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Outpatient settings remain a crucial component of  
antibiotic stewardship in the United States.

Improving antibiotic prescribing in outpatient set-

tings is critical to combating the rise of antibiotic-resistant 

bacteria. That’s because approximately 60 percent of U.S. 

antibiotic expenditures for humans are related to care re-

ceived in outpatient settings.

Antibiotic Stewardship 
Begins in the Doctor’s Office
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Educating clinicians and patients about the potential 

consequences of overprescribing antibiotics, as well as the 

prudent usage of diagnostic tests, are two powerful tools to 

curb antibiotic resistance, says the Centers for Disease Con-

trol and Prevention in its recently released report, “Core Ele-

ments of Antibiotic Stewardship.”

Antibiotic resistance leads to an estimated 2 million in-

fections and 23,000 deaths per year in the United States, 

says the CDC. Although antibiotics are life-saving drugs, 

infections with pathogens resistant to first-line antibiotics 

can require treatment with alternative antibiotics that can 

be expensive and toxic. Antibiotic-resistant infections can 

lead to increased healthcare costs and, most important, to 

increased morbidity and mortality.

The most important modifiable risk factor for antibiotic 

resistance is inappropriate prescribing of antibiotics, says the 

CDC. Approximately half of outpatient antibiotic prescribing 

in humans might be inappropriate, including antibiotic selec-

tion, dosing, or duration, in addition to unnecessary antibiotic 

prescribing. At least 30 percent of outpatient antibiotic pre-

scriptions in the United States are unnecessary. 

Steps to stewardship
The CDC defines antibiotic stewardship as the effort to:

• Measure antibiotic prescribing

•  Improve antibiotic prescribing by 

clinicians and use by patients so 

that antibiotics are only prescribed 

and used when needed

•  Minimize misdiagnoses or 

delayed diagnoses leading to 

underuse of antibiotics

•  Ensure that the right drug, dose, 

and duration are selected when 

an antibiotic is needed 

The initial steps toward an-

tibiotic stewardship include 

recognizing opportunities to 

improve antibiotic prescrib-

ing practices by identifying 

high-priority conditions, iden-

tifying barriers to improving 

antibiotic prescribing, and 

establishing standards for 

antibiotic prescribing.

High-priority conditions are those 

for which clinicians commonly devi-

ate from best practices for antibiotic 

prescribing. Examples of types of 

high-priority conditions for improv-

ing antibiotic prescribing include 

those for which:

•  Antibiotics are overprescribed, such 

as conditions for which antibiotics 

are not indicated (e.g., acute bron-

chitis, nonspecific upper respiratory 

infection, or viral pharyngitis).

•  Antibiotics might be appropriate 

but are overdiagnosed, such as a 

Approximately 60 percent of 
U.S. antibiotic expenditures 
for humans are related to care 
received in outpatient settings.
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condition that is diagnosed without fulfilling the diag-

nostic criteria (e.g., diagnosing streptococcal pharyngi-

tis and prescribing antibiotics without testing for group 

A Streptococcus).

•  Antibiotics might be indicated but for which the wrong 

agent, dose, or duration is selected, such as selecting 

an antibiotic that is not recommended (e.g., selecting 

azithromycin rather than amoxicillin or amoxicillin/ 

clavulanate for acute uncomplicated bacterial sinusitis).

•  Watchful waiting or delayed prescribing is appropriate 

but underused (e.g., acute otitis media or acute 

uncomplicated sinusitis).

•  Antibiotics are underused or the need for timely antibi-

otics is not recognized (e.g., missed diagnoses of sexu-

ally transmitted diseases or severe bacterial infections 

such as sepsis). 

The practice should 

identify barriers that 

lead to deviation from 

best practices, says CDC. 

These might include cli-

nician knowledge gaps 

about best practices and 

clinical practice guide-

lines, clinician perception 

of patient expectations 

for antibiotics, perceived 

pressure to see patients 

quickly, or clinician con-

cerns about decreased 

patient satisfaction with 

clinical visits when anti-

biotics are not prescribed.

In addition, the practice 

should establish standards 

for antibiotic prescribing, including 

implementation of national clinical 

practice guidelines and, if applicable, 

developing facility- or system-specific 

clinical practice guidelines to estab-

lish clear expectations for appropriate  

antibiotic prescribing. 

Core elements
It is important that all healthcare team 

members make a commitment to pre-

scribe antibiotics appropriately and 

engage in antibiotic stewardship. 

Outpatient clinic and health care system 

leaders can demonstrate their commit-

ment by doing any of the following: 

•  Identify a leader to direct an-

tibiotic stewardship activities 

within a facility. Appointing a 

single leader who is account-

able to senior facility leaders 

is recommended for hospital 

stewardship programs, and this 

approach also might be benefi-

cial in outpatient settings. 

•  Include antibiotic stewardship-

related duties in position descrip-

tions or job evaluation criteria. 

These duties can be listed for 

medical directors, nursing lead-

ership positions and practice 

management personnel, and will 

help ensure staff members have 

sufficient time and resources to 

devote to stewardship. 

Approximately 
20 percent  
of pediatric 
visits and  

10 percent 
of adult visits 
in outpatient 
settings result 
in an antibiotic 

prescription.
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•  Communicate with all clinic staff members to set 

patient expectations. Patient visits for acute illnesses 

might or might not result in an antibiotic prescription. 

All staff members in outpatient facilities can improve 

antibiotic prescribing by using consistent messages 

when communicating with patients about the indica-

tions for antibiotics. 

•  Use evidence-based diagnostic criteria and treatment 

recommendations, based, when possible, on national 

or local clinical practice guidelines informed by local 

pathogen susceptibilities. 

•  Use delayed prescribing practices or watchful waiting, 

when appropriate (e.g., acute uncomplicated sinusitis 

or mild acute otitis media). 

•  Provide communications skills training for clinicians, so 

they can address patient concerns regarding prognosis, 

benefits, and harms of antibiotic treatment; manage-

ment of self-limiting conditions; and clinician concerns 

regarding managing patient expectations for antibiot-

ics during a clinical visit.

Patient education
Educating patients about antibiotic resistance is critical to a 

stewardship program, says the CDC.

Patients should be educated about 

the potential harms of antibiotic treat-

ment. Potential harms might include 

common and sometimes serious side 

effects of antibiotics, including nausea, 

abdominal pain, diarrhea, C. difficile 

infection, allergic reactions, and other 

serious reactions. Parents of young 

children, in particular, want to be in-

formed about possible adverse events 

associated with antibiotics. In addition, 

increasing evidence suggests 

antibiotic use in infancy and 

childhood is linked with aller-

gic, infectious, and autoim-

mune diseases, likely through 

disturbing the microbiota 

(i.e., microorganisms within 

and on the human body).

Practices can write and 

display public commitments 

in support of antibiotic stew-

ardship. CDC points out that 

one practice reduced inappropriate 

antibiotic prescriptions for acute respi-

ratory infections after displaying, in ex-

amination rooms, a letter from the cli-

nician to their patients committing to 

prescribing antibiotics appropriately. 

This approach also might facilitate pa-

tient communication about appropri-

ate antibiotic use. 

Effective communications strate-

gies are essential for patient educa-

tion. For example, patients should be 

informed that antibiotic treatment for 

Satisfaction scores among patients 
who expected but were not prescribed 
antibiotics can improve if the physician 
provides recommendations for when 
to seek medical care if conditions 
worsen or fail to improve.
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viral infections provides no benefit. They also should be in-

formed that certain bacterial infections (e.g., mild ear and 

sinus infections) might improve without antibiotics. 

Satisfaction scores among patients who expected but 

were not prescribed antibiotics can improve if the physician 

provides recommendations for when to seek medical care if 

conditions worsen or fail to improve.

Outpatient settings remain a crucial 

component of antibiotic stewardship 

in the United States. Establishing ef-

fective antibiotic stewardship inter-

ventions can protect patients and op-

timize clinical outcomes in outpatient 

health care settings. JHC

Approximately 60 percent of U.S. antibi-
otic expenditures for humans are related to care 

received in outpatient settings 

At least 30 percent of outpatient antibiotic 

prescriptions in the United States are unneces-

sary, and at least half might be inappropriate (due 

to inappropriate selection, dosing or duration).

During 2013 in the United States, approxi-

mately 269 million antibiotic prescriptions were 

dispensed from outpatient pharmacies.

Approximately 20 percent of pediatric visits 

and 10 percent of adult visits in outpatient set-

tings result in an antibiotic prescription. 

Antibiotic resistance leads to an estimated 2 

million infections and 23,000 deaths per year in 

the United States

Antibiotic treatment is the most important risk 

factor for Clostridium difficile infection. In 2011, 

an estimated 453,000 cases of C. difficile infection 

occurred in the United States, approximately one 

third of which were community-associated in-

fections (i.e., occurred in patients with no recent 

overnight stay in a healthcare facility).

Complications from antibiotics range from 

common side effects, such as rashes and diar-

rhea, to less common adverse events, such as se-

vere allergic reactions. These adverse drug events 

lead to an estimated 143,000 emergency depart-

ment visits annually and contribute to excess use 

of healthcare resources 

Facts about antibiotic prescriptions

Source: “Core Elements of Outpatient Antibiotic Stewardship,” Centers for Disease Control and Preven-

tion, Morbidity and Mortality Weekly Report, Nov. 11, 2016, http://www.cdc.gov/mmwr/volumes/65/

rr/pdfs/rr6506.pdf

To view “Core Elements of Outpatient Antibiotic Stewardship,”  

go to http://www.cdc.gov/mmwr/volumes/65/rr/pdfs/rr6506.pdf

http://www.cdc.gov/mmwr/volumes/65/rr/pdfs/rr6506.pdf
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HEALTHCARE LEADERSHIP By Dan Nielsen 

America’s Healthcare Leaders recently began fea-
turing segments of an exclusive interview with Joel Allison, 

retiring president & CEO of Baylor Scott & White Health.  

Allison announced his retirement as CEO of the large not-

for-profit health system in March of this year, and his official 

last day at the helm will be Feb. 1, 2017. 

Allison is one of dozens of senior healthcare executives who 

have offered their unique insights and advice to fellow health-

care leaders by being featured on the America’s Healthcare 

Leaders site. 

In the first segment from this interview, Allison shared a 

bit about his extensive career and the joy he has had at each 

unique position over the last four decades, noting:

“It’s my calling, and I have always felt called  

into the ministry of healthcare.”

This is a refreshing perspective to have on your career. When 

you view your job as a calling, it gives more meaning and reen-

ergizes your passion for your tasks. 

Three viewpoints of work
Yale psychologist Dr. Amy Wrzesniewski conducted a study 

that suggests people view their work in 

one of the following three categories:

•  Job: “Focus on financial rewards 

and necessity rather than pleasure 

or fulfillment; not a major positive 

part of life.”

• Career: “Focus on advancement.”

•  Calling: “Focus on enjoyment of 

fulfilling, socially useful work.”

The study concluded that those who 

fall into the “calling” section report hav-

ing a higher satisfaction level with their 

lives and work. 

How do you view your work? Have 

you considered it recently? The average 

person spends one-third of his or her 

life working, and the further your career 

progresses, the higher this number can 

go. Don’t spend your life begrudgingly 

going through the motions. Find some-

thing you are called to do and follow 

your passion! JHC

Dan Nielsen is the author of the books Presidential Leadership (2013) and Be An Inspirational Leader (2016). He 
regularly writes and speaks on the topics of Leadership Excellence and Achieving Greater Success, and is avail-
able to deliver keynote presentations or facilitate discussions for your organization. For more info, please visit  
www.americashealthcareleaders.com/speaking.

Follow Your 
Calling

http://www.americashealthcareleaders.com/speaking.
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“The work we’re doing…will directly impact 
the way that healthcare will soon be delivered 

to patients nationwide,” said Susan E. Skochelak, 

M.D., MPH, group vice president for medical 

education at the American Medical Association 

(AMA), in a March press release. Skochelak was 

referring to the AMA’s “Accelerating Change in 

Medical Education” initiative.

The initiative, now in its third year, provides 

grants to 32 medical schools across the country so 

they can reinvent their curriculums and ensure that 

tomorrow’s physicians are prepared to offer the 

quality of care necessary for tomorrow’s patients.

After reporting on a number of these programs, 

the Journal of Healthcare Contracting has identi-

fied five broad – and interrelated – themes: 

• Patient-centered care

• Health systems science

• Team-based care

• Value-based care

• Leadership

Patient-centered care
“By serving as patient navigators, our medical 

students see healthcare and its challenges not 

only from the perspective of doctors, but also 

through the patients’ eyes,” said Penn State Col-

lege of Medicine Vice Dean for Educational Af-

fairs Therese M. Wolpaw, M.D., in the March AMA 

press release.

Jed Gonzalo, M.D., M.Sc., associate dean for 

health systems education at Penn State College 

of Medicine, and colleagues launched the Sys-

tems Navigation Curriculum in 2014. First-year 

students, serving as patient navigators, become 

active participants in all aspects of a patient’s 

path to wellness. This work might include visiting 

the patient prior to discharge to assess her plan 

and potential health obstacles going forward, 

calling on the patient at his home to learn pos-

sible factors preventing him from obtaining the 

medical resources or attention he needs, or join-

ing him at an outpatient doctor visit.

The patient navigators, like many future physi-

cians, are working with health specialists, mental 

health professionals, and patient care coordina-

tors to gain a more holistic view of the healthcare 

system, uniting the various aspects of the pa-

tient’s care process to make it more efficient.

Patient safety is also an important component 

of patient-centered care. The VISTA program, in-

stituted in September at the University of Chicago 

Pritzker School of Medicine, takes a unique focus 

on this concept, says Jeanne Farnan, M.D., MHPE, 

associate professor of medicine. VISTA stands for 

“value, improvement, safety and team advocates.”

“By serving as patient 
navigators, our medical 
students see healthcare 

and its challenges not only 
from the perspective of 

doctors, but also through 
the patients’ eyes.” 

– Therese M. Wolpaw, M.D.
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Pritzker’s “horror room” gives 

medical students 15 minutes 

to identify roughly 17 potential 

hazards in a simulated patient 

environment. Depending on 

the theoretical patient in ques-

tion, hazards might include a 

box of latex gloves near a pa-

tient who is allergic to latex, 

an empty soap dispenser, a 

urinary catheter that could put 

the patient at risk of infection, 

or a mattress that might lead to 

a pressure ulcer.

The patient experience is 

central to Pritzker’s program. 

“What are those things that 

are unique to [the] patient as 

an individual who is experi-

encing that disease, [who] has 

their own unique perspective 

and priorities they want in their 

treatment?” said Farnan.

Health systems science
Whereas doctors have tradi-

tionally focused on basic scien-

tific and clinical factors in their 

practice, tomorrow’s graduates 

will also need a working knowl-

edge of economic factors, so-

cial determinants of health, 

and population health. These 

concepts form the basis of 

health systems science, which 

is at the core of the Primary  

Care-Population Medicine cur-

riculum at Brown University’s 

Alpert Medical School.

Students in the joint M.D.-

ScM degree program at Alpert 

learn about health disparities 

and the intersection of popu-

lation and clinical medicine, 

including subjects such as ad-

vanced biostatistics, epidemiol-

ogy, and healthcare leadership. 

“These are the skills that are 

necessary to succeed as a phy-

sician in this rapidly evolving 

healthcare system,” said Paul 

George, M.D., MHPE, associate 

professor of family medicine.

These skills – social determi-

nants of health, economics, and 

epidemiology – are also key parts 

of the new Longitudinal Core Cur-

riculum at East Carolina Universi-

ty’s Brody School of Medicine.

“There are many [factors] 

that influence health outside 

the healthcare you receive,” said 

Elizabeth Baxley, M.D., senior as-

sociate dean for academic affairs 

at Brody. The Longitudinal Core 

Curriculum focuses on “under-

standing the patient from their 

perspective,” bringing together 

patient safety, quality improve-

ment, and population health 

Pritzker’s ‘horror room’ 
gives medical students  
15 minutes to identify 

roughly 17 potential 
hazards in a simulated  

patient environment.
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“ For decades, we’ve been 
training physicians that 
were sovereign cowboys.”  

– Jed Gonzalo, M.D., M.Sc.

to give students a better understanding of health 

systems and methods to improve them.

Team-based care
Brody’s program also focuses on interprofes-

sional care: physicians working in teams with 

other healthcare professionals, rather than alone. 

Team-based care is a common theme among the 

schools in the AMA consortium.

Gonzalo, speaking about Penn State’s Systems 

Navigation Curriculum, observed that “[f]or decades, 

we’ve been training physicians that were sover-

eign cowboys.” But now, he says, physicians need 

to be team players who understand the value that 

other players bring to that team.

“The outreach worker is just as important as 

the doctor,” said Pedro “Joe” Greer, Jr., M.D., asso-

ciate dean of community engagement and chair 

of the Department of Medicine, Family Medicine 

and Community Health, at Florida International 

University’s Herbert Wertheim College of Medi-

cine. At FIU, interprofessional care and commu-

nity health combine to form a unique program.

Medical students in FIU’s program spend three 

and a half years working in teams comprising 

doctors, social workers, educators, lawyers, and 

public health specialists to serve low-income, un-

insured families at the families’ homes.

“No longer can we doctors be in isolation,” said 

Greer. “We have to fulfill our social contract with 

the country,” which means providing care that 

meets patients’ basic needs. “Instead of every-

body coming to the mountain, maybe the moun-

tain’s got to spread out.”

At University of Chicago’s Pritzker School of 

Medicine, first-year medical students shadow 

nurses to gain experience in the 

clinical environment, as well as 

to see the care process from the 

nurses’ perspective. Pritzker is 

also developing opportunities 

for medical students to work 

with peers in the physical ther-

apy, respiratory therapy, and 

chaplain programs.

“We have moved away from 

the older paradigm of ‘doctor as leader,’” said Far-

nan. “We’ve started to recognize that the earlier 

you introduce students to other providers, the 

more they function as team members.”

Value-based care
“[W]e have a moral imperative to keep [com-

munities] healthy,” said Isaac Kirstein, D.O., dean 

of the Cleveland campus of the Ohio University 

Heritage College of Osteopathic Medicine. Heri-

tage’s “transformative care” curriculum, set to be 

implemented in the fall of 2018, emphasizes val-

ue-based care to reflect changing payment mod-

els and to keep patients from returning to the  
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doctor – and to reduce their 

need to do so in the first place.

In order to accomplish their 

goal of keeping communities 

healthy, the Heritage faculty is 

also taking a team-based ap-

proach in the new curriculum. 

“Health outcomes are better 

when patients have access to a 

primary care team,” said Kirstein.

University of Chicago’s Pritz-

ker School also emphasizes val-

ue-based care by focusing on 

patients’ financial needs. Stu-

dents there will learn how to 

screen patients for cost-related 

underuse – failure to use medication or seek care 

due to inadequate insurance coverage – and will 

use screening tools to evaluate whether and how 

their patients have had to compromise their qual-

ity of life in order to get medication or care.

Leadership
Across the board there is an emphasis on train-

ing tomorrow’s physicians to be leaders in the 

healthcare field. Some schools, such as Brody, have 

implemented programs for a select group of stu-

dents considered to have the potential to become 

leaders in population and community health.

Other programs, such as those at Mayo Medi-

cal School and Brown University’s Alpert Medical 

School, have made leadership part of their degree 

programs. At Mayo, students can choose to pur-

sue a master’s degree in Science of Health Care 

Delivery in tandem with their medical degree.

The M.D.-M.S. program will 

prepare students to become 

agents for healthcare system 

changes, said Stephanie Starr, 

M.D., assistant professor of pe-

diatrics. “They will be uniquely 

positioned to close gaps relat-

ed to healthcare delivery, lead 

change and affect policy.”

Similarly, at Alpert, “We hope 

graduates of the program will be 

practicing physicians who see 

patients, but also lead in some 

way,” said George. These lead-

ership roles might range from 

leading a community health 

center, to being the chief medical officer at a large 

private practice, to leading a city or state public 

health department.

Tomorrow’s physician customer
The healthcare field is experiencing still other 

changes, which doctors and supply chain execu-

tives will need to be aware of. For example, Indiana 

University is using electronic medical records to 

study population health. Many of the other con-

sortium schools are also focusing on population 

and community health in their own curriculums.

Many of the programs in the Accelerating 

Change consortium have already begun teaching 

students under the new curriculums, and others 

will soon be following. This means that by the year 

2020, a new generation of doctors will be prac-

ticing medicine, and JHC readers will have a new 

generation of customers to serve. JHC

“Instead of 
everybody 

coming to the 
mountain, 
maybe the 
mountain’s 

got to  
spread out.” 

– Pedro “Joe” Greer, Jr., M.D.
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INFILTRATE WITH GREATER

EXPAREL® (bupivacaine liposome injectable suspension) has a broad indication that 
doesn’t limit your use by surgery type or surgical site. It is indicated for administration 
into the surgical site to produce postsurgical analgesia.

By providing long-lasting pain control with less need for opioids, EXPAREL may 
help you reduce the opioid burden to your patients. In our soft tissue trial, more 
EXPAREL patients were opioid-free compared with placebo patients: 28% vs 10%, 
respectively (P<0.0008).*  

If you want to use EXPAREL with bupivacaine HCl, you can administer both in the same 
syringe as long as the milligram dose ratio of bupivacaine HCI to EXPAREL does not 
exceed 1:2.

*The clinical bene� t of the decrease in opioid consumption was not demonstrated in pivotal trials.

©2016 Pacira Pharmaceuticals, Inc., Parsippany, NJ 07054
PP-EX-US-1975        12/16

Please see brief summary of Prescribing Information on reverse side. Full Prescribing Information is also available 
at www.EXPAREL.com.

For more information, please visit www.EXPAREL.com or call 1-855-RX-EXPAREL (793-9727).

Important Safety Information
EXPAREL is contraindicated in obstetrical paracervical block anesthesia. In clinical trials, the most common adverse 
reactions (incidence ≥10%) following EXPAREL administration were nausea, constipation, and vomiting. EXPAREL is not 
recommended to be used in the following patient population: patients <18 years old and/or pregnant patients. Because 
amide-type local anesthetics, such as bupivacaine, are metabolized by the liver, EXPAREL should be used cautiously 
in patients with hepatic disease. Patients with severe hepatic disease, because of their inability to metabolize local 
anesthetics normally, are at a greater risk of developing toxic plasma concentrations.
Warnings and Precautions Speci� c to EXPAREL
EXPAREL is not recommended for the following types or routes of administration: epidural, intrathecal, regional nerve 
blocks, or intravascular or intra-articular use. Non-bupivacaine-based local anesthetics, including lidocaine, may cause 
an immediate release of bupivacaine from EXPAREL if administered together locally. The administration of EXPAREL 
may follow the administration of lidocaine after a delay of 20 minutes or more. Formulations of bupivacaine other than 
EXPAREL should not be administered within 96 hours following administration of EXPAREL.
Warnings and Precautions for Bupivacaine-Containing Products
Central Nervous System (CNS) Reactions: There have been reports of adverse neurologic reactions with the use of 
local anesthetics. These include persistent anesthesia and paresthesias. CNS reactions are characterized by excitation 
and/or depression. Cardiovascular System Reactions: Toxic blood concentrations depress cardiac conductivity and 
excitability which may lead to dysrhythmias sometimes leading to death. Allergic Reactions: Allergic-type reactions 
(eg, anaphylaxis and angioedema) are rare and may occur as a result of hypersensitivity to the local anesthetic or to 
other formulation ingredients. Chondrolysis: There have been reports of chondrolysis (mostly in the shoulder joint) 
following intra-articular infusion of local anesthetics, which is an unapproved use.
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Brief Summary  
(For full prescribing information refer to package insert)
IndIcatIonS and USage
EXPAREL is indicated for administration into the surgical site to 
produce postsurgical analgesia. 
EXPAREL has not been studied for use in patients younger than 18 years 
of age.
contraIndIcatIonS
EXPAREL is contraindicated in obstetrical paracervical block anesthesia. 
While EXPAREL has not been tested with this technique, the use of 
bupivacaine HCl with this technique has resulted in fetal bradycardia 
and death.
WarnIngS and PrecaUtIonS
Warnings and Precautions Specific for eXPareL
As there is a potential risk of severe life-threatening adverse effects 
associated with the administration of bupivacaine, EXPAREL should be 
administered in a setting where trained personnel and equipment are 
available to promptly treat patients who show evidence of neurological 
or cardiac toxicity.
Caution should be taken to avoid accidental intravascular injection of 
EXPAREL. Convulsions and cardiac arrest have occurred following 
accidental intravascular injection of bupivacaine and other amide-
containing products.
Using EXPAREL followed by other bupivacaine formulations has 
not been studied in clinical trials. Formulations of bupivacaine other 
than EXPAREL should not be administered within 96 hours following 
administration of EXPAREL.
EXPAREL has not been evaluated for the following uses and, therefore, 
is not recommended for these types of analgesia or routes of 
administration.

•   epidural
•   intrathecal
•   regional nerve blocks
•   intravascular or intra-articular use

EXPAREL has not been evaluated for use in the following patient 
population and, therefore, it is not recommended for administration to 
these groups.

•   patients younger than 18 years old
•   pregnant patients

The ability of EXPAREL to achieve effective anesthesia has not been 
studied. Therefore, EXPAREL is not indicated for pre-incisional or pre-
procedural loco-regional anesthetic techniques that require deep and 
complete sensory block in the area of administration.
adverSe reactIonS
clinical trial experience
The safety of EXPAREL was evaluated in 10 randomized, double-blind, 
local administration into the surgical site clinical studies involving 
823 patients undergoing various surgical procedures. Patients were 
administered a dose ranging from 66 to 532 mg of EXPAREL. In these 
studies, the most common adverse reactions (incidence greater than 
or equal to 10%) following EXPAREL administration were nausea, 
constipation, and vomiting.  
The common adverse reactions (incidence greater than or equal 
to 2% to less than 10%) following EXPAREL administration were 
pyrexia, dizziness, edema peripheral, anemia, hypotension, pruritus, 
tachycardia, headache, insomnia, anemia postoperative, muscle spasms, 
hemorrhagic anemia, back pain, somnolence, and procedural pain.
drUg InteractIonS
EXPAREL can be administered in the ready to use suspension or diluted 
to a concentration of up to 0.89 mg/mL (i.e., 1:14 dilution by volume) 
with normal (0.9%) saline or lactated Ringer’s solution. EXPAREL must 
not be diluted with water or other hypotonic agents as it will result in 
disruption of the liposomal particles.
EXPAREL should not be admixed with local anesthetics other than 
bupivacaine. Non-bupivacaine based local anesthetics, including 
lidocaine, may cause an immediate release of bupivacaine from 
EXPAREL if administered together locally. The administration of 
EXPAREL may follow the administration of lidocaine after a delay of  
20 minutes or more.
Bupivacaine HCl administered together with EXPAREL may impact the 
pharmacokinetic and/or physicochemical properties of EXPAREL, and 
this effect is concentration dependent. Therefore, bupivacaine HCl and 
EXPAREL may be administered simultaneously in the same syringe, 
and bupivacaine HCl may be injected immediately before EXPAREL as 
long as the ratio of the milligram dose of bupivacaine HCl solution to 
EXPAREL does not exceed 1:2.
The toxic effects of these drugs are additive and their administration 
should be used with caution including monitoring for neurologic and 
cardiovascular effects related to toxicity.
Other than bupivacaine as noted above, EXPAREL should not be 
admixed with other drugs prior to administration.
USe In SPecIFIc PoPULatIonS
Pregnancy
Risk Summary
There are no studies conducted with EXPAREL in pregnant women. 
In animal reproduction studies, embryo-fetal deaths were observed 
with subcutaneous administration of bupivacaine to rabbits during 
organogenesis at a dose equivalent to 1.6 times the maximum 
recommended human dose (MRHD) of 266 mg. Subcutaneous 
administration of bupivacaine to rats from implantation through weaning 
produced decreased pup survival at a dose equivalent to 1.5 times the 
MRHD [see Data]. Based on animal data, advise pregnant women of the 
potential risks to a fetus.
The background risk of major birth defects and miscarriage for the 
indicated population is unknown. However, the background risk in the 

U.S. general population of major birth defects is 2-4% and of miscarriage 
is 15-20% of clinically recognized pregnancies. 
Clinical Considerations
Labor or Delivery
Bupivacaine is contraindicated for obstetrical paracervical block 
anesthesia. While EXPAREL has not been studied with this technique, 
the use of bupivacaine for obstetrical paracervical block anesthesia has 
resulted in fetal bradycardia and death.
Bupivacaine can rapidly cross the placenta, and when used for epidural, 
caudal, or pudendal block anesthesia, can cause varying degrees of 
maternal, fetal, and neonatal toxicity. The incidence and degree of toxicity 
depend upon the procedure performed, the type, and amount of drug 
used, and the technique of drug administration. Adverse reactions in the 
parturient, fetus, and neonate involve alterations of the central nervous 
system, peripheral vascular tone, and cardiac function.
Data
Animal Data
Bupivacaine hydrochloride was administered subcutaneously to rats and 
rabbits during the period of organogenesis (implantation to closure of 
the hard plate). Rat doses were 4.4, 13.3, and 40 mg/kg/day (equivalent 
to 0.2, 0.5 and 1.5 times the MRHD, respectively, based on the BSA 
comparisons and a 60 kg human weight) and rabbit doses were 1.3, 
5.8, and 22.2 mg/kg/day (equivalent to 0.1, 0.4 and 1.6 times the MRHD, 
respectively, based on the BSA comparisons and a 60 kg human weight). 
No embryo-fetal effects were observed in rats at the doses tested with the 
high dose causing increased maternal lethality. An increase in embryo-
fetal deaths was observed in rabbits at the high dose in the absence of 
maternal toxicity.
Decreased pup survival was noted at 1.5 times the MRHD in a rat pre- and 
post-natal development study when pregnant animals were administered 
subcutaneous doses of 4.4, 13.3, and 40 mg/kg/day buprenorphine 
hydrochloride (equivalent to 0.2, 0.5 and 1.5 times the MRHD, 
respectively, based on the BSA comparisons and a 60 kg human weight) 
from implantation through weaning (during pregnancy and lactation).
Lactation
Risk Summary 
Limited published literature reports that bupivacaine and its’ metabolite, 
pipecolylxylidide, are present in human milk at low levels. There is no 
available information on effects of the drug in the breastfed infant 
or effects of the drug on milk production. The developmental and 
health benefits of breastfeeding should be considered along with the 
mother’s clinical need for EXPAREL and any potential adverse effects 
on the breastfed infant from EXPAREL or from the underlying maternal 
condition.
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
geriatric Use
Of the total number of patients in the EXPAREL surgical site infiltration 
clinical studies (N=823), 171 patients were greater than or equal to 
65 years of age and 47 patients were greater than or equal to 75 years 
of age. No overall differences in safety or effectiveness were observed 
between these patients and younger patients. Clinical experience with 
EXPAREL has not identified differences in efficacy or safety between 
elderly and younger patients, but greater sensitivity of some older 
individuals cannot be ruled out.
Hepatic Impairment
Because amide-type local anesthetics, such as bupivacaine, are 
metabolized by the liver, these drugs should be used cautiously in 
patients with hepatic disease. Patients with severe hepatic disease, 
because of their inability to metabolize local anesthetics normally, are at 
a greater risk of developing toxic plasma concentrations.
renal Impairment
Bupivacaine is known to be substantially excreted by the kidney, and 
the risk of toxic reactions to this drug may be greater in patients with 
impaired renal function. Care should be taken in dose selection of 
EXPAREL.
overdoSage
In the clinical study program, maximum plasma concentration (Cmax) 
values of approximately 34,000 ng/mL were reported and likely reflected 
inadvertent intravascular administration of EXPAREL or systemic 
absorption of EXPAREL at the surgical site. The plasma bupivacaine 
measurements did not discern between free and liposomal-bound 
bupivacaine making the clinical relevance of the reported values 
uncertain; however, no discernible adverse events or clinical sequelae 
were observed in these patients.
doSage and admInIStratIon
EXPAREL is intended for single-dose administration only.  
The recommended dose of EXPAREL is based on the following factors:

•  Size of the surgical site
•  Volume required to cover the area
•  Individual patient factors that may impact the safety of an amide 

local anesthetic
•  Maximum dose of 266 mg (20 mL)

As general guidance in selecting the proper dosing for the planned 
surgical site, two examples of dosing are provided. One example of 
the recommended dose comes from a study in patients undergoing 
bunionectomy. A total of 8 mL (106 mg) was administered as 7 mL of 
EXPAREL infiltrated into the tissues surrounding the osteotomy, and  
1 mL infiltrated into the subcutaneous tissue.
Another example comes from a study of patients undergoing 
hemorrhoidectomy. A total of 20 mL (266 mg) of EXPAREL was diluted 
with 10 mL of saline, for a total of 30 mL, divided into six 5 mL aliquots, 
injected by visualizing the anal sphincter as a clock face and slowly 
infiltrating one aliquot to each of the even numbers to produce a field block.
compatibility considerations
Admixing EXPAREL with drugs other than bupivacaine HCl prior to 
administration is not recommended.

•  Non-bupivacaine based local anesthetics, including lidocaine,  
may cause an immediate release of bupivacaine from EXPAREL 
if administered together locally. The administration of EXPAREL 

may follow the administration of lidocaine after a delay of 20 
minutes or more.

•  Bupivacaine HCl administered together with EXPAREL may impact 
the pharmacokinetic and/or physicochemical properties of EXPAREL, 
and this effect is concentration dependent. Therefore, bupivacaine 
HCl and EXPAREL may be administered simultaneously in the same 
syringe, and bupivacaine HCl may be injected immediately before 
EXPAREL as long as the ratio of the milligram dose of bupivacaine 
HCl solution to EXPAREL does not exceed 1:2.

 The toxic effects of these drugs are additive and their administration 
should be used with caution including monitoring for neurologic 
and cardiovascular effects related to toxicity.

•  When a topical antiseptic such as povidone iodine (e.g., 
Betadine®) is applied, the site should be allowed to dry before 
EXPAREL is administered into the surgical site. EXPAREL should 
not be allowed to come into contact with antiseptics such as 
povidone iodine in solution.

Studies conducted with EXPAREL demonstrated that the most common 
implantable materials (polypropylene, PTFE, silicone, stainless steel, 
and titanium) are not affected by the presence of EXPAREL any more 
than they are by saline. None of the materials studied had an adverse 
effect on EXPAREL.
non-Interchangeability with other Formulations of Bupivacaine
Different formulations of bupivacaine are not bioequivalent even if the 
milligram dosage is the same. Therefore, it is not possible to convert 
dosing from any other formulations of bupivacaine to EXPAREL and 
vice versa.
cLInIcaL PHarmacoLogy
Pharmacokinetics
Local infiltration of EXPAREL results in significant systemic plasma 
levels of bupivacaine which can persist for 96 hours. Systemic plasma 
levels of bupivacaine following administration of EXPAREL are not 
correlated with local efficacy.    
cLInIcaL StUdIeS
The efficacy of EXPAREL was compared to placebo in two multicenter, 
randomized, double-blinded clinical trials. One trial evaluated the 
treatments in patients undergoing bunionectomy; the other trial evaluated 
the treatments in patients undergoing hemorrhoidectomy. 
Study 1
A multicenter, randomized, double-blind, placebo-controlled, parallel-
group clinical trial evaluated the safety and efficacy of 106 mg (8 mL) 
EXPAREL in 193 patients undergoing bunionectomy. The mean age was 
43 years (range 18 to 72).
Study medication was administered directly into the site at the conclusion 
of the surgery, prior to closure. There was an infiltration of 7 mL of 
EXPAREL into the tissues surrounding the osteotomy and 1 mL into the 
subcutaneous tissue.
Pain intensity was rated by the patients on a 0 to 10 numeric rating scale 
(NRS) out to 72 hours. Postoperatively, patients were allowed rescue 
medication (5 mg oxycodone/325 mg acetaminophen orally every 4 to 
6 hours as needed) or, if that was insufficient within the first 24 hours, 
ketorolac (15 to 30 mg IV). The primary outcome measure was the area 
under the curve (AUC) of the NRS pain intensity scores (cumulative 
pain scores) collected over the first 24 hour period. There was a 
significant treatment effect for EXPAREL compared to placebo. EXPAREL 
demonstrated a significant reduction in pain intensity compared to 
placebo for up to 24 hours (p<0.001).
Study 2
A multicenter, randomized, double-blind, placebo-controlled, parallel-
group clinical trial evaluated the safety and efficacy of 266 mg  
(20 mL) EXPAREL in 189 patients undergoing hemorrhoidectomy. The 
mean age was 48 years (range 18 to 86).
Study medication was administered directly into the site (greater than 
or equal to 3 cm) at the conclusion of the surgery. Dilution of 20 mL of 
EXPAREL with 10 mL of saline, for a total of 30 mL, was divided into 
six 5 mL aliquots. A field block was performed by visualizing the anal 
sphincter as a clock face and slowly infiltrating one aliquot to each of 
the even numbers.
Pain intensity was rated by the patients on a 0 to 10 NRS at multiple 
time points up to 72 hours. Postoperatively, patients were allowed 
rescue medication (morphine sulfate 10 mg intramuscular every 4 
hours as needed).
The primary outcome measure was the AUC of the NRS pain intensity 
scores (cumulative pain scores) collected over the first 72 hour period.
There was a significant treatment effect for EXPAREL compared to 
placebo.
This resulted in a decrease in opioid consumption, the clinical benefit of 
which was not demonstrated.
Twenty-eight percent of patients treated with EXPAREL required no 
rescue medication at 72 hours compared to 10% treated with placebo. 
For those patients who did require rescue medication, the mean amount 
of morphine sulfate intramuscular injections used over 72 hours was  
22 mg for patients treated with EXPAREL and 29 mg for patients treated 
with placebo.
The median time to rescue analgesic use was for 15 hours for patients 
treated with EXPAREL and one hour for patients treated with placebo.
Pacira Pharmaceuticals, Inc.
San Diego, CA 92121   USA
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TRENDS By David Thill

New Solutions to  
a Familiar Problem

In the office, doctors are trying new 
approaches to mitigate obesity

Despite recent declines, the overall prevalence of 
childhood obesity in the United States is a serious problem, 

according to the Centers for Disease Control and Prevention. 

School-aged children and young adults have higher rates of 

obesity than preschool-aged children, and children in low-

income families are disproportionately affected. More than 

one-third of U.S. adults have obesity.

As new research continues to emerge on the causes, out-

comes, and treatment of the epidemic, many doctors are 

taking new approaches when working with patients to miti-

gate the problem.

‘Motivational interviewing’
Discussions with patients about obe-

sity have changed dramatically in recent 

years, says Christopher Bolling, M.D., a 

pediatrician at Pediatric Associates PSC 

in Crestview Hills, Ky. Bolling and his col-

leagues have begun using “motivational 

interviewing” with patients and parents, 

a discussion approach that he says is 

more collaborative than prescriptive.

Recommended by the American 

Academy of Pediatrics, the technique 

involves asking open-ended questions 

to patients. “We spend time helping 

patients explore how they feel about 

their own weight, rather than telling 

them to lose weight,” says Bolling. Not-

ing that weight is a sensitive topic for 

children and their parents, he sees this 

approach as a way of exploring what 

their feelings are before beginning a 

full-fledged discussion.

With this approach, he has seen fam-

ilies become more open to discussions 

about the issue. “It’s a way of talking 

with families so they’re more receptive 

to the message.”

Similarly, Nitin Damle, M.D., M.S., 

FACP, president of the American College 

of Physicians (ACP), has seen a “definite 

shift” in attention to obesity among 

patients and doctors, as both groups 

recognize the risk factors the problem 

poses, from diabetes, to heart disease, 

to stroke. Patients are more comfortable 

discussing obesity with their doctors as 
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long as the conversation is not judgmental and is set in a posi-

tive context, he says.

Poverty and obesity
While it is clear that behavioral factors such as diet are im-

portant, there is growing evidence that other factors affect 

the likelihood of a person experiencing obesity. “There’s an 

emerging understanding that your genetics affect it,” says 

Bolling. For example, some people have more resistance to 

the hormone leptin, meaning they are more predisposed to 

obesity. However, many of these genetic factors are not yet 

fully understood.

Bolling believes the condi-

tion is tied to socioeconomic 

status more than other fac-

tors (like race and ethnicity). 

For example, doctors in prac-

tices where many patients are 

on Medicaid will see a much 

higher prevalence of obesity, 

he says.

In a 2010 study, the Ameri-

can Diabetes Association 

(ADA) found a correlation be-

tween high poverty rates and 

high obesity rates in the U.S. One factor contributing to this 

correlation is the lack of access to healthy, affordable food 

for impoverished Americans. When food security is an issue, 

“you eat what you can get your hands on,” says Bolling. “Kids 

will overeat because they’re not sure where their next meal 

will come from.”

The ADA study also noted higher rates of inactivity in 

counties where poverty is more prevalent. This inactivity 

could be the result of less outdoor activity in areas prone 

to violence, as well as lack of access to parks, sports facili-

ties, and gyms in impoverished areas. “What is unknown is 

whether reversing poverty would re-

verse sedentariness and obesity,” the 

study’s authors wrote. However, “The 

link between obesity, inactivity, and 

poverty may be too costly to ignore 

because obesity-associated chronic 

disease already accounts for 70 per-

cent of U.S. health costs.”

Teaching healthy habits
As Bolling points out, concepts such 

as weight and fitness are often de-

scribed as “contagious.” People are in-

spired by the environment they are in 

and the people around them. He says 

that for younger patients, teaching 

good habits and promoting healthy 

lifestyles is important.

“We advocate diet and exercise irre-

spective of age group,” says ACP Presi-

dent Damle. “The basics of diet and vig-

orous exercise remain the cornerstone 

for meaningful weight reduction and 

maintenance.” He also notes that for 

patients with morbid obesity, gastric 

bypass surgery is an option when other 

measures fail.

Damle also stresses that evidence 

indicates certain weight-loss programs, 

such as liquid diets, do not lead to sig-

nificant or sustainable weight loss. “All 

studies show reversal of weight loss 

within a year” after the patient loses 

weight on those programs, he says.

While Bolling believes that doc-

tors are improving in assessing and 

“We spend 
time helping 

patients 
explore how 

they feel about 
their own 

weight, rather 
than telling 

them to lose 
weight.” 

– Christopher Bolling, M.D.
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Obesity affects over 12 million American chil-

dren and adolescents, according to the Cen-

ters for Disease Control and Prevention. Chris-

topher Bolling, M.D., a pediatrician at Pediatric 

Associates PSC in Crestview Hills, Ky., says that 

motivational interviewing – a technique fo-

cusing on creating a more collaborative re-

lationship between doctors and patients – is 

helpful in addressing the issue. However, he 

says, “there’s a shortage of opportunities [for 

doctors] to learn it.”

To help doctors become more adept at ad-

dressing weight management, Bolling and 

colleagues developed an electronic applica-

tion called Change Talk, a role-playing game 

“intended to help doctors practice having 

these sensitive conversations,” according to a 

November 2016 article published by the busi-

ness media website Fast Company, covering 

the newest version of the app, Change Talk 2.0.

Users, including doctors and medical stu-

dents, are placed in a hypothetical clinical sce-

nario in which they pose a question to a family 

to gauge problems the family might be expe-

riencing that are contributing to obesity. Users 

are rewarded for asking open-ended questions.

The first version of Change Talk, launched 

in 2014, had about 30,000 users. A case study 

from the American Academy of Pediatrics 

found that 93 percent of physicians surveyed 

intended to make a change in their health-

care delivery after using it. The Fast Company 

article notes that in a one-month follow up, 

88 percent of those physicians who said they 

would make a change reported actually hav-

ing made that change.

“What we’re trying to do is meet the family 

where they are,” said Bolling. Change Talk 2.0, 

produced by Kognito, is available for Apple 

and Android products. 

Change Talk 2.0

When food 
security is an 

issue, “you 
eat what you 
can get your 

hands on.” 
– Christopher Bolling, M.D.

discussing obesity, he says they 

must continue to think about 

the problem similar to the way 

they think about other chronic 

diseases, such as asthma. There 

will be times when general prac-

titioners need to refer patients to 

specialists.

He believes that distributor 

reps can provide valuable service 

to medical providers by inform-

ing them about new advances in nu-

trition and medical support that help 

patients achieve a healthy weight. Fur-

thermore, reps can let providers know 

how products may affect patients, one 

way or the other, in achieving a healthy 

weight.

Damle believes reps can provide doc-

tors with more literature, videos, and 

electronic applications that promote the 

importance of diet and exercise. JHC
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We talk a lot about trust in our teams and groups. We 
might soon be talking about psychological safety instead. 

Psychological safety has a fairly practical definition. Amy 

Edmondson describes it as “the shared belief that the team 

is safe for interpersonal risk-taking.” Having watched and 

studied teams for more than 20 years, I suspect we have 

much less of this than we imagine. Peter Senge has said that 

the collective intelligence of a group is less than the average  

Psychological 
safety

By Randy Chittum, Ph.D.
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intelligence of that same group. I find this, sadly, too often to 

be the case. And the primary reason for it is this particular 

source of interference called psychological safety.

SCARF model
David Rock, a mindfulness and brain researcher, has de-

veloped a model that is a summary of the five most com-

mon things that our modern-day brains may experience as 

threats. They are detailed in his SCARF model:

S Status

C Certainty

A Autonomy

R Relatedness

F Fairness

Our brains are hardwired to notice these. When we expe-

rience, for example diminishing status or uncertainty, a loss 

of autonomy, not being included, or unfairness, our brain 

experiences this as the type of threat from which it needs to 

protect us. In simple terms, this means that the thinking part 

of our brain starts to shut down. As that happens, we lose 

perspective, judgment, and eventually performance suffers.

How many times have you heard a leader say “everyone 

should feel free to share his or her real thoughts”? How 

many times did it make a difference in what you shared, or 

didn’t share? Real safety in a team is best measured by how 

willing team members are to speak up 

with confidence that they will not be 

diminished or rejected in some way. 

The paradox of understanding what is 

happening in your team is that if you 

lack safety, by definition no one will 

tell you. Almost every team I see lacks 

this type of safety to some degree. It 

is not binary and virtually every team 

has room to navigate on this issue.

Psychological safety is not only the 

absence of something, but the pres-

ence of something as well. When safety 

is present, mistakes are not only toler-

ated but presented for learning. There 

is a “lightness” to how people interact. 

People are not diminished for being an 

outlier, but instead are rewarded. This 

is truly one of those times that action 

speaks louder than words.  

It is important to note that none of 

this means we should have reduced ex-

pectations, or lowered desire to achieve. 

It simply means that our best path to that 

end is the one that values and acknowl-

edges people for their humanity.  JHC

Psychological safety is not only the absence of 
something, but the presence of something as 
well. When safety is present, mistakes are not 

only tolerated but presented for learning.  
There is a “lightness” to how people interact.
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