8 of 
14 clinicians who screened positive at 
Yale and underwent more extensive 
testing were allowed to recredential, 
“suggesting that the false-positive 
screening rate could be as high as 
57%,” they noted.

The consensus seems to be that 
there probably is a need for some 
sort of screening, but it must be both 
sound and fair. Rather than a piece-
meal institutional approach, perhaps 
there is “an important opportunity 
for other groups, including specialty 
boards and state licensing boards” to 
standardize the process, they said.

Among other things, assessments 
could focus less on test scores and 
more on the practice of medicine. 
For instance, fine motor skill/motor 
planning assessments for surgeons, 
and intermediate results could trig-
ger a more extensive assessment of 
actual clinical performance, perhaps 
even direct observation, Dr. Saver 
said in his editorial.

As far as clinical performance 
goes, none of the 18 clinicians at 
Yale had previous performance 
problems. “Was this a failure of 
the system to report impaired phy-
sicians or were these physicians 
compensating sufficiently to avoid 

detection?” In 
either case, “cog-
nitive testing 
should be a red 
flag that triggers 
other clinical as-
sessments,” said 
Carl I. Cohen, 
MD, professor 
and director of 
the division of 
geriatric psychi-

atry at the State University of New 
York, Brooklyn. 

The original plan at Yale was for 
neurologic and ophthalmologic ex-
aminations beginning at age 70, but 
ultimately it was decided to go with 
a battery of 16 tests to assess visual 
scanning and psychomotor efficien-
cy, processing speed under pressure, 
concentration, and working memory, 
among other things. Testing takes 
about 50-90 minutes, and is graded 
by single neuropsychologist to ensure 
consistency. Results were compared 
with normative scores from both old-
er and younger clinicians. 

To prevent clinicians from pre-
paring for it, Yale isn’t releasing 
its test battery. Suboptimal per-
formance triggered additional 
evaluations, including in-depth 
assessment of intellectual, memory, 
and executive function. Final re-

views and recommendations were 
made by a committee that included 
a geriatrician, the clinician’s section 
or department chair, and current 
and past chief medical officers.

The authors had no relevant dis-
closures. 

aotto@mdedge.com

SOURCE: Cooney L et al. JAMA. 2020 Jan
14;323(2):179-80.

VIEW ON THE NEWS
Mike Nelson, MD, FCCP,
comments: According to 
one source, almost half 
(46%) of physicians in the 
United States 
were age 56 
years or old-
er in 2018 
(https://
www.statista.
com/statis-
tics/415961/
share-of-age-
among-us-
physicians/).  
The question of the ability 
of a physician to continue to 
maintain competency and 
provide care becomes more 
appropriate with increasing 
age. Some professions man-
date retirement by a certain 
age including air traffic con-
trollers at age 56 and airline 
pilots at age 65. Reasons 
for a mandated retirement 
include working in a stress-
ful environment, long hours 
and responsibility for human 
safety … like physicians. 
Mandating a retirement age 
for health-care providers is 
unfair not only to the individ-
ual, but also to the patients 
who count on them for their 
care.  I applaud the medical 
executive committee at Yale 
for developing a very com-
prehensive method of iden-
tifying healthcare providers 
who are no longer able to 
safely practice in their spe-
cialty area. Hopefully, they 
will share this expertise and 
it becomes a nationwide pro-
gram to fairly and accurately 
assess the competency of 
the aging healthcare provid-
er. Better this be the meth-
od than an age mandate, 
or worse yet, governmental 
agencies deciding upon how 
it should be done. 

Dr. Cohen

Dr. CaselliDr. Saver
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CARDIOLOGY

Silent ischemia isn’t what it used to be 
BY BRUCE JANCIN
MDedge News

SNOWMASS, COLO. – The concept
that silent myocardial ischemia is 
clinically detrimental has fallen by 
the wayside, and routine screening 
for this phenomenon can no longer 
be recommended, Patrick T. O’Gara, 
MD, said at the annual Cardio-
vascular Conference at Snowmass 
sponsored by the American College 
of Cardiology. 

What a difference a decade or two 
can make. 

“Think about where we were 25 
years ago, when we worried about 
people who had transient ST-seg-
ment depression without angina on 
Holter monitoring. We would wig 
out, chase them down the street, try 
to tackle them and load them up 
with medications and think about 
balloon [percutaneous transluminal 
coronary angioplasty]. And now 
we’re at the point where it doesn’t 
seem to help with respect to quality 
of life, let alone death or myocardial 
infarction,” observed Dr. O’Gara, 
director of clinical cardiology at 
Brigham and Women’s Hospital and 
professor of medicine at Harvard 
Medical School, both in Boston. 

The end of the line for the 
now-discredited notion that silent 
ischemia carries clinical signifi-
cance approaching that of ischemia 
plus angina pectoris was the land-
mark ISCHEMIA trial, reported 
in November 2019 at the annual 
scientific sessions of the American 
Heart Association. This randomized 
trial asked the question: Is there 
any high-risk subgroup of patients 
with stable ischemic heart disease 
not involving the left main coro-
nary artery for whom a strategy of 

routine revascularization improves 
hard outcomes in the current era of 
highly effective, guideline-directed 
medical therapy? 

The answer turned out to be no. 
At 5 years of follow-up of 5,179 

randomized patients with base-
line stable coronary artery disease 
(CAD) and rigorously determined 
baseline moderate or severe isch-
emia affecting more than 10% of the 
myocardium, there was no differ-

ence between patients randomized 
to routine revascularization plus op-
timal medical therapy versus those 
on optimal medical therapy alone in 
the primary combined outcome of 

Continued on following page

VIEW ON THE NEWS
G. Hossein Almassi, MD,
FCCP, com-
ments: This is
an interesting
review on the
topic of silent
ischemia by
an authority
in the field
highlighting
the need for
the revision of
guidelines based on the re-
sults of the latest studies and
thus, a change in physicians’
practice toward management
of this condition.

21thru27_CHPH20_03.indd  21 2/27/20  3:31 PM

creo




22 •  MARCH 2020 •  CHEST PHYSICIAN

CHEST PHYSICIAN

Please see additional Important Safety Information
on the following page and accompanying Brief Summary
of Prescribing Information.

Demonstrated safety
and tolerability profile

The most common adverse reactions were
gastrointestinal in nature and generally of

mild or moderate intensity1*

One capsule, twice daily
with food1

See Brief Summary of Prescribing Information
for complete dosing recommendations

Learn more at OFEVhcp.com

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS (CONT’D)
Gastrointestinal Disorders (cont’d)
Nausea and Vomiting
• In the SSc-ILD study, nausea was reported in 32%

versus 14% and vomiting was reported in 25%
versus 10% of patients treated with OFEV and
placebo, respectively. Events were primarily of mild 
to moderate intensity. Nausea and vomiting led to
discontinuation of OFEV in 2% and 1% of patients,
respectively.

• If nausea or vomiting persists despite appropriate
supportive care including anti-emetic therapy,
consider dose reduction or treatment interruption.
OFEV treatment may be resumed at full dosage
or at reduced dosage, which subsequently may
be increased to full dosage. If severe nausea or
vomiting does not resolve, discontinue treatment.

Embryofetal Toxicity: OFEV can cause fetal harm
when administered to a pregnant woman and
patients should be advised of the potential risk to a
fetus. Women should be advised to avoid becoming
pregnant while receiving OFEV and to use highly
effective contraception during treatment and at
least 3 months after the last dose of OFEV. As the
impact of nintedanib on the effectiveness of hormonal
contraception is unknown, advise women using
hormonal contraceptives to add a barrier method.
Verify pregnancy status prior to starting OFEV and
during treatment as appropriate.

Arterial Thromboembolic Events: In the SSc-ILD
study, arterial thromboembolic events were reported
in 0.7% of patients in both the OFEV-treated and
placebo-treated patients. There were 0 cases of
myocardial infarction in OFEV-treated patients
compared to 0.7% of placebo-treated patients.
Use caution when treating patients at higher
cardiovascular risk, including known coronary
artery disease. Consider treatment interruption in
patients who develop signs or symptoms of acute
myocardial ischemia.

Risk of Bleeding: OFEV may increase the risk of
bleeding. In the SSc-ILD study, bleeding events
were reported in 11% of OFEV versus 8% of placebo
patients. Use OFEV in patients with known risk of
bleeding only if the anticipated benefi t outweighs
the potential risk. There have been post-marketing
reports of non-serious and serious bleeding events,
some of which were fatal.
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cardiovascular death, MI, heart fail-
ure, cardiac arrest, or hospitalization 
for unstable angina. 

Of note, 35% of participants in 
the ISCHEMIA trial had moderate 
or severe silent ischemia. Like those 
who had angina, they achieved no 
additional benefit from a strat-
egy of routine revascularization 

in terms of the primary outcome. 
ISCHEMIA participants with angi-
na did show significant and durable 
improvements in quality of life and 
angina control with routine revas-
cularization; however, those with 
silent ischemia showed little or no 
such improvement with an invasive 
strategy. 

That being said, Dr. O’Gara added 

that he supports the ISCHEMIA 
investigators’ efforts to obtain fund-
ing from the National Institutes of 
Health for another 5 years or so of 
follow-up in order to determine 
whether revascularization actually 
does lead to improvement in the 
hard outcomes. 

“Remember, in the STICH trial it 
took 10 years to show superiority of 

Continued from previous page

Dr. O’Gara

21thru27_CHPH20_03.indd  22 2/27/20  3:31 PM



MDEDGE.COM/CHESTPHYSICIAN •  MARCH 2020 •  23

CHEST PHYSICIAN

 FDA, Food and Drug Administration; FVC, forced vital capacity.

*Diarrhea was reported in 76% of patients receiving OFEV vs 32% on placebo.1

OFEV is the FIRST AND ONLY FDA-approved
therapy to slow the rate of decline in pulmonary
function in patients with SSc-ILD1,3

Studied in the largest phase 3 trial
in SSc-ILD to date

580 patients with SSc-ILD were randomized
in a double-blind, placebo-controlled,

52-week trial. The primary endpoint was the
annual rate of decline in FVC over 52 weeks1-3

Proven to reduce lung function decline
in patients with SSc-ILD

OFEV reduced the annual rate of FVC decline
by 41 mL/year (44% relative reduction) compared

with placebo (P=.04; 95% CI=3, 79)1,2

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS (CONT’D)
Elevated Liver Enzymes and Drug-Induced
Liver Injury
• Cases of drug-induced liver injury (DILI) have been

observed with OFEV treatment. In the clinical trials
and post-marketing period, non-serious and serious
cases of DILI were reported. Cases of severe liver
injury with fatal outcome have been reported in
the post-marketing period. The majority of hepatic
events occur within the first three months of
treatment. OFEV was associated with elevations
of liver enzymes (ALT, AST, ALKP, and GGT) and
bilirubin. Liver enzyme and bilirubin increases were
reversible with dose modification or interruption
in the majority of cases. In the SSc-ILD study, a
maximum ALT and/or AST greater than or equal to 3
times ULN was observed in 4.9% of patients treated
with OFEV.

• Patients with low body weight (less than 65 kg),
patients who are Asian, and female patients may
have a higher risk of elevations in liver enzymes.
Nintedanib exposure increased with patient age,
which may result in increased liver enzymes.

• Conduct liver function tests prior to initiation of
treatment, at regular intervals during the first three
months of treatment, and periodically thereafter or
as clinically indicated. Measure liver function tests

promptly in patients who report symptoms that
may indicate liver injury, including fatigue, anorexia,
right upper abdominal discomfort, dark urine, or
jaundice. Dosage modifications, interruption, or
discontinuation may be necessary for liver enzyme
elevations.

Gastrointestinal Disorders
Diarrhea
• In the SSc-ILD study, diarrhea was the most frequent

gastrointestinal event reported in 76% versus
32% of patients treated with OFEV and placebo,
respectively. Events were primarily mild to moderate
in intensity and occurred within the first 3 months.
Diarrhea led to permanent dose reduction in 22% and
discontinuation in 7% of OFEV patients versus 1% and
0.3% in placebo patients, respectively.

• Dosage modifications or treatment interruptions
may be necessary in patients with diarrhea. Treat
diarrhea at first signs with adequate hydration and
antidiarrheal medication (e.g., loperamide), and
consider treatment interruption if diarrhea continues.
OFEV treatment may be resumed at the full dosage
(150 mg twice daily), or at the reduced dosage
(100 mg twice daily), which subsequently may
be increased to the full dosage. If severe diarrhea
persists, discontinue treatment.
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CABG [coronary artery bypass sur-
gery] versus medical therapy to treat 
ischemic cardiomyopathy [N Engl 
J Med 2016; 374:1511-20]. My own 
view is that it’s too premature to 
throw the baby out with the bathwa-
ter. I think shared decision making 
is still very important, and I think, 
for many of our patients, relief of 
angina and improved quality of life 

are legitimate reasons in a low-risk 
situation with a good intervention-
alist to proceed,” he said. 

Dr. O’Gara traced the history of 
medical thinking about silent isch-
emia. The notion that silent isch-
emia carried a clinical significance 
comparable with ischemia with 
angina gained wide credence more 
than 30 years ago, when investiga-

tors from the National Institutes 
of Health–sponsored Coronary 
Artery Surgery Study registry re-
ported: “Patients with either silent 
or symptomatic ischemia during 
exercise testing have a similar risk 
of developing an acute myocardial 
infarction or sudden death – except 
in the three-vessel CAD subgroup, 
where the risk is greater in silent 

ischemia” (Am J Cardiol. 1988 Dec 
1;62[17]:1155-8).

“This was a very important ob-
servation and led to many, many 
recommendations about screening 
and making sure that you took the 
expression of ST-segment depres-
sion on exercise treadmill testing 
pretty seriously, even if your patient 

Continued on following page
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did not have angina,” Dr. O’Gara
recalled. 

The prevailing wisdom that silent 
ischemia was detrimental took a 
hit in the Detection of Ischemia in 
Asymptomatic Diabetics (DIAC) 
trial. DIAC was conducted at a time 
when it had become clear that type 
2 diabetes was a condition associ-

ated with increased cardiovascular 
risk, and that various methods of 
imaging were more accurate than 
treadmill exercise testing for the 
detection of underlying CAD. But 
when 1,123 DIAC participants with 
type 2 diabetes were randomized 
to screening with adenosine-stress 
radionuclide myocardial perfusion 
imaging or not and prospective-

ly followed for roughly 5 years, 
it turned out there was no be-
tween-group difference in cardiac 
death or MI (JAMA. 2009 Apr 
15;301[15]:1547-55). 

“This pretty much put the lid 
on going out of one’s way to do 
routine screening of this nature in 
persons with diabetes who were 
considered to be at higher than av-

erage risk for the development of 
coronary disease,” the cardiologist 
commented. 

Another fissure in the idea that 
silent ischemia was worth searching 
for and treating came from CLAR-
IFY, an observational international 
registry of more than 20,000 indi-
viduals with stable CAD, roughly 
12% of whom had silent ischemia, a 

Continued from previous page
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figure in line with the prevalence re-
ported in other studies. The 2-year 
rate of cardiovascular death or MI 
in the group with silent ischemia 
didn’t differ from the rate in patients 
with neither angina nor provocable 
ischemia. In contrast, rates of car-
diovascular death or MI were sig-
nificantly higher in the groups with 
angina but no ischemia or angina 

with ischemia (JAMA Intern Med. 
2014 Oct;174[10]:1651-9). 

“There’s something about the 
expression of angina that’s a very 
key clinical marker,” Dr. O’Gara ob-
served. 

He noted that just a few months 
before the ISCHEMIA trial results 
were released, a report from the 
far-smaller, randomized second 

Medicine, Angioplasty, or Surgery 
Study “threw cold water” on the 
notion that stress-induced ischemia 
in patients with multivessel CAD 
is a bad thing. Over 10 years of 
follow-up, the risk of major adverse 
cardiovascular events or deterio-
ration in left ventricular function 
was identical in patients with or 
without baseline ischemia on stress 

testing performed after percutane-
ous coronary intervention, CABG 
surgery, or initiation of medical 
therapy (JAMA Intern Med. 2019 
Jul 22. doi: 10.1001/jamaint-
ernmed.2019.2227). 

What the guidelines say
The 6-year-old U.S. guidelines on 

Continued on following page
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the diagnosis and management of 
patients with stable ischemic heart 
disease are clearly out of date on 
the topic of silent ischemia (Circu-
lation. 2014 Nov 4;130[19]:1749-
67). The recommendations are 
based on expert opinion formed 
prior to the massive amount of new 
evidence that has since become 

available. For example, the current 
guidelines state as a class IIa, level 
of evidence C recommendation that 
exercise or pharmacologic stress 
can be useful for follow-up assess-
ment at 2-year or greater intervals 
in patients with stable ischemic 
heart disease with prior evidence of 
silent ischemia. 

“This is a very weak recommen-

dation. The class of recommenda-
tion says it would be reasonable, but 
in the absence of an evidence base 
and in light of newer information, 
I’m not sure that it approaches even 
a class IIa level of recommendation,” 
according to Dr. O’Gara. 

Dr. O’Gara reported receiving 
funding from the National Heart, 
Lung, and Blood Institute; from 

Medtronic in conjunction with the 
ongoing pivotal APOLLO tran-
scatheter mitral valve replacement 
trial; from Edwards Lifesciences 
for the ongoing EARLY TAVR 
trial; and from Medtrace Pharma, 
a Danish company developing an 
innovative form of PET diagnostic 
imaging.

bjancin@mdedge.com

Continued from previous page
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CARDIOLOGY

STEMI patients benefit from PCI of nonculprit lesions 
BY BRUCE JANCIN
MDedge News

PHILADELPHIA – Nearly half of
patients with ST-elevation MI and 
multivessel coronary artery disease 

in the landmark COMPLETE trial 
had an obstructive coronary lesion 
with vulnerable plaque morphol-
ogy in a segment far from the 
culprit lesion, Natalia Pinilla-Ech-
everri, MD, reported at the Amer-

ican Heart Association scientific 
sessions. 

This novel finding from an opti-
cal coherence tomography (OCT) 
substudy of COMPLETE provides 
a likely mechanistic explanation 
for the major clinical benefits doc-
umented in the full COMPLETE 
trial, noted Dr. Pinilla-Echeverri, a 

cardiologist at 
the Population 
Health Research 
Institute at Mc-
Master Univer-
sity, Hamilton, 
Ont.

COMPLETE 
was a multi-
national trial 
which random-
ized 4,041 
ST-elevation MI 

(STEMI) patients with multives-
sel disease to culprit lesion–only 
percutaneous coronary interven-
tion (PCI) or additional routine 
angiography–guided staged PCI of 
nonculprit obstructive lesions with 
at least 70% stenosis. As previously 
reported, the risk of the coprimary 
composite endpoint comprising 
cardiovascular death, new MI, or 
ischemia-driven revascularization 
was reduced by 49% over 3 years of 
follow-up in the group with staged 
PCI of nonculprit lesions, with an 
impressive number needed to treat 
of just 13 (N Engl J Med. 2019 Oct 
10;381[15]:1411-21).

Dr. Pinella-Echeverri reported 

on the 93 patients who participated 
in the OCT substudy, the purpose 
of which was to determine the 
prevalence of high-risk, vulnerable 
plaque in obstructive and nonob-
structive nonculprit lesions. For 
this purpose, vulnerable plaque was 
defined as thin-cap fibroatheroma 
(TCFA), a coronary lesion known 
to pose high risk of worsening ste-
nosis, plaque rupture, and cardio-
vascular events. 

Of note, these 93 patients had a 
total of 425 diseased segments: 150 
obstructive and 275 nonobstructive. 

“This is reassuring that the con-
cept of acute coronary syndrome 
implies a diffuse pathophysiology 
of affecting not only the culprit seg-
ment but the coronary vasculature 
as a whole,” Dr. Pinella-Echeverri 
observed. 

The main study finding, however, 
was that TCFA was significantly 
more prevalent in obstructive, com-
pared with nonobstructive, noncul-
prit lesions by a margin of 35% to 
23%. The obstructive and nonob-
structive TCFA lesions had a similar 
lipid-rich composition; however, the 
obstructive ones were significantly 
longer and had a smaller mean lu-
men area. 

The COMPLETE OCT Substudy 
was supported by Abbott Vascular, 
the Population Health Research 
Institute, Hamilton Health Scienc-
es, and the Canadian Institutes of 
Health Research. 

bjancin@mdedge.com

Dr. Pinilla-
Echeverri

Dapagliflozin gets FDA Priority 
Review for treatment of HFrEF
BY LUCAS FRANKI
MDedge News

The Food and Drug Administra-
tion has accepted a supplemental 

New Drug Application and granted 
Priority Review for dapagliflozin 
(Farxiga) for the reduction of risk of 
cardiovascular death or worsening 
of heart failure in adult patients with 
heart failure with reduced ejection 
fraction (HFrEF).

The application was based on 
results from the landmark, phase 3 
DAPA-HF trial, published in Sep-
tember 2019 in the New England 
Journal of Medicine. The study 
showed that dapagliflozin plus stan-
dard care reduced the incidence of 
cardiovascular death and worsening 
of heart failure versus placebo in pa-

tients with HFrEF.
Dapagliflozin was granted Fast 

Track designation for heart failure 
by the FDA in September 2019. In 
August 2019, the FDA also granted 
Fast Track designation to dapagli-
flozin for the delayed progression of 
renal failure and prevention of car-
diovascular and renal death in pa-
tients with chronic kidney disease.

The drug is currently indicated 
for the improvement of glycemic 
control in adults with type 2 dia-
betes as either monotherapy or in 
combination. The FDA approved 
dapagliflozin in October 2019 for 
the reduction of heart failure hospi-
talization risk in patients with type 
2 diabetes and cardiovascular risk 
factors.

lfranki@mdedge.com
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Stimulation to titration: 
An update on hypoglossal 
nerve stimulation for OSA
BY MICHAEL AWAD, MD; AND
ROBSON CAPASSO, MD

Clinical significance
Continuous positive airway pressure 
remains the gold standard and first-
line treatment for moderate to severe 
OSA. When CPAP and other medical 
therapies fail or are poorly adopted, 
surgical solutions - either standalone 
or in unison - can be directed to 
target precision 
therapy. 

The newest of 
these techniques 
is neuromod-
ulation of the 
lingual muscula-
ture, particularly 
by way of selec-
tive stimulation 
of the hypoglos-
sal nerve, which 
first demonstrated success in human 
clinical trials in 1996.1 Upper air-
way stimulation (UAS) was formally 
FDA-approved in 2014 (Inspire Med-
ical Systems, Inc). UAS is designed to 
eliminate clinically significant OSA 
through stimulation of the anteriorly 
directed branches of the hypoglossal 
nerve, increasing the posterior air-
way space in a multilevel fashion.2
Since this time, over 7,500 patients 
have been treated with Inspire in 
nine countries 3 (United States, Ger-
many, The Netherlands, Switzerland, 
Belgium, Spain, France, Italy, and 
Finland). Prospective, international 
multicenter trials have demonstrated 
68% to 96% clinical efficacy in well 
selected individuals. This is defined 
as a ≥ 50% reduction in the apnea 
hypopnea index (AHI) to an overall 
AHI of ≤ 20/hour.4,5 Additionally,
post-UAS analysis demonstrates 
subjective reduction in daytime 
sleepiness as reported by Epworth 
sleepiness scores, with improvements 
in sleep-related quality of life. Fur-
ther, UAS reduces socially disruptive 
snoring with 85% of bedpartners 
reporting soft to no snoring at 
48-month follow-up.6 The procedure
has also demonstrated long-term cost
benefit in the US health-care system.7

Background and pathophysiology
Oliven and colleagues8 first ob-
served the critical finding that selec-

tive intra-muscular stimulation of 
the genioglossus muscle lowered air-
way critical closing pressure (PCrit), 
thereby stabilizing the pharyngeal 
airway. Conversely, activation of the 
“retrusor” musculature, namely the 
hyoglossus and styloglossus muscles, 
increased Pcrit, increasing collaps-
ibility of the pharyngeal airway. 

Therapeutic implantation requires 
three incisions directed to the neck, 

chest, and right 
rib space (be-
tween the 4th 
and 6th inter-
costal spaces), 
with an opera-
tive time of 90 
minutes or less 
in experienced 
hands. The ma-
jority of patients 
are discharged 

on the day of the procedure. Mor-
bidity remains low with minimal 
pain reported during recovery. The 
most common complication is that of 
temporary tongue weakness, which 
typically resolves within 2 to 3 weeks. 
While very infrequent, patients 
should be counseled on the risk of 
postoperative hematoma, which can 
precipitate infection and subsequent 
explant of the device. Average recov-
ery time spans between 3 and 7 days 
with activation of the device 4 weeks 
after surgical implantation to allow 
for appropriate tissue healing and re-
duce the risk of dislodgement of the 
implanted components. In contrast 
to other surgical treatment options, 
UAS is also reversible with no under-
lying alteration to existing pharyngeal 
anatomy apart from external incisions 
created during the procedure.

Stimulation to titration
As the need for a multidisciplinary 
approach to salvage of patients 
failing first-line therapy for OSA 
continues to grow, UAS with its 
multilevel impact continues to be 
of key interest. In similar fashion to 
established medical therapies such 
as PAP and oral appliance therapy 
(OAT), close observation between 
sleep medicine specialists and the 
implanting surgeon during the 
adaptation period with attention 
paid to titration parameters such as 

Dr. Awad Dr. Capasso
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stimulation duration, pulse width,
amplitude, and polarity, allow opti-
mization of response outcome. 

The stimulation electrode, which 
is designed in the form of a cuff to 
envelope the anterior (protrusor) 
branches of the hypoglossal nerve, 
receives electrical stimulation from 
the implanted pulse generator, im-
planted above the pectoralis mus-
cle of the chest wall. This design 
allows for collaborative awake and 
overnight titration of the device as 
directed by a sleep medicine physi-
cian. Attention is paid not only to 
the voltage “strength” administered 
with each pulse but also the degree of 
synchronization between respiration 
and stimulation, as well as pattern of 
pulse administration. Our experience 
remains that true success and adap-
tation to therapy requires not just 
meticulous surgical technique but a 
diligent approach to postoperative 
therapeutic titration to achieve a 
comfortable, yet effective, voltage for 
maintaining airway patency. Thus, 
akin to initiation of CPAP, UAS re-
quires regular follow-up and device 
fine-tuning with patient comfort tak-

en into consideration to achieve op-
timal results, and patient expectation 
should be aligned with this process.

Current indications 
Success in UAS relies heavily on 
appropriate presurgical evaluation 
and clinical phenotyping. The fol-
lowing surgical indications have 
been demonstrated in the Stimula-
tion Therapy for Apnea Reduction 
(STAR) trial and subsequent 3-year 
clinical follow-up: AHI between 15 
and 80 events/hour (with ≤ 25% 
central apneas) and a BMI ≤ 32.9

As OSA often results from 
multi-level airway collapse, UAS tar-
gets an increase not only in the diam-
eter of the retropalatal/oropharyngeal 
airway space but also the antero-pos-
terior hypopharyngeal airway. Origi-
nal criteria for implantation excluded 
patients with a pattern of complete 
circumferential collapse (CCC) noted 
on dynamic airway evaluation during 
pre-implant drug-induced sleep en-
doscopy (DISE). DISE aims to pre-
cisely target dynamic airway collapse 
patterns during simulated (propofol- 
or midazolom-induced) sleep. 

Future directions
The effects of UAS are dependent 
on upper-airway cross-sectional 
area, particularly diameter. In pa-
tients who demonstrate CCC, the 
anteroposterior direction of activa-
tion derived from the UAS stimulus 
is unable to overcome CCC. In a 
recent prospective study, our group 
demonstrated that CCC can be con-
verted to an airway collapse pattern 
compatible with UAS implantation, 
using a modified palatopharyngo-
plasty prior to UAS implantation. 
By stabilizing the lateral walls of the 
oropharyngeal airway with pre-im-
plant palatal surgery, UAS is able to 
successfully direct widening of the 
airway cross-sectional area in an an-
tero-posterior fashion. This exciting 
finding potentially allows for ex-
pansion of current indications, thus 
opening treatment to a wider patient 
population.10 Still, UAS remains
highly studied in a relatively uni-
form patient population with data 
in more diverse subsets requiring 
further directed attention to expand 
and better define optimal patient 
populations for treatment. 

From the perspective of improving 
patient adaptation and tolerance in 
UAS, a well-established concept in 
the CPAP literature can be applied, 

as explained by the Starling resistor 
model. The starling resistor is com-
prised of two rigid tubes connected 
by a collapsible segment in between. 
In parallel, the pharynx is a collaps-
ible muscular tube connected on 
either end by the nose/nasal cavity 
and the trachea – both of which are 
bony/cartilaginous, noncollapsible 
structures. As has been shown in 
the use of CPAP, the same pressure 
required to maintain stability of the 
collapsible muscular pharynx via 
nasal breathing may lead to pharyn-
geal collapse when applied orally.3 

This concept has also been directed
towards UAS with our clinical ex-
perience demonstrating that oro or 
oronasal breathers tend to require a 
higher amplitude to maintain airway 
patency versus nasal breathers. This 
is an important area for future-di-
rected study as medically/surgically 
improving nasal breathing in UAS 
subjects may subsequently lower 
amplitude requirements and im-
prove patient tolerance.

Future direction to allow for im-
provement in the technology for 
application in a broader popula-
tional segment, external or alterna-
tive device powering mechanisms, 
along with MRI compatibility and 

Schematic of Inspire UAS System, FDA Approved 2014. Implanted pulse
generator receives synchronous feedback from the sensing lead, placed 
between 4th and 6th intercostal spaces, above the internal intercostal muscles.
The sensing lead responds to pressure changes during the respiratory 
cycle. This triggers the pulse generator to deliver an electrical pulse to the 
stimulation lead in tune with inspiration, stimulating the anterior fibers of the 
hypoglossal nerve. Courtesy Inspire Medical Systems.  
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Figure 2: Indications for Upper Airway Stimulation
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Medicare and Medicaid Services
(CMS) released several changes 
to the Medicare Physician Fee 
Schedule, which will go into effect 
starting January 1, 2021. Though 
the adjustments are substantial (the 
document outlining the revisions 

is nearly 2,500 
pages!), there 
are a few that 
deserve high-
lighting.

The most sig-
nificant modifi-
cation contained 
within the 
policy involves 
revisions to E/M 
codes for office 
visits. While the 
changes elimi-
nate 99201, they 
preserve other 
graded levels 
for visits, with 
increases to the 
relative value 
units (RVUs) for 
most levels. 

The most 
welcome changes for clinicians are 
twofold. First, billing no longer 
needs to be based on the madden-
ing practice of trying to meet a 
minimum number of points from 
the history and exam. Clinicians 
can instead now bill based on time 
spent. The second refreshing mod-
ification is that time-based billing 
need no longer be solely face-to-
face but can now be based on the 
realities of clinical practice today, 

ie, reviewing information and coor-
dinating care with others. 

Thus, these re-valued levels will 
allow outpatient physicians to bill 
based on time spent on things other 
than the office visit, such as time to 
review lab work and coordinate care 
with other specialties.  

There will also be small changes to 
billing for pulmonary function testing, 
bronchoscopy (including the option 
for new indications for endobronchial 
valves), and for “brief communica-
tions via technology.”  For a recap of 
these and other changes coming in 
January 2021, CHEST and ATS have 
produced a free webinar that is found 
online at: http://www.chestnet.org/
Guidelines-and-Resources/Resources/
Clinical-Practice-Resources.

Timothy Dempsey, MD, MPH
Steering Committee  
Fellow-in-Training

Deep Ramachandran, MD, FCCP
Steering Committee Member

Transplant 
Investigating clinical practice of 
lung transplantation in systemic 
sclerosis
Interstitial lung disease (ILD) as a 
sequela of systemic sclerosis (SSc) 
poses a significant health concern. 
Patients with SSc-ILD experience 
symptoms of shortness of breath, re-
duced exercise capacity, and limited 
activities of daily living. Inducing 
fibrotic parenchymal change and 
pulmonary hypertension, SSc-ILD 
presents as both the most common 
extra-cutaneous manifestation and 
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Disaster response. Medicare billing. Lung 
transplantation. Asthma.
Disaster response
and global health 
Corona virus and disaster pre-
paredness campaign
On January 28, 2020, the US Centers 
for Disease Control and Prevention 
(CDC) issued a travel advisory rec-
ommending against all nonessential

travel to China, 
in light of the 
2019 novel coro-
navirus (2019-
nCoV) outbreak.

Shortly there-
after, a plane that 
flew out of Chi-
na was directed 
to land on a US 
air force base in 
California on 

Friday, January 31. Since then, other 
US government flights have evacuat-
ed patients to military bases through-
out the country. The CDC issued a 
federal quarantine order lasting the 
14-day incubation period to these
repatriated US citizens.  Nearby hos-
pitals were debriefed and command
centers set up in anticipation of any
required intervention.

Initial diagnostic testing for 2019-
nCoV could only be conducted at 
the CDC, but testing has recently 
become available at a larger number 
of laboratories via the CDC’s Inter-
national Reagent Resource (IRR) 
network. Signs and symptoms that 
would warrant diagnostic testing 
include fever, cough, respiratory 
symptoms, shortness of breath, and 
breathing difficulties, in the context 
of travel to China within the prior 

14 days or a high-risk contact with 
an ill patient.  Severe cases can lead 
to pneumonia, kidney failure, se-
vere acute respiratory distress, and 
death, with an in-hospital mortality 
of approximately 4% reported by cli-
nicians in Wuhan, the epicenter of 
the outbreak (Wang D, et al. JAMA. 
Published online February 07, 2020. 
doi: 10.1001/jama.2020.1585).

The influenza vaccine will not 
protect against 2019-nCoV, and, cur-
rently, there is no available vaccine. 
The best prevention is to cover your 
mouth and nose with a tissue or 
your sleeve (not your hands) when 
coughing or sneezing. Surgical masks 
are not currently recommended as 
protection against 2019-nCoV. Hos-
pitalized patients should be in nega-
tive-pressure rooms under respiratory 
and contact precautions, with gowns, 
gloves, eye protection, and either N95 
masks or a powered air purifying 
respirator (PAPR) worn by clinical 
staff. Human-to human transmission 
is reported both within and outside of 
China (Rothe C, et al. N Engl J Med. 
Published online, Jan 30, 2020. doi: 
10.1056/NEJMc2001468).

Clinical updates are available via 
the CDC at https://tinyurl.com/
wz7ojes. Clinicians are advised to 
check frequently, given the rapidly 
changing state of this epidemic.

John Agapian, MD, MS, FCCP
Steering Committee Member

Practice operations 
New Medicare billing rules bring 
welcome documentation relief 
At the end of 2019, the Centers for 

Dr. Agapian
Dr. Dempsey

Dr. Ramachandran

Continued on page 36

reducing the number of required external inci-
sions will continue to broaden the patient selec-
tion criteria. As we move from a “stimulation” to 
a precision-tailored “stimulation and titration” 
approach, the mid- to long- term data support-
ing UAS remains very promising with 5-year 
follow-up demonstrating sustained polysom-
nographic and subjective reported outcomes in 
well selected patients. 

Dr. Awad is Assistant Professor – Department of 
Otolaryngology/Head & Neck Surgery, and Chief 
– Division of Sleep Surgery; Northwestern Uni-
versity, Chicago, Illinois. Dr. Capasso is Associate
Professor – Department of Otolaryngology/Head
& Neck Surgery, and Chief  – Division of Sleep
Surgery; Stanford Hospital and Clinics, Stanford,
California.

References
1. Schwartz AR et al. Electrical stimulation of the lingual
musculature in obstructive sleep apnea. J Appl Physiol.
1996;81(2):643-52. doi: 10.1152/jappl.1996.81.2.643.
2. Ong AA et al. Efficacy of upper airway stimulation on col-
lapse patterns observed during drug-induced sedation endos-
copy. Otolaryngol Head Neck Surg. 2016;154(5):970-7.
doi: 10.1177/0194599816636835.
3. De Andrade RGS et al. Impact of the type of mask on
the effectiveness of and adherence to continuous positive
airway pressure treatment for obstructive sleep apnea. J
Bras Pneumol. 2014;40(6):658-68. doi: 10.1590/S1806-
37132014000600010
4. Woodson BT et al. Three-year outcomes of cranial nerve
stimulation for obstructive sleep apnea: The STAR trial.
Otolaryngol Head Neck Surg. 2016;154(1):181-8. doi:
10.1177/0194599815616618.
5. Heiser C et al. Outcomes of upper airway stimulation for
obstructive sleep apnea in a multicenter german postmarket

study. Otolaryngol Head Neck Surg. 2017;156(2):378-84.
doi: 10.1177/0194599816683378.
6. Gillespie MB et al. Upper airway stimulation for ob-
structive sleep apnea: Patient-reported outcomes after 48
months of follow-up. Otolaryngol Head Neck Surg.
2017;156(4):765-71. doi: 10.1177/0194599817691491.
7. Pietzsch JB et al. Long-term cost-effectiveness of upper
airway stimulation for the treatment of obstructive sleep
apnea: A model-based projection based on the star trial.
Sleep. 2015;38(5):735-44. doi: 10.5665/sleep.4666.
8. Oliven A et al. Improved upper airway patency elicited by
electrical stimulation of the hypoglossus nerves. Respira-
tion. 1996;63(4):213-16. doi: 10.1159/000196547.
9. Strollo PJ et al. Upper-airway stimulation for obstruc-
tive sleep apnea. N Engl J Med. 2014;370(2):139-49. doi:
10.1056/NEJMoa1308659.
10. Liu YC et al. Palatopharyngoplasty resolves concentric
collapse in patients ineligible for upper airway stimulation.
Laryngoscope. Forthcoming.

Continued from previous page

28thru30_36_37_42_43_CHPH20_03.indd  30 2/27/20  3:50 PM



               TRIM SIZE: 10.5” X 13”  BLEED SIZE: 10.75” X 13.25”  LIVE AREA: 9.5” X 12”

US-36602_US-31459 Symbicort CHEST Physician.indd   1 2/18/20   1:00 PMCHPH_31.indd  1 2/24/2020  2:15:06 PM

creo




36 •  MARCH 2020 •  CHEST PHYSICIAN

CHEST Foundation has provided more than $10 million in funding for clinical research 
grants and community service projects in more than 60 countries. We are o�ering a wide 
range of funding opportunites in the following areas:

FOUNDATION FOCUS

CHAMPIONS
   for LUNG Health

FEBRUARY 10

Foundation Now 
Accepting Applications

APRIL 6

APRIL/JUNE

Applications 
Reviewed

JULY

Acceptance 
Letters Sent

OCTOBER

Awards Ceremony

1

2

Applications 
Due

3
4

5

CHEST Foundation 
Grants 

2020 Timeline

n Alpha-1 Antitrypsin De�ciency

n Chronic Obstructive Pulmonary 
Disease

n Community Service

n Critical Care

n Cystic Fibrosis

n Distinguished Scholar in 
Respiratory Health

n Lung Cancer

n Medical Education

n Nontuberculous 
Mycobacteria Disease

n Sarcoidosis

n Severe Asthma

n Venous Thromboembolism

n Women’s Lung Health

Visit chestfoundation.org/grants for a complete listing 
of funding opportunities available in 2020. 

ystic Fibrosis

NEW!

NEW!

For more information about the 2020 grants cycle, contact grants@chestnet.org.

NEWS FROM CHEST

cause for mortality in this cohort
(Mathai et al. Springer. 2014;139). 
Although rare, the prognosis of SSc-
ILD is both difficult to understand 
and complex to manage.

With lung transplant being a 
treatment for end-stage pulmo-
nary disease, the role for lung 

transplantation 
in SSc-ILD is 
considered; 
however, it 
remains con-
troversial. Pub-
lished literature 
exist without 
consensus. Ac-
cording to the 
recommenda-
tions of ISHLT, 

SSc is to be “carefully selected,” 
however, for some institutions, SSc 
remains a relative contraindication 
for lung transplant as definitive 
therapy (Weill et al. J Heart Lung 
Transplant. 2014;34[1]:1). Dis-
ease-specific concerns for SSc pa-
tients following lung transplant are 
esophageal dysmotility, dysphagia, 
gastroparesis, aspiration, and reflux 
disease. These comorbidities are 
associated with worsening prog-
nosis in transplant survival (De 

Cruz, et al. Curr Opin Rheumatol. 
2013;25[6]:714).

As clinical practices vary sig-
nificantly in the management of 
SSc-ILD, we will survey transplant 
pulmonologists and surgeons from 
programs listed in Scientific Regis-
try of Transplant Recipients (SRTR). 
We will evaluate transplant candida-
cy, preoperative transplant testing, 
postoperative transplant care, and 
outcomes. With this survey, we plan 
to determine the key practices of 
lung transplant programs regarding 
candidacy of patients with SSc-ILD 
perioperative management. 

Clauden Louis, MD
Fellow-in-Training Member

Women’s lung health
Asthma and sex hormones
Overall asthma prevalence, severity, 
exacerbation rate, hospitalizations, 
and mortality are higher among 
women than men. Population stud-
ies show that asthma becomes more 
prevalent and severe in women fol-
lowing puberty, particularly in wom-
en with early menarche or multiple 
gestations. These findings suggest 
that sex hormones are important 
to the development and severity of 
asthma. Additional confounding 
variables include obesity, exposures, 

atopy, and age (Zien, et al. Curr Aller-
gy Asthma Rep. 2015;15[6]:28). 

Recent studies further define 
the gender disparity by detailing 

sex hormone differences in men 
and women with asthma. Han and 
colleagues recently reported on a 
cross-sectional study of serum-free 
testosterone and estradiol levels in 
over 7,000 adults in the National 
Health and Nutrition Examination 
Survey (NHANES, 2013-2016) 
(Han, et al. Am J Respir Crit Care 
Med. 2020;201[2]:158). 

Elevated free testosterone levels 
were associated with lower odds of 
current asthma in women. After 
stratification for obesity, elevated 
free testosterone and estradiol lev-
els were associated with reduced 
odds of current asthma in obese 
women, and elevated estradiol was 

associated with lower odds of asth-
ma in non-obese men. It should be 
noted that increased luteal phase 
progesterone levels have also been 

implicated in in-
creasing airway 
hyperrespon-
siveness (AHR) 
in asthmatics 
(Lipworth, et al. 
Am J Respir Crit 
Care Med. 2019; 
Oct 22, 2019). 

In summary, 
testosterone is 
suggested to pro-

vide a protective, anti-inflammatory 
effect in women with asthma (Sathish, 
et al. Pharmacol Ther. 2015;150:94).  
Obesity interaction with sex hormones 
highlights its role as an important 
risk factor and disease modifier (Pe-
ters, et al. J Allergy Clin Immunol. 
2018;141:1169). Future studies should 
continue to expand upon the role of 
sex hormones in relation to multiple 
confounders. These insights will con-
tinue to define mechanisms that can 
be manipulated leading to novel path-
way targeted therapies.

Candace Huebert, MD, FCCP
Margaret Pisani, MD, MPH, FCCP

Jill Poole, MD
Steering Committee Members

Dr. Huebert Dr. Pisani Dr. Poole

Continued from page 30

Dr. Louis

Bologna
Italy  |  25-27 June

Join us in ITALY
Join colleagues from around the world and gain access to the CHEST 
learning and training experience at our congress. This unique program 
will go beyond the classroom style setting to connect you to leading  
experts who will teach and help you and your team develop your skills.

CHEST Congress 2020 Italy will be chaired by
William F. Kelly, MD, FCCP
Girolamo Pelaia, MD, FCCP

Register at congress.chestnet.org
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Developing resilient nurses and
work environments can help 
organizations prevent burnout.
The Joint Commission released an 
advisory urging health-care orga-
nizations to promote resilience as 
a way to combat and prevent nurse 
burnout.

“Developing resilience to combat 
nurse burnout,” in The Joint Com-
mission’s Quick Safety newsletter, 
notes that 15.6% of all nurses in a 
survey of more than 2,000 health-
care partners reported experiencing 
burnout “with emergency room 
nurses being at a higher risk,” 
which can affect the physical and 
emotional health of staff, as well as 
patient safety, mortality, and satis-
faction. 

According to data presented in 
the article, omitting nurses from the 
decision-making process, security 
risks, a need for more autonomy, 
and staffing challenges are the most 
common factors associated with 
nurse burnout.

To promote resilience in nurses 
and in the work environment, which 
can help prevent and reduce burn-
out among nurses and other front-

line staff, health-care organizations 
should consider a number of strate-
gies, including the following: 

• Teach nurses and nurse leaders
the elements of resilience, such as 
empowerment and colleague sup-
port, and how to identify symptoms 
of burnout.

• Provide positive role models and
mentors. 

• “Engage nursing input in staff
meetings by posting an agenda and 
asking for additional items the nurs-
es would like to discuss or present.”

• Measure the well-being of health-
care providers; try interventions and 
then assess their effectiveness.

The article also notes that “mind-
fulness and resilience training 
alone cannot effectively address 
burnout unless the leadership is 
simultaneously reducing and elimi-
nating barriers and impediments to 
nursing workflow, such as staffing 
and workplace environment con-
cerns.” 

Reference 
The Joint Commission. Developing resilience
to combat nurse burnout. Quick Safety.
2019;(50):1-4.

NEWS FROM CHEST

Meet the FISH Bowl 
Finalists
CHEST 2019 marked the inau-

gural FISH Bowl competition 
for attendees. Inspired by 

Shark Tank, our kinder, gentler, yet 
still competitive and cutting-edge 
FISH Bowl (Furthering Innovation 
and Science for Health) featured 
CHEST members disrupting our 

beliefs about 
how clinical 
care and ed-
ucation are 
performed. 
As health-care 
providers, they 
presented in-
novative ideas 
pertaining to 
education and 
clinical disease 

for pulmonary, critical care, and 
sleep medicine. Six finalists were 
chosen from dozens of submis-
sions, and three emerged winners. 
In this new Meet the FISH Bowl 
Finalists series, CHEST introduces 
you to many of them – including 
Clinical Disease Category Winner 
Dr. Gao. 

Name: Catherine Gao, MD
Institutional Affiliation: North-

western University
Position: Pulmonary & Critical 

Care Fellow
Title: Time to Vent: A Blended 

Learning Experience
Brief Summary: It is difficult 

for ventilated patients to commu-
nicate, and this is cited by patients 
as one of the most stressful parts 
of their ICU stays. Brain-comput-
er interface technology allows for 
communication to happen directly 
from brain wave activity and rep-
resents a potential tool to fix this 
problem.

1. What inspired your innova-
tion? Every clinician has had the 
frustrating experience of difficulty 
communicating with their venti-
lated patients, and it is even more 
challenging for patients and their 
families. I read about recent ad-
vances in communication methods 
from the neurology literature and 
thought about expanding this tech-
nology to the ICU. 

2. What do you see as challeng-
es to your innovation gaining 
widespread acceptance? How 
can they be overcome? This is 
still an early idea with technology 
still being developed – there have 
been investments by the military 
and large tech companies, as well 

as universities – it will take time 
for the technology to be ready for 
clinical use, and there will be trou-
bleshooting needed as with all new 
technologies. 

3. What impact has winning
FISH Bowl 2019 had on your 
vision for the innovation? The 
judges gave great feedback and had 
wonderful suggestions and ques-
tions. This is just the beginning. 

4. How do you think your
success at FISH Bowl 2019 will 
continue to impact your career 
overall in the months and years 
to come? This was a great experi-
ence to talk about interesting ideas, 
and I had the opportunity to talk 
to many people with similar inter-
ests after the presentation. I thank 
CHEST for this amazing opportu-
nity and look forward to the years 
to come!

Cultivating resilience 
against nurse burnout
From AACN Bold Voices

Dr. Gao

In 
Memoriam
CHEST has been notified 
of the following deaths.
We extend our sincere  
condolences.

Nana Sunarya, MD (2019)
Michael Grant  
Ehrie Jr., MD (2019)
Robert F. Dunton, 
MD, FCCP (2020)

This month  
in the journal 
CHEST®

Editor’s Picks
BY PETER J. MAZZONE, MD,
MPH, FCCP
Editor in Chief

Original Research
Safety and Effectiveness of Bron-
chial Thermoplasty When FEV1
Is Less Than 50%. 
By Dr. D. Langton, et al.

Utilization and Outcomes of 
Thrombolytic Therapy for Acute 
Pulmonary Embolism: A Nation-
wide Cohort Study.
By Dr. S. E. Beyer, et al.

An Individualized Prediction 
Model for Long-term Lung 
Function Trajectory and Risk of 

COPD in the General Population.
By Dr. W. Chen, et al.

CHEST Review
Six-Minute Walk Test: Clinical 
Role, Technique, Coding, and Re-
imbursement.
By Dr. P. Agarwala, et al.

How I Do It
An Algorithmic Approach to the 
Interpretation of Diffuse Lung 
Disease on Chest CT Imaging: A 
Theory of Almost Everything.
By Dr. J. F. Gruden, et al.
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tendance in CHEST history, as well
as CHEST’s largest Fellow-in-Train-
ing attendance. There was also a 
significant increase in the number 
of international colleagues who 
attended the meeting. Dr. Levine 
next reported on upcoming CHEST 
activities including six live-learning 
courses scheduled to occur before 
May, the CHEST 
Congress in 
collaboration 
with the Italian 
delegation in 
Bologna, Italy 
in June, ongoing 
planning for 
CHEST 2020, 
the next volume 
of SEEK Critical 
Care and two 
additional cough guidelines. 

Both the CHEST Boards and our 
members benefit from an incredi-
bly talented staff. As for any team 
whose members bring a variety of 
talents and background experiences, 
aligning to propel the team mission 
forward requires excellent under-
standing on individual strengths and 
weaknesses and strong communica-
tion.  For several months, under the 
guidance of CHEST EVP/CEO Rob-
ert Musacchio, PhD, CHEST senior 
staff have participated in team-de-
velopment activities. Our Presidents, 
along with Dr. Musacchio and the 
executive leadership team, wanted 
to further the process by including 
all members of the Board of Regents 
and the Board of Trustees in team- 
and Board-development activities 
at this meeting. Exercises focused 
on the recognition of organizational 
strengths and opportunities, as well 
as improving team communication. 
The insight gained through these 
activities will undoubtedly pay divi-
dends longitudinally as we continue 
to move CHEST toward the goals 
needed to meet the needs of our 
membership.

Other agenda items covered 
during the Winter Board meeting 
included: 
• The Governance Committee dis-

cussed continued efforts for Board
orientation and mentorship of new
members. A strategy of self-as-
sessment and feedback has been
planned to allow individuals to
develop the skills that they need to
strengthen the Boards as a whole.

• The Guidelines Task Force pre-
sented recommendations about
the scope and scale of the CHEST

The Evolving Role of the Pulmonologist 
and Primary Care Physician in 
Patient Identification and Treatment of 
Non-Small Cell Lung Cancer (NSCLC)

Presenters:
Tracey Evans, MD
Director, Thoracic Oncology Research

Co-Director, Thoracic Oncology Program

Associate Program Director,  
Hematology/Medical Oncology

Fellowship Program Lankenau Cancer

Susan Gregory MD, FACP, FCCP
Medical Director, Critical Care

Pulmonology Associates 
Lankenau Medical Center

Gary Gilman, MD 
Attending physician  
Internal Medicine at  
Lankenau Medical Center

Objectives:
•  Review the epidemiology of NSCLC

•  Examine the patient journey
for NSCLC from symptoms or
screening to diagnosis

•  Evaluate treatment advances
in locally-advanced NSCLC

•  Discuss the appropriate use of
targeted therapy and immunotherapy
in metastatic NSCLC

©2019 AstraZeneca. 
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NEWS FROM CHEST

BY VERA A. DE PALO, MD,
FCCP

The first quarterly meeting of
your CHEST Board of Regents 

for the 2019-2020 CHEST year oc-
curred from January 30 to February 
1. We were welcomed to Coronado,
California, by CHEST’s new Pres-
ident Stephanie M. Levine, MD,

FCCP, who began by reviewing the 
success of the CHEST 2019 Annual 
Meeting. The meeting had both the 
highest attendance of medical pro-
fessionals and the highest total at-

News from the CHEST Board of Regents

Dr. De Palo

Continued on following page
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Subscribe to the  
CHEST e-Learning Library

Access all CHEST e-Learning products in a whole new  
way by subscribing to the CHEST e-Learning Library.
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A 1-year subscription to the CHEST e-Learning Library  
will include:

n	Access to all available CHEST e-Learning activities
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credits/MOC points

n	The option to customize a learning plan speci�c to  
your learning style and needs

n	Access to over 30 new e-learning products throughout 
the year

*International members will receive access to the e-learning portal with their membership fee.

Subscribe today  |  chestnet.org/Education/Library/elearning

BY CHRIS CARROLL, MD,
FCCP

E ach month, we ask our Social
Media Co-Editors of CHEST, 
to weigh in on the hot topics in 

CHEST. 
There are some great articles in 

Feruary, and these were three of my 
favorites.

Estimated Ventricular 
Size, Asthma Severity, 
and Exacerbations
Asthma is the most common chron-
ic respiratory disease; but despite 
the prevalence, there is still much 
to learn about the treatment and 
pathophysiology of severe asthma. 
The use of CT scans has become 
increasingly common to assess pa-
tients with pulmonary disease. In 
this issue of CHEST, Dr. Samuel 
Ash and colleagues from the Severe 

Asthma Re-
search Program 
Investigators 
used CT scans 
to assess cardiac 
measurements 
(including right, 
left, and total 
epicardial car-
diac ventricular 
volume indices) 
and pulmonary 

arterial and ascending aortic diame-
ter and compared these parameters 
with asthma severity in a cohort of 
233 patients with asthma.

Dr. Ash and colleagues found that 
patients with severe asthma had 
smaller left, right, and biventricu-
lar volumes than healthy control 
subjects and patients with mild to 
moderate asthma. Additionally, in a 
multivariate analysis, they found that 

patients with smaller ventricular vol-
umes had increased rates of asthma 
exacerbations, both in the year prior 
to enrollment and during follow-up. 
Reduced ventricular size may be a 
useful marker for severe asthma; 
however, further study is needed.

Use of Imaging and Diagnostic 
Procedures After Low-Dose CT 
Screening for Lung Cancer
Translating clinical trials into the 
real world is challenging for all 
fields of medicine. In 2011, the 
National Lung Screening Trial 
(NLST) showed that annual low-
dose CT screening of high-risk in-
dividuals could reduce risk of lung 
cancer death and set high stan-
dards for subsequent screenings 
and testing. In an article in this 
month’s CHEST, Dr. Shawn Nishi 
and colleagues aimed to assess the 
rates of follow-up testing in the 
real world.

In a retrospective review of a 
national commercial insurance 
database, Dr. Nishi and colleagues 
examined the frequency of diag-
nostic imaging and procedures in 
11,520 patients in the 12 months 
after screening. They found relative-
ly low rates of diagnostic imaging 
after screening and lower rates than 
found in the NLST (13.8-17.7% vs 
21.7% in the NLST).  Additionally, 
they found HIGHER rates of inva-
sive procedures compared with the 
NLST, with nearly double the rates 
of bronchoscopy and triple the rates 
of percutaneous biopsy and thora-
coscopy. This important study rais-
es significant questions about the 
practice of low-dose CT screening 
for lung cancer and how the recom-
mendations from the NLST are be-
ing implemented in the real world.

NEWS FROM CHEST

Guidelines program moving for-
ward, including several options 
as to how CHEST could deploy 
available resources to meet mem-
ber needs, which led to a robust 
discussion about quality of guide-
lines, quantity of guidelines, and 
how they could both be optimized. 

• The NetWorks Task Force re-
ported on their progress toward 
designing a system that better 
allows the leaders of our 22 Net-
Works opportunities to curate 
and create sustainable resources 
for NetWork members, increase 
their digital presence, and engage 
more CHEST members by creat-

ing more leadership opportuni-
ties within the current NetWork 
structure. 
The next face-to-face meeting 

of the Board of Regents will occur 
in April at CHEST Headquarters 
in Glenview, Illinois; the Spring 
meeting is also an opportunity for 
our main committees (Training and 
Transitions, Guidelines Oversight, 
Membership, Council of NetWorks, 
among others) to meet face-to-face 
to develop plans for the coming 
year. If you want to get more in-
volved in CHEST, please watch for 
the upcoming call for applications 
for leadership positions coming this 
spring.

Continued from previous page

Hot Topics in the journal CHEST - February 2020

Critically Ill Patients With
HIV: 40 Years Later
Finally, comes this excellent review 
by Dr. Élie Azoulay and colleagues 
reflecting on the state of critical care 
for patients with HIV. As a trainee, 
I vividly remember taking care of 
patients with HIV and AIDS. As 
a third-year medical student, my 
first patient at the VA hospital had 
HIV and I still remembering him 
admonishing me not to stick myself 
as I drew his blood each morning. 

In the early 90s, HIV was a death 
sentence—but so much has changed 
in 40 years. Now, when admitted 
patients with HIV (and treated with 
combination antiretroviral thera-
pies) are admitted to the ICU, they 
are more commonly admitted for 
non-AIDS-related events. In this ex-
cellent comprehensive review in this 
month’s CHEST, Dr. Azoulay and 
colleagues review the state of the art 
for the management of critically ill, 
HIV-infected patients.

Dr. Carroll
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