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Palliative Care Principles Primary 
Care Physicians Should Know

Palliative is derived from the Latin palliare, which means to cloak. In the 
world of palliative care, cloak is quite representative of the many supportive 
functions a palliative care team member can provide for a patient and family. 
This article will help define how the field of palliative medicine has evolved, but 
it is important to understand some of its history first.

In September 2006, the American Board of Medical Specialties (ABMS) 
approved the creation of a subspecialty of Hospice and Palliative Medicine 
(HPM). In June 2006, the Accreditation Council for Graduate Medical 
Education (ACGME) defined a process to have existing HPM fellowship 
programs be accredited by ACGME and set a standard that after 2013 only 
fellowship-trained clinicians would be eligible to sit for the ABMS Board exami-
nation. Today, the ACGME Graduate Medical Education Data Resource Book 
lists 76 ACGME-accredited HPM fellowship programs in the United States. 
In February 2007, the American Osteopathic Association (AOA) Bureau of 
Osteopathic Specialists approved a Certificate of Added Qualification (CAQ) 
in hospice and palliative medicine, and the AOA Boards of Family Medicine, 
Internal Medicine, Neurology & Psychiatry, and Physical Medicine & 
Rehabilitation added the CAQ in hospice and palliative medicine. Currently, the 
AOA lists seven approved hospice and palliative care residency programs in the 
United States.

Even though palliative care is considered a young specialty with only recent 
acknowledgements by national governing medical boards, the concepts and 
principles used by palliative care practitioners find their roots in hospice care. 
The first hospices reported date back to the 11th century, where the incur-
able were given dedicated treatment.1 In 1967, nurse, social worker, and phy-
sician Dame Cicely Saunders founded the world’s first modern hospice, St. 
Christopher’s Hospice, in the United Kingdom. Since its inception, hospice has 
grown dramatically, and its growth has accelerated in recent years to become a 
multibillion dollar a year industry. In 2011, an estimated 1.65 million patients 
received hospice care in 5300 programs throughout the United States, with 
44.6%2,3 of all deaths in the United States occurring within a hospice program, 
accounting for a total Medicare expenditure of $14 billion. To receive hospice 
services, a patient must be deemed terminally ill by two physicians, with the 
expected outcome of death within 6 months if the natural course of medical ill-
ness is left unaltered. 

As medical management of so many illnesses has improved with better therapy 
and fewer side effects, life expectancy has increased as a result. The AARP Public 
Policy Institute released a fact sheet detailing expected growth of Medicare 
beneficiaries. In 2007, 44 million individuals (15% of the U.S. population) were 
enrolled in Medicare. Enrollment numbers are expected to rise dramatically, pro-
jected up to 79 million by 2030 as the baby boomer generation ages.4 This pro-
jected Medicare population is expected to have increasing numbers of chronic 
conditions that are expected to continue to drive costs higher.5 As reported 
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In 2006, the American Board of Medical Specialties 
approved the creation of a subspecialty of hospice and pal-
liative medicine. With the advances of medical management 
leading to increased life expectancy, there has been a cor-
responding increase in the burden of chronic disease, which 
is causing greater problems for physicians in managing the 
quality of life.

●● One of the greatest challenges is explaining to patients, 
families, and other health care providers what palliative 
care is, as recent reports demonstrate that it is often 
confused with hospice end-of-life care.

●● A recent study from northern California demonstrated 
a system-based model that showed less ambulatory and 
inpatient usage as well as fewer ICU days and length of 

stay on subsequent hospitalizations — all accomplished 
with improved patient, family, and physician satisfaction.

●● The primary components of palliative care focus on 
symptom management including pain, nausea and vom-
iting, and dyspnea as well as life planning with family 
communication.

●● Although we may live in a “death-denying” culture, 
primary care physicians should be having realistic discus-
sions with patients about prognosis and death so that 
patients can actually receive the care they desire, patients 
and families can have meaningful discussions regard-
ing life-planning and closure, patients and families can 
develop greater satisfaction regarding the process, and 
health care spending can be reduced at the end of life.

Executive Summary

in a statistical brief by the Medical 
Expenditure Panel Survey, 1% of the 
U.S. population accounted for 28% 
of total health care expenditures, 
and 5% of the U.S. population drove 
more than half of all medical costs.6

A report released by the 
Dartmouth Atlas of Healthcare look-
ing at research from a large-scale, 
Robert Wood Johnson Foundation-
funded study asked patients with seri-
ous illness where they would prefer 
to die at the end of life. A majority of 
the respondents listed home as their 
preference; however, 55% actually 
died in the hospital and the care these 
individuals desired rarely aligned with 
the care they received.7

A recent poll of Californians 
showed a large gap between the care 
patients want and the care received at 
the end of life. This survey, reported 
in the Final Chapter: Californians’ 
Attitudes and Experiences with Death 
and Dying and released in February 
2012 by the California Healthcare 
Foundation, finds that nearly 8 out of 
10 individuals would prefer to die at 
home if seriously ill and reports that 
individuals would want to talk with 
their doctor about end-of-life care. 
Of concern, fewer than 1 in 10 indi-
viduals reported that they had such 
a conversation, including just a little 
more than 1 in 10 (13%) of those 
65 years or older. When specifically 
asked about advanced directives, 82% 

of these individuals corroborated the 
importance of the documents but in 
actuality, fewer than one-fourth had 
completed them.8

As reported by the Center to 
Advance Palliative Care (CAPC) 
2011 public opinion report, once 
patients and families understood the 
definition of palliative care, with lan-
guage that best fit its principles and 
mission, the majority of polled indi-
viduals endorsed that if they had seri-
ous illness they would want access to 
palliative care.9 Certainly patients at 
the end of their life’s journey should 
receive and have access to all mea-
sures of hospice and palliative care, 
to assure comfort, dignity, and qual-
ity of life until death. But one could 
argue that suffering is not only per-
ceived for those who fit Medicare’s 
defined end-of-life window; in fact, 
suffering is something patients with 
serious illness and their families 
battle every day. Research proves 
that patients want access to symptom 
management, clarity and alignment 
of their goals of care, and total sup-
port not only for themselves but also 
for their families. This is where pal-
liative care and its principles can be 
effectively used to satisfy this need.9

What Is Palliative Care?
One of the greatest challenges pal-

liative medicine practitioners face is 
explaining to patients, families, health 

care administrators, and other health 
care workers what they really do. This 
point was proven by the CAPC pub-
lic opinion strategies report, which 
received support from the American 
Cancer Society and the American 
Cancer Society Action Network in 
2011. This survey set objectives 
to explore its targeted audiences’ 
awareness and understanding of pal-
liative care and to test the language 
by which the term was defined. 
Interpretation of what palliative medi-
cine is or does is often defined by an 
individual’s perceived understanding 
of what he/she feels. This survey 
polled 800 registered users (300 of 
these members were seniors ≥ 65 
years of age) via telephone and asked, 
“How knowledgeable, if at all, are 
you about palliative care?”9

The report illustrated that palliative 
care is poorly understood. Seventy-
eight percent of individuals who 
answered the survey said they were 
not at all knowledgeable. A more 
concerning finding is that physicians 
commonly equate palliative care to 
hospice or end-of-life care. A limita-
tion of this report is that only eight 
physicians were polled, but those who 
were questioned were very resistant to 
believe that palliative care is nothing 
more than hospice care or end-of-
life care. These physicians believed 
strongly that patients who receive 
palliative care should have comfort, 
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symptom management, and main-
tenance of dignity at the end of life. 
One individual mentioned support of 
family, but again, directed toward the 
end of the continuum of care. 

The language used to define pallia-
tive care makes a meaningful differ-
ence in what is perceived by patients 
and families. Simply using the word 
serious vs advanced to define the sta-
tus of an illness was shown to have less 
negative emotion, and the medical 
care that would be needed was less 
connected to terminal care for indi-
viduals who were polled. 

Many national and global health 
care governing organizations have 
reported definitions and support for 
palliative care. The World Health 
Organization defines palliative care 
as “an approach that improves the 
quality of life of patients and their 
families facing the problem associated 
with life-threatening illness, through 
the prevention and relief of suffering 
by means of early identification and 
impeccable assessment and treatment 
of pain and other problems, physical, 
psychosocial and spiritual.”10 

The National Hospice and 
Palliative Care Organization defines 
palliative care as “extending the prin-
ciples of hospice care to a broader 
population that could benefit from 
receiving this type of care earlier in 
their illness or disease process. No 
specific therapy is excluded from 
consideration. An individual’s needs 
must be continually assessed and 
treatment options should be explored 
and evaluated in the context of the 
individual’s values and symptoms. 
Palliative care, ideally, would segue 
into hospice care as the illness 
progresses.”11

The National Comprehensive 
Cancer Network (NCCN) has spe-
cific palliative care guidelines, and it 
defines this field as “both a philoso-
phy of care and an organized, highly 
structured system for delivering care 
to persons with life-threatening or 
debilitating illness. Palliative care is 
patient- and family-centered care that 
focuses on effective management of 
pain and other distressing symptoms, 
while incorporating psychologi-
cal and spiritual care according to 

patient/family needs, values, beliefs, 
and culture(s). The goal of palliative 
care is to prevent and relieve suffer-
ing and to support the best possible 
quality of life for patients and their 
families, regardless of the stage of dis-
ease or the need for other therapies. 
Palliative care can be delivered con-
currently with life-prolonging care or 
as the main focus of care.”12

The American Academy of Family 
Physicians has the following defini-
tion: “Palliative care serves patients 
of all ages who have a chronic illness, 
condition, or injury that adversely 
affects daily functioning or reduces 
life expectancy. This care is given by 
an interdisciplinary team that encom-
passes several fields and may include 
volunteer coordinators, bereavement 
coordinators, chaplains, psycholo-
gists, pharmacists, nursing assistants, 
home attendants, dietitians, thera-
pists (e.g., physical, occupational, art, 
play, child life, music), case managers, 
and trained volunteers. In addition 
to the physical aspects of illness, pal-
liative care addresses psychological, 
spiritual, and practical matters. The 
unit of care comprises the patient and 
his or her family as defined by the 
patient or a surrogate; family mem-
bers are not necessarily related to the 
patient but have a significant relation-
ship and provide support.”13

The CAPC updated the language 
in its definition after public opinion 
research showed a significant positive 
impact of this definition. “Palliative 
care is the specialized medical care 
for people with serious illness. This 
type of care is focused on providing 
patients with relief from the symp-
toms of pain and stress of a serious 
illness — whatever the diagnosis. 
The goal is to improve the quality of 
life of both the patient and family. 
Palliative care is provided by a team 
of doctors, nurses, and other special-
ists who work with a patient’s other 
doctors to provide an extra layer of 
support. Palliative care is appropri-
ate at any age and at any stage in a 
serious illness, and can be provided 
together with curative treatment.”9

In gist, palliative care can be 
accessed at any stage of serious ill-
ness, using a multidisciplinary team 

of health care professionals looking 
at aspects of a patient’s care including 
input from family at every level. The 
team works collaboratively with the 
primary medical team to maximize 
symptom control, improve quality of 
life, and support patients and families. 

Where Can I Find 
Palliative Care?

The nation’s hospitals are still 
the most prevalent site for palliative 
medicine delivery. Since 2000, the 
number of palliative care programs 
within hospital systems has grown 
by 148.5%, and as of 2011, 65.7% of 
U.S. hospitals reported having pallia-
tive care programs.14,15 Since hospitals 
are the site for the most acutely ill 
patients, a frequent site of death, and 
a place where fragmented communi-
cation to patients and families is com-
mon, it is not surprising that hospital 
palliative care programs have grown 
so rapidly. 

Data for outpatient penetration 
for palliative care is not as evident. 
The National Cancer Institute (NCI) 
looked at the percentage of pallia-
tive care programs in NCI-accredited 
cancer hospitals and found that 
although there was almost uniform 
access (92%) in the inpatient setting 
to palliative care, greater variability 
existed for outpatient services. Fifty-
nine percent of NCI cancer centers 
reported outpatient palliative care, 
compared to 22% of non-NCI can-
cer centers endorsing availability of 
outpatient palliative care. Another 
key finding was that the services 
offered by these outpatient palliative 
care programs also had quite a bit of 
variability.16-18 The American Society 
of Clinical Oncology also has estab-
lished a position statement regarding 
outpatient palliative care services. It 
recommends increased integration of 
palliative care with goals to achieve 
high-quality comprehensive cancer 
care by 2020.19 

Gaps in the Continuum 
of Care

One of the most evident flaws with 
the current delivery of palliative med-
icine is that it often occurs at end-
of-life care and, in fact, commonly 
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for hospice-eligible patients. With 
Medicare’s new focus on the patient 
experience, looking at pain and other 
symptom scores linking reimburse-
ment to outcomes as a part of the 
Affordable Care Act,20,21 hospitals 
remain a necessary site for palliative 
care delivery. It has been argued and 
proven that earlier palliative care 
intervention improves quality of life, 
and palliative care even improved 
length of life for patients with meta-
static non-small cell lung cancer.22 

Figure 1 illustrates the idea of 
accessing palliative care and its prin-
ciples earlier in the disease trajectory. 
It can be imagined that the amount 
of support palliative care will offer this 
patient and his/her family will ebb 
and flow as needs dictate, with the 
goal to maximize quality of life and to 
reduce suffering while being offered 
concurrently with curative, restorative, 
aggressive medical/surgical care.

The benefit of providing integrated 
palliative care across the entire contin-
uum of care — specifically for high-
risk, late-stage, chronically ill patients 
— is seen clearly by the Advanced 
Illness Management (AIM®) program 
offered by Sutter Health in northern 
California. This systems-based model 
of palliative care delivery has shown 
an increased use of hospice care after 
properly aligning patient/family goals 
using advance directives and medical/
physician orders for life-sustaining 
treatment documents (MOLST/
POLST). Data also showed less 
ambulatory care and inpatient usage 
by patients enrolled in the AIM® 
program. For patients who survived 
more than 90 days after enrollment, 
data showed a 54% decline in hos-
pitalization compared to the 90-day 
interval period prior to AIM® enroll-
ment. ICU days and length of stay on 
subsequent hospitalizations both were 
reduced. Visits to physician’s offices 
also declined, with a small uptick in 
physician telephone calls.23 These 
accomplishments were achieved with 
improved patient, family, and physi-
cian satisfaction when measured.24

Workforce Shortage
Despite palliative care’s rapid 

growth since 2000, there is an 

expected shortage of trained pallia-
tive medicine physicians. As health 
care reform continues to evolve, 
demand for integrated palliative care 
models across the continuum of 
care will continue to place pressure 
on existing palliative care providers. 
To put things into perspective, data 
reported by CAPC’s national report 
card found that for every 71 patients 
facing a heart attack, there is one 
cardiologist available to treat them. 
There is one oncologist for every 
141 newly diagnosed cancer patients. 
Frighteningly, for every 1200 patients 
facing life-threatening, serious illness, 
there is only one certified palliative 
medicine physician available to serve 
their needs.14 As the baby boomers 
age and start to bear more symptoms 
of their comorbid conditions, this 
service gap will continue to widen, 
placing even more strain on those 
individuals trained in the principles of 
palliative medicine. 

New palliative care physicians 
entering the workforce, albeit 
increasing in numbers, are not 
expected to meet the demand for pal-
liative care services. Data from 2011 
show that only 86 new palliative 
medicine physicians will be trained 
per year through accredited fellow-
ship programs in HPM.25 Another 
limiting factor reported by the CAPC 
national report card is that current 
Medicare-funded graduate medical 

education slots are capped, reflect-
ing the effect of the 1997 Balanced 
Budget Act. Many academic centers 
large enough to provide the variabil-
ity and caseload numbers to provide 
adequate exposure to palliative care 
patients to produce competent physi-
cians are at or above their GME resi-
dent cap. Medicare dollars, which are 
used to train most other physicians in 
this country, are not available to train 
future palliative medicine physicians. 
Also, as the grandfather period to be 
able to sit for the ABMS and AOA 
CAQ certification test has already 
closed or is fast closing, patient access 
to Board-certified physicians in pal-
liative medicine will remain at a pre-
mium for the foreseeable future.

Primary Palliative Care
“When does primary care turn into 

palliative care?” This question is the 
title of a recent paper26 that corrobo-
rates the importance of the primary 
care physician’s role in today’s frag-
mented health care delivery system. A 
perception illuminated in this discus-
sion was that many primary care phy-
sicians are not on the front lines when 
it comes to end-of-life care. Often, 
a letter of condolence or a death 
summary is sent from the end-of-life 
responsible care party confirming the 
death of a patient. As the prevalence 
of the site of death has moved from 
home to institutions, it is easy to see 

Figure 1: Palliative Care Integration 
in the Disease Trajectory

Adapted from National Consensus Project for Quality Palliative Care, 2004. Clinical practice 
guidelines for quality palliative care.
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why primary care physicians feel less 
engaged in participating in end-of-
life discussion with patients and their 
families.

Primary care physicians hold 
extreme value in helping patients 
and families transition during criti-
cal phases in their clinical life.26 No 
one is better suited to discuss 
patient goals, desires, and quality-
of-life outcomes than the physician 
who best knows and has the trust 
of that patient and his/her family. 
Numerous studies have shown that 
patients with chronic illness want to 
talk about their choices, align goals 
of care, and have frank discussions 
about prognosis earlier in the dis-
ease trajectory. The groundbreaking 
SUPPORT study showed that patient 
end-of-life wishes and goals were not 
satisfied.21 A lack of discussion of do 
not resuscitate (DNR) preferences 
was shown in this study, with 46% of 
DNR orders in the hospital written 
within 2 days of a patient’s death. 
From a symptom standpoint, this 
study also showed that 50% of dying 
patients experienced severe pain.21 A 
study of cancer patients found there 
are consequences if discussions are 
not held, especially when communi-
cation with physicians was lacking, 
which in this case led in part to these 
patients having unrealistic expecta-
tions of their prognosis and being 
more likely to die in intensive care, 
supported by life-sustaining therapy 
after cardiopulmonary resuscitation.27

Primary care physicians can use 
some palliative care principles, such 
as improving symptom assessment 
and management; using patient and 
family goals vs problem-focused care 
as the directive; learning improved 
understanding of prognosis; deliver-
ing this message with compassion 
and empathy; and recognizing that 
spiritual, psychosocial, and cultural 
elements play a relevant role in creat-
ing suffering in patients with serious 
illness. It is important for primary 
care physicians to remain active in 
this process for families during their 
clinical journey.

An approach that can be used to 
introduce families to the idea of pal-
liative care is to draw an analog to an 

insurance policy. Palliative care helps 
families plan for worst-case clinical 
scenarios. This can be further defined 
as supporting them by providing clar-
ity on what this scenario would look 
like, tying elements of their loved 
one’s life story to help define goals of 
care, and then appropriately utilizing 
clinical tools to support the desired 
outcome. In the end, it is best to try 
to limit the surprises families face 
during end-of-life care. When a pal-
liative care team delivers bad news 
and attempts to transition families to 
end-of-life care, common emotions 
are shock and surprise. The emotion 
that seems to haunt these families the 
most is regret, which often can be 
seen clearly in their faces, many times 
mixed with anger and disbelief. In 
the end, from a family’s perspective, 
the missed opportunity to cherish 
each day that was given, treat it as 
a blessing, reminisce on their life’s 
story, and find gratitude remember-
ing elements that made them a family 
hurts the most.

Guiding and supporting patients 
and their families with life-defining 
decisions is rewarding and is the 
impetus to incorporate palliative care 
principles into primary medical care 
delivery. 

Benefits of 
Implementing Palliative 
Care Principles

The benefits of using palliative care 
principles in primary care practices 
are clear (See Table 1). Implementing 
a structured approach to define what 

factors make up the characteristics of 
a patient and his/her family in the 
context of understanding specific 
domains of concern to individu-
als facing serious and possibly life-
limiting illness can help assure focus 
remains on what is relevant to that 
patient and his or her family. 

Physicians can use established 
patient and family characteristics 
— including understanding demo-
graphics, culture, personal views, 
beliefs, and values — to identify eight 
key domains (see Figure 2) that can 
cause suffering for patients and their 
families with serious illness.28 Using 
knowledge obtained from a patient’s 
life story, a provider who understands 
the interplay that occurs between 
these domains that cause suffering 
and interprets the patient’s value and 
support system will be better suited 
to deliver care tailored specifically to 
their patients. 

Defining the Population
Palliative care can be delivered to 

any patient of any age with a serious, 
potentially life-limiting or life-threat-
ening illness. Disease can be in any 
organ system. Table 2 lists examples 
of conditions that could lead to 
palliative care intervention. Any 
patient with serious illness for whom 
recovery back to baseline function is 
routine and expected would not be 
included in this defined population.29

Certain characteristics of patients 
with serious illness can help define 
their eligibility for palliative care. 
Research shows that individuals with 

• Improved patient and family understanding of illness
• Clarification of treatment goals 
• Assistance with complex medical decision making
• Improved early symptom recognition and expert management
• Supportive services using interdisciplinary team model to deliver 

targeted and efficient care (incorporating all eight domains that 
cause suffering)

• Family support
• Grief support
• Transitional care
• Survivorship
• Reduced hospitalizations/ED visits
• Improved coordination of care

Table 1: Benefits of Outpatient Palliative Care 
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multiple hospitalizations, especially 
with less interval time between, are at 
risk of decline and possibly may need 
palliative care.29 Other functional or 
clinical changes — such as weight 

loss, decrease in functional status, 
more dependence on others for 
activity of daily living support, and 
refractory symptoms despite medical 
intervention — can further reinforce 

to the clinical team that there could 
be unmet palliative care needs for 
this patient and/or his/her family. 
Another clarifying question to ask 
with every palliative care encounter 
is, “Would you be surprised if this 
patient died within 12 months?” This 
“surprise” question has proven to be 
remarkably valid in predicting poor 
outcomes.30-32

Using symptom assessment scales 
also can identify symptom risk, 
incorporating not just physical, but 
psychological and spiritual distress as 
well. NCCN has established guide-
lines for distress management using 
a thermometer linked to practical 
problems as well as physical prob-
lems.33 The National Palliative Care 
Research Center has multiple screen-
ing tools available for use, including 
pain and symptom management, 
functional status, psychosocial care, 
caregiver assessment, and quality-of-
life measuring tools.34

Models of Palliative Care 
Delivery

The Institute of Medicine defines 
primary care as “the provision of 
integrated, accessible health services 
by clinicians who are accountable for 
addressing a large majority of per-
sonal health care needs, developing a 
sustained partnership with patients, 
and practicing in the context of fam-
ily and community.”35 It is important 
to recognize that there is significant 
overlap in the skill sets of primary 
care providers and palliative medi-
cine providers. Some commonalities 
include using excellent communica-
tion skills; involving the patient-
family unit; establishing goals of 
care; practicing care integration; and 
addressing psychosocial, spiritual, and 
cultural concerns.35,36

As health care continues to become 
more complex and fragmented, 
a reasonable option would be to 
defer implementing palliative care 
to specialists. A report published in 
the Journal of the American Medical 
Association showed that during a 
10-year period, the probability of a 
referral to another physician from a 
primary care physician increased by 
94%.37 Patients, however, preferred 

Defining the Population
• Advanced cancer, especially with symptom burden
• Progressive illness

 - Pulmonary disorders
 ° Few conditions, but not limited to: oxygen-dependent chronic 

obstructive pulmonary disease, cystic fibrosis, pulmonary 
fibrosis, pulmonary hypertension

 - Advanced renal disease
 ° Contemplating renal replacement therapy

 - Advanced cardiac disease
 ° Out-of-hospital cardiac arrest
 ° Contemplating medical cardiac support (LVAD)
 ° Consideration of continuously infused inotropic support

 - End-stage AIDS
 - Liver disease

 ° Cirrhosis
 - Neurologic disorders

 ° Few conditions, but not limited to: dementia, neuromuscular 
disease, organ brain disease, amyotrophic lateral sclerosis, 
multiple sclerosis, cerebrovascular accident

• Death imminent
 - Multi-organ system failure, sepsis, major trauma

• Limited social support
• No advanced care planning discussion or document

 - Goals of care conflict
• Consideration of artificial nutrition and hydration

Table 2: Patients Appropriate for Palliative Care 

Patient  
and  

Family

Disease 
management

Physical 
symptoms

Psychological

Social

Spiritual

Functional 
status

End-of-life  
care

Grief

Adapted from: Ferris FD, et al. J Clin Oncol 2009;27:3052-3058.

Figure 2: Domains of Concern for Patients and Families 
Facing Serious Illness
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to see their primary care physician 
despite perceptions that specialists 
were more competent in care for that 
specific medical condition.38 

As previously stated, given that the 
number of Medicare beneficiaries is 
expected to significantly increase and 
that many will be living with multiple 
chronic conditions, primary care 
clinicians will be paramount to meet 
their care needs. With the described 
workforce shortages for palliative care 
personnel and increasing growth of 
at-risk populations, understanding 
and implementing basic palliative 
care principles by primary care physi-
cians makes theoretical sense.39 It 
is important, however, for primary 
care clinicians to be aware of their 
limitations, be aware of community 
resources, recognize when they can 
meet the palliative care needs of their 
patients, and recognize when they 
should consider referral to a palliative 
medicine specialist.35 

A recent article in the New 
England Journal of Medicine dis-
cussed the importance of primary 
palliative care, citing the specialist 
palliative care workforce shortage, 
the need to maintain and protect 
the primary team relationship with 

the patient and family, and ongo-
ing recognition that the provision 
of basic symptom management and 
psychosocial support is a primary care 
responsibility as reasons why it is so 
important.39 The authors stress that 
core palliative care duties, such as 
basic pain and symptom management 
and aligning the plan of care with the 
patient’s goals, should be standard 
care provided by all clinicians. They 
further explain this concept by delin-
eating primary palliative care skills vs 
skills that should be referred to pallia-
tive care specialists (See Table 3).39

Education is key, and although 
educational resources have been 
available since the 1990s, including 
Education in Palliative and End-of-
Life Care (EPEC) and End-of-Life 
Nursing Education Consortium 
(ELNEC), more focused efforts to 
expand palliative care are needed.39 
Individual specialties and institu-
tions should develop expectations 
with prescribed outcomes for basic 
palliative care skills and screening 
tools to guide specialty palliative care 
consultations.39 

Weissman and Meier take pallia-
tive care skill set delineation one step 
farther by identifying three levels 

of palliative care: primary palliative 
care, secondary palliative care, and 
tertiary palliative care. They define 
primary palliative care as “the basic 
skills and competencies required of 
all physicians and other health care 
professionals.” Secondary palliative 
care is provided by specialists in the 
form of consultation or specialty 
care. Tertiary care centers offer 
the provision of tertiary palliative 
care, utilizing specialists to address 
the most complicated cases. These 
centers also focus on research and 
teaching in palliative care.29 They 
also discuss a menu of primary pallia-
tive care services including pain and 
symptom management, psychosocial 
and spiritual assessment, prognosis 
and treatment options, goal setting 
and advance directives, and transition 
care.29 Primary care physicians who 
have access to palliative medicine 
experts in community specialty pro-
grams or tertiary academic centers 
can rely on these experts as valuable 
resources to assist with complicated 
symptom management and pallia-
tive care needs. Specialized palliative 
medicine services should comple-
ment the palliative care provided by 
primary care clinicians. 

Current leaders in palliative 
medicine39 also are petitioning for 
increased research to find a sustain-
able delivery model for primary pal-
liative care, blending in ready access 
to specialty-level support when 
primary interventions fail. Requests 
are being made for leaders in various 
outpatient specialty groups to define 
primary palliative care skills from 
their perspective. Once these skills are 
defined, basic training programs need 
to be constructed and delivered to all 
members, including mid-career prac-
titioners. These programs should be 
linked to performance measures with 
expected target goals for completion, 
including remediation plans. For 
example, the Agency for Healthcare 
Research and Quality funded a grant 
to the American Society of Clinical 
Oncology in partnership with the 
American Academy of Hospice and 
Palliative Medicine (AAHPM) for 
Oncotalk, a program developed 
to improve training for oncology 

Primary vs Specialty-level Palliative Care Skill Set
• Primary palliative care

 - Identification of symptoms/suffering
 - Basic management of pain and symptoms
 - Basic management of depression and anxiety
 - Basic discussions about:

 ° Prognosis
 ° Goals of treatment
 ° Suffering
 ° Code status

• Specialty-level palliative care
 - Management of refractory symptoms
 - Management of complex depression, anxiety, grief, and existential 

distress
 - Assistance with conflict resolution regarding goals or methods of 

treatment
 ° Within families
 ° Between staff and families
 ° Treatment teams

 - Assistance in addressing cases of near futility
Adapted from: Quill TE, Abernethy AP. N Engl J Med 2013;368:1173-1175.

Table 3: Defining Primary and Specialty Palliative Care
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fellows in basic primary palliative care 
principles. Part of the curriculum 
includes improving the awareness 
among future oncologists to recog-
nize complex symptoms, to attempt 
to manage the symptoms, and to 
consider palliative care support if 
symptoms cannot be controlled.40 
Continued efforts to increase access 
for education in palliative care are 
being explored.41

One example of a blended pri-
mary/palliative care delivery model 
is at the Fairview Health System in 
Minneapolis.42 This outpatient pro-
gram was a natural progression from 
the inpatient program. As seen by 
many inpatient palliative care provid-
ers, not all patients they see die or 
reach hospice care, so some form of 
outpatient follow-up is required. This 
was the driving force behind creation 
of this program’s ambulatory pres-
ence. This blended delivery is unique 
because the palliative care group has 
partnered with two primary care 
clinics to educate their physicians on 
outpatient palliative care and their 
role to identify complex cases. They 
developed a script for the primary 
care physicians to use to help intro-
duce palliative care and to discuss 
their role in their patients’ care. 

Primary Palliative Care 
Components

Symptom management. Symptom 
management encompasses addressing 
pain and other distressing physical 
and/or psychosocial symptoms or 
medical problems patients experience 
as a result of their advanced illness. In 
a 2004 study, Paice et al performed 
a retrospective chart review of all 
adult patients who died in the hos-
pital setting over a 6-month period 
in the ICU, oncology, and medical 
unit settings. Of 213 patients who 
met inclusion criteria, 195 were 
included in the final analysis. They 
noted that most of the patients in this 
population experienced one or more 
distressing symptoms: pulmonary 
congestion (92%), confusion (86%), 
fever (78%), dyspnea (78%), pain 
(77%), fatigue (42%), sedation (36%), 
constipation (32%), agitation (32%), 
and decubitus ulcers (26%).43 This 

symptom analysis provides a fairly 
complete list of the typical distressing 
symptoms patients experience in their 
last few days to weeks of life. Other 
common symptoms warranting pal-
liation include nausea, vomiting, 
anxiety, depression, and anorexia.

In 2009, the NCCN released 
Palliative Care Clinical Practice 
Guidelines in Oncology, which 
addresses pain, dyspnea, anorexia/
cachexia, nausea/vomiting, constipa-
tion, malignant bowel obstruction, 
delirium, as well as advance care 
planning and post-death support.44 
Although the guidelines are intended 
for oncology patients, they are appli-
cable to patients with noncancer 
advanced illness. The guidelines also 
embrace the spirit of palliative care 
by addressing symptoms and needs 
early in the disease course rather than 
only focusing on end-of-life. This is 
accomplished by categorizing pal-
liative interventions based on pro-
jected prognosis into years, years to 
months, months to weeks, and weeks 
to days.44 

Pain. It is important to recognize 
that most patients with any serious 
illness will experience at least some 
degree of pain during the course of 
their disease. Pain may be directly 
related to the advanced illness itself, 
the dying process at end-of-life, or 
unrelated, in the form of chronic pain 
as a comorbid condition. Regardless 
of cause, relief of suffering from pain 
for patients with advanced illness is 
globally considered a patient right. 
The Joint Commission released pain 
management standards in 2001 that 
resulted in the designation of assess-
ing pain as “the fifth vital sign.” The 
standards require that assessment 
and treatment of pain is a patient’s 
right, pain should be assessed at 
every initial encounter and reassessed 
periodically as clinically appropriate, 
and pain management education 
should be available for all patients 
suffering from pain and their fami-
lies.45 Despite the Joint Commission 
standards and incorporation of pain 
as the fifth vital sign, improvement 
of pain management has been ques-
tioned. The results of a small VA 
comparison study by Mularski et al 

showed no difference in management 
of pain before and after implementa-
tion of eliciting and documenting 
pain as the fifth vital sign.46 All clini-
cians are responsible for continu-
ing to strive to make an impact on 
relief of suffering from pain related 
to advanced illness. Assessment and 
routine reassessment of pain control 
is critical to achieving good outcomes 
in pain management.

The basis of modern pain manage-
ment is built on the World Health 
Organization stepladder, first 
described in 1986. The pain ladder 
recommends a systematic approach of 
matching the strength of analgesics 
to the level of pain, titrating analge-
sics in a stepwise manner in response 
to uncontrolled pain, administering 
analgesics around-the-clock rather 
than as needed, and utilizing adjuvant 
medications to aid in pain relief.47 

Typical nonopioid analgesics 
include acetaminophen, ibupro-
fen, and other nonsteroidal anti-
inflammatory drugs (NSAIDs). 
These are most effective for mild 
pain, particularly nonmalignant pain. 
Acetaminophen is a good initial 
choice for pain relief in the elderly 
who are struggling with advanced 
noncancer illness, since their source 
of pain is often musculoskeletal 
related to osteoarthritis and may be 
compounded by decreased mobility. 
For ongoing pain, acetaminophen is 
most effective if it is administered on 
a routine schedule, being mindful not 
to exceed 3 g in 24 hours for geriat-
ric patients and exercising caution in 
patients with hepatic or kidney dis-
ease. NSAIDs can be helpful for mild 
malignant or nonmalignant bone 
pain. In the palliative care patient 
population, NSAIDs are most com-
monly used as adjuvants to opioids 
for bone pain relief. Caution should 
be used when prescribing NSAIDs 
to geriatric patients and patients with 
renal, hepatic, hematologic, and car-
diovascular disease, and a history of 
GI bleeding. Consideration should 
be given to prescribe GI prophylaxis 
for prolonged NSAID administration 
or concomitant steroid use.

Opioid/nonopioid combination 
medications are very commonly 
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prescribed in all areas of pain man-
agement. In the palliative care set-
ting, they are most effective for 
mild-to-moderate pain. If utilized as 
the sole medication for ongoing pain, 
they are most effective if prescribed 
on a routine schedule. If they are 
prescribed as short-acting therapy for 
breakthrough pain in addition to a 
long-acting opioid, as-needed dos-
ing is appropriate. Clinicians must 
remember to exercise the same cau-
tion with these combination medi-
cations as with acetaminophen and 
ibuprofen alone. 

Pure opioids are most appropri-
ate for moderate-to-severe pain. 
Available formulations include 
immediate-release, “short-acting” 
and sustained-release, “long-act-
ing” forms. As mentioned above, 
immediate-release opioids are most 
effective for treating pain with an 
ongoing source if prescribed on a 
routine schedule. As-needed dos-
ing is appropriate if prescribed for 
breakthrough pain in addition to a 
long-acting opioid. Commonly pre-
scribed immediate-release opioids 
include oxycodone, morphine, and 
hydromorphone. Sustained-release 
opioid choices include oxycodone 
CR, morphine ER, and fentanyl 
patch. Unfortunately, when manag-
ing ongoing pain in the palliative care 
patient population with long-acting 
opioids, most patients will still expe-
rience breakthrough pain at least 
some of the time; therefore, clinicians 
should always prescribe a short-acting 
opioid as needed for rescue dosing. 

Possessing unique pharmacokinet-
ics, methadone exhibits both short-
acting and long-acting properties. In 
addition to binding to the µ-opioid 
receptor, methadone also blocks 
the NMDA receptor, resulting in 
effectiveness in managing somatic 
or visceral pain and neuropathic 
pain. Because of its long and highly 
variable half life and multiple drug-
drug interactions, methadone is best 
reserved to be prescribed by clinicians 
with a good working knowledge of 
the potential implications of its phar-
macokinetics and experience with 
the drug. Specialists trained in pain 
management or hospice and palliative 

medicine can serve as a resource to 
primary care clinicians without expe-
rience prescribing methadone. 

For patients with renal failure, it 
is best to avoid morphine because of 
the potential for its active metabolite, 
morphine 6-glucuronide, to accu-
mulate, resulting in undesirable side 
effects including sedation and respira-
tory depression.48 

There are a multitude of published 
equianalgesic dosing tables for opi-
oids. Shaheen et al published a litera-
ture review study in 2009 comparing 
and contrasting available equianalge-
sic dosing tables from various sources 
including pharmaceutical companies, 
the Physician's Drug Reference, and 
online resources. They defined equi-
analgesic dosing as “the dose at which 
two opioids at steady state produce 
approximately the same pain relief.” 
They found significant variability in 
conversion ratios as it pertained to 
route changes (i.e., oral to parenteral) 
and opioid rotation. They explained 
that equianalgesic tables are formu-
lated primarily from single-dose stud-
ies in noncancer patients and often do 
not account for variables such as age 
and organ dysfunction. They recom-
mended using available equianalgesic 
tables to estimate doses, but noted 
that clinical experience and judgment 
must be applied to each individual sit-
uation.49 Clinicians should choose an 
equianalgesic table with which they 
are comfortable and use it consis-
tently to estimate dosing when opioid 
rotation is needed.

Clinicians must be familiar with 
and proactively address common side 
effects of opioids. Constipation is 
one of the most common side effects 
of chronic opioid administration. 
Opioids exert this effect in the gut 
by binding to µ-opioid receptors in 
the enteric nervous system, result-
ing inhibition of both excitatory and 
inhibitory neurotransmitters and 
leading to peristalsis interruption and 
decreased mucosal secretion.50 It is a 
routine recommendation to prescribe 
a bowel regimen for all patients newly 
initiated on routine dosing of an opi-
oid. Nausea and vomiting is another 
common GI side effect thought to be 
caused by same mechanism of action 

as constipation. Proactive treatment 
of opioid-induced nausea and vomit-
ing by concomitant administration 
of an antiemetic can be effective to 
allay this distressing symptom. Most 
patients will develop tolerance to the 
side effect of nausea and vomiting 
after a few days of opioid administra-
tion, but tolerance to the side effect 
of constipation rarely develops and 
thus must be continually addressed.

Many clinicians have an ever-pres-
ent concern for opioid-induced respi-
ratory depression. Opioid respiratory 
depression is defined as a decrease in 
effective ventilation following opi-
oid administration. Multiple factors 
weigh into the potential for opioid-
induced respiratory depression 
including dose, formulation, duration 
of therapy, and other medications 
being taken. It is important to recog-
nize that sedation precedes respira-
tory depression and can be used as 
predictor of the potential for respira-
tory depression. However, clinicians 
must guard against overreacting to 
sedation, since sedation is a com-
monly expected side effect of opioids, 
especially with the first 24-48 hours 
of initial therapy or dose titration. 
Individual factors for increased risk 
of respiratory depression include 
advanced age, obesity, sleep apnea, 
and end organ dysfunction.51 If con-
cerns arise about significant sedation, 
dose reduction should be considered 
if appropriate to the clinical situation, 
as well as assessment of concomi-
tantly administered medications, such 
as benzodiazepines, that may also 
contribute to sedation. If sedation 
progresses to hypoventilation and 
impending respiratory depression, 
consideration should be given to 
administration of naloxone. Judicious 
dosing is imperative for patients on 
chronic opioids to avoid the dramatic 
distressing effects of acute opioid 
withdrawal. Recommended dosing of 
naloxone can be easily remembered 
by repeating a rhyme coined by one 
of our colleagues, “1 in 9, 1 at a 
time” — diluting 1 ampule of nalox-
one in 9 mL of saline and administer 
1 mL via the parenteral route every 
1-2 minutes until the respiratory rate 
increases and the level of sedation 
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lightens. The goal is not full alert-
ness. Naloxone administration may 
need to be repeated or continuous 
infusion may be necessary to reverse 
significant sedation secondary to 
long-acting opioids, especially trans-
dermal fentanyl and methadone.

At end-of-life, clinicians should 
weigh pain relief and sedation in 
an attempt to find the best balance 
based on the level of comfort and 
the patient’s wishes. In this patient 
population, clinicians should avoid 
the urge to dose reduce or administer 
naloxone simply based on sedation, 
respiratory rate, or hypotension.45 
The principle of double effect is com-
monly applied at end of life, explain-
ing that comfort medications at doses 
necessary to control pain and ease 
suffering at end of life may poten-
tially hasten death; this care is morally 
justified as long as the intent is not 
meant to cause harm or hasten death.

Nausea and vomiting. Nausea 
and vomiting is another common dis-
tressing symptom patients with seri-
ous illness may experience over the 
course of their disease trajectory. A 
variety of mechanisms contribute to 
nausea and vomiting in advanced ill-
ness including treatment-related (i.e., 
chemotherapy and radiation), GI 
dysmotility, bowel and gastric outlet 
obstruction, CNS disease, metabolic, 
and psychogenic. Treatment aimed 
at relieving nausea and vomiting 
should be guided by the underlying 
cause. Figure 3 maps out the com-
mon causes, neural pathways, and 
receptors involved, which help guide 
antiemetic therapy.52

Standard antiemetic therapy 
includes the dopamine antagonists 
promethazine and prochloperazine. 
Many clinicians are not aware that 
haloperidol is also a dopamine antag-
onist and, thus, when used off-label 

is an effective antiemetic. In fact, 
haloperidol is a very potent dopa-
mine type-2 receptor antagonist and 
exhibits an antiemetic effect, even at 
low doses of 0.5-1.0 mg. Sedation 
can be a side effect at higher doses. 
Extra-pyramidal side effects typi-
cally are not seen unless prescribed 
in high doses over a prolonged time 
frame. Metoclopramide is also a 
dopamine receptor antagonist and 
exerts its effect by increasing peri-
stalsis. Caution must be exercised 
in patients with complete bowel 
obstruction because the increased 
peristalsis effect may result in the 
negative result of increased colicky 
abdominal pain and can increase the 
risk of catastrophic intestinal perfora-
tion. Metoclopramide can be used 
in partial bowel obstruction, but can 
have the potential negative side effect 
of increasing colicky abdominal pain. 

The 5-hydroxytryptamine receptor 

Figure 3: Nausea and Vomiting Neural Pathways

Adapted from: Woods, GJ, et al. JAMA 2007;298(10):1196-1207.

Nausea/
Vomiting

Vomiting Center
Muscarinc acetylcholine receptors

Histmine type 1 receptors
5-hydroxytryptamine type 2 

receptors

Vestibular System
Muscarinc acetylcholine receptors

Histmine type 1 receptors

Cortex

Chemoreceptor Trigger Zone
Dopamine type 2 receptors 
5-hydroxytryptamine type 3 

receptors
Neurokinin type 1 receptors

Peripheral Pathways
5-hydroxytryptamine type 3 

receptors in GI tract
Mechanoreceptors & 

chemoreceptors in GI tract, serosa, 
& viscera

Intracerebral 
projections

Vagus, splanchnic, and 
glossopharyngeal nerves, 
sympathetic ganglia

Vagus and  
splanchnic nerves

Projections

Motion
Labyrinth disorders

Medications 
Metabolic infection

Mechanical stretch
GI mucosa injury

Local toxins/drugs

Sensory input 
anxiety increased 

ICP
M

eningeal 
irritation

 Projections from vestibular nuclei

Intracerebral



www.ahcmedia.com   Primary Care Reports / Volume 19, Number 8 / August 2013  115

antagonists, such as ondansetron and 
granisetron, have gained popular-
ity in mainstream management of 
nausea and vomiting, likely related 
to their favorable side effect profile. 
However, they are only FDA-labeled 
to treat postoperative and chemo-
therapy- or radiation-induced nausea 
and vomiting. Also, even though 
generics are available globally, cost is 
still an issue and should be consid-
ered in palliative use.

Corticosteroids, particularly 
dexamethasone, remain the crux of 
treatment for nausea and vomiting 
secondary to increased intracranial 
pressure or meningeal irritation from 
CNS disease. Liberal dosing is usu-
ally required to achieve an antinausea 
effect, generally 4-8 mg, 3-4 times 
per day. Dexamethasone also may 
be effective for nausea and vomiting 
related to malignant bowel or gas-
tric outlet obstruction by decreasing 
inflammation and peritumoral edema.

An additional antiemetic consider-
ation is the use of benzodiazepines, 
particularly lorazepam, for pre- 
chemotherapy anticipatory nausea 
and vomiting as well as for patients 
with a significant psychogenic com-
ponent to their symptoms.

Clinicians should always seek to 
define the etiology of nausea and 
vomiting and address contributing 
or concomitant medical conditions. 
Treating dehydration by administra-
tion of parenteral hydration solutions 
may act in conjunction with medica-
tion therapy to improve nausea and 
vomiting. Identifying and treating 
underlying metabolic disturbances, 
such as hypercalcemia, may have a 
significant positive impact on symp-
tom control. Adequately assessing 
for and treating constipation also can 
positively impact symptom control.

Dyspnea. One of the most difficult 
to manage symptoms in serious ill-
ness is dyspnea, which is defined by 
the American Thoracic Society as “a 
subjective experience of breathing 
discomfort that consists of qualita-
tively distinct sensations that vary 
in intensity. The experience derives 
from interactions among multiple 
physiological, social, and environ-
mental factors.” Dyspnea remains a 

widespread symptom experienced by 
patients with serious illness. A study 
reported that in cancer patients, 
21-78% of patients experienced  
dyspnea days or weeks before death, 
with increased prevalence in the last 
6 weeks of life.53 This symptom is not 
limited to cancer patients, with mul-
tiple studies proving that individuals 
with advanced chronic obstructive 
pulmonary disease,54 cardiac55 or 
neurologic disorders,56,57 or HIV/
AIDs58 also face debilitating dyspnea 
at the end-of-life. Figure 4 shows the 
pathophysiology of how the sensa-
tion of dyspnea is generated.

As shown, dyspnea has a biochemi-
cal etiology, but a key regulatory 
component on how debilitating it can 
become is moderated by a person’s 
sensory cortex. Using traditional dys-
pnea medical management may not 
be effective if a person’s emotional 
state is altering his/her coping ability. 
This is where gentle sedatives, coun-
seling, distraction therapy, spiritual or 
psychosocial support, or other input 
from multidisciplinary team members 
can be effective in moderating the 
effect of this disabling symptom in 
patients.

The key strategy in managing this 
symptom is that it is always acceptable 

and desirable to use standard therapy 
to treat or reverse the underlying 
cause if possible. However, if an indi-
vidual has failed dyspnea management 
while maximizing traditional therapy, 
consideration of opioid use is reason-
able. Opioids have been used to treat 
dyspnea for centuries; however, their 
exact mechanism of action is unclear. 
One thought is that opioids decrease 
the perception of dyspnea centrally, at 
the sensory cortex. Other data show 
increased pulmonary artery dilation 
facilitating blood flow to the lungs 
post opioid administration.59-61 With 
the respiratory sedation risk, many 
clinicians feel when initiating opi-
oids in a patient with compromised 
respiratory status, one can be easily 
convinced that opioids are not being 
used with any regularity for patients 
with dyspnea with serious, life-lim-
iting illness unless they are enrolled 
in hospice care. The risk for respira-
tory depression and failure is nominal 
when opioids are used at the lowest 
therapeutic dose for dyspnea control. 
If opioids are used to manage dys-
pnea, dosing must be tailored to the 
individual patient’s clinical situation, 
taking into account their comorbidi-
ties, contraindications, and history of 
opioid use. 

Figure 4: Pathophysiology of Dyspnea

Sensory 
Cortex

Motor 
Cortex

Dyspnea

Peripheral 
Chemoreceptors

Aorta and  
carotid arteries

Emotions 
Personality

Central 
Chemoreceptors

Medulla

Mechanoreceptors
Lungs and chest wall

Midbrain 
Respiratory 

Center

Respiratory 
Muscles of 
Breathing

Sense levels of oxygen, 
carbon dioxide, and pH 
of the blood Sense levels of oxygen, 

carbon dioxide, and pH 
of the blood

Sense stretching of 
structures in lungs 
and chest wall

Co
ro

lla
ry

 D
isc

ha
rg

e

Adapted from: Derek D, et al. Oxford Textbook of Palliative Medicine. 2004; 898.



116  Primary Care Reports / Volume 19, Number 8 / August 2013  www.ahcmedia.com

Maximizing non-pharmacologic 
measures remains valuable. Providing 
adequate air circulation around 
patients with dyspnea, with a fan for 
example, has proven benefit in reduc-
ing anxiety and the patient’s sense 
of breathlessness.63 Intensity of a 
patient’s dyspnea is magnified by life 
experiences, surrounding environ-
ment, culture, and psychological and 
spiritual distress.52 Understanding 
why a patient is short of breath and 
being aware of his/her life story 
and family/support structure can be 
instrumental in finding the most effi-
cient way to help find relief. 

Life Planning. The SUPPORT 
study demonstrated that end-of-
life preferences often are not hon-
ored.21 A 2011 prospective study 
by Nicholas et al examined regional 
variations in the relationship between 
advance directives, Medicare expen-
ditures at end of life, and treatments 
received for Medicare beneficiaries 
between 1998 and 2007. The prem-
ise was that many patients do not 
want aggressive interventions at end 
of life; however, often these wishes 
go undocumented and thus do not 
impact the end-of-life plan of care. 
Data showed that Medicare benefi-
ciaries receiving care in regions of the 
country with high end-of-life care 
expenditures spent fewer heath care 
dollars, died less often in the hospital 
setting, and exercised the Medicare 
hospice benefit more often if they 
had documented advance directives 
in place indicating the wish to avoid 
aggressive care at end-of-life.64

Eliciting patient input and honor-
ing patients’ wishes are principles 
most clinicians strive to accomplish 
in the day-to-day care they provide. 
Primary care clinicians are particularly 
tuned in to these principles as part 
of the relationship they have with 
their patients in the spirit of patient-
centered care and the medical home 
model. Often, clinicians fear that 
eliciting patient input and wishes may 
drive health care spending upward; 
however, as demonstrated in the 
study referenced above, the contrary 
may actually be true. Clinicians also 
may worry that conversations about 
patient preferences at end of life may 

be perceived as negative by patients 
and their families; however, again, 
the contrary actually may be true. A 
2012 study in Chest examined the 
perceptions of patients with COPD 
following discussions about end-
of-life care. Although the number 
of patients (14.6%) who reported 
having had discussions with their 
physicians about end-of-life wishes 
was small, those who had discussions 
were significantly more likely to rate 
their satisfaction as “the best care 
imaginable.”65

The standard “menu” of advance 
directives includes the living will, 
health care power of attorney, and 
DNR order, all of which are indepen-
dent legal documents. The living will 
documents a patient’s wishes for care 
at end of life as it pertains to life-sus-
taining measures including artificial 
hydration and nutrition (AHN). The 
living will essentially serves as the 
patients “insurance policy” that their 
end-of-life wishes are documented 
and honored. The health care power 
of attorney, also known as durable 
power of attorney or health care 
proxy, designates a person or persons 
to carry out the patient’s health-
related wishes if they are unable to 
do so themselves. Lay people often 
mistake a power of attorney for 
financial matters as also granting 
health care decision-making capac-
ity; however, these are two unique 
documents addressing two different 
areas of decisional authority. Unlike 
the former, which is executed by the 
patient, the DNR is a physician or 
clinician order addressing cardiopul-
monary resuscitation wishes in the 
event of cardiac and/or pulmonary 
arrest. Many states have now enacted 
MOLST/POLST, which address 
resuscitation wishes as well as more 
specific wishes such as AHN, cardiac 
drips, and antibiotic therapy.

Communication
Assisting patients with advance 

directives is a duty all clinicians 
should embrace. However, advance 
directives may have little meaning 
if the patient and family have not 
had discussions about the patient’s 
wishes, hopes, fears, values, definition 

of quality of life, and life goals. Too 
often, the health care power of attor-
ney may feel conflicted about critical 
decisions because they never had 
clear detailed discussions about what 
their loved one really wants at end 
of life. Establishing goals of care and 
aligning those goals with the patient’s 
care plan is the “bread and butter” 
of good palliative care and good pri-
mary care. Within our current health 
care landscape, a common challenge 
for most clinicians is finding the time 
to have a robust discussion about 
goals of care, inclusive of the family 
unit. Another common challenge is 
clinicians’ lack of confidence in their 
communication skills as they pertain 
to having serious, often emotional 
discussions with patients and their 
families. 

The “ask, tell, ask” method 
of communication is well docu-
mented66,67 and suitable for this type 
of communication. This strategy 
begins by eliciting the patients’ 
understanding of their situation 
and allowing the clinician to assess 
knowledge base, educational level, 
emotional state, and any mispercep-
tions. The next step is to deliver 
the information in a clear, concise, 
understandable manner — typically 
divulging important information in 
bite-sized morsels to allow time for 
patients to process what they are 
hearing. The last step is to inquire 
about the patients’ understanding 
of the information and, if needed, 
ask them to restate what was said to 
assess their understanding. 

EPEC defines a seven-step protocol 
for having a successful goals-of-care 
discussion with patients and their 
family unit.68 This model, discussed 
below, incorporates the “ask, tell, 
ask” strategy. 

Beginning these discussions with 
patients and their family units is not 
easy. Implementing a structured pro-
cess for delivering “bad” news will 
assist in assuring this conversation will 
hold value and meaning to patients. 
This is an emotional discussion. We 
are taught in medicine to disregard or 
remove the emotion in the care that 
we deliver, but in the instance when 
a patient may be in need of palliative 



www.ahcmedia.com   Primary Care Reports / Volume 19, Number 8 / August 2013  117

care, recognizing and acknowledging 
emotion and using it in conversation 
will be a powerful tool in develop-
ing trust with the patient and family. 
Part of this protocol teaches us to 
be prepared for this meeting. This 
is one of the most important discus-
sions patients and families will ever 
have, so the deliverer of this message 
must be prepared and organized. It 
is important to set the stage with a 
proper venue, for example, selecting 
a large enough room in advance to 
accommodate the family, treatment 
team, and patient. It is important not 
to make the family feel rushed, so 
the clinician should sit down and talk 
directly with them. Clinicians should 
always introduce, by name and role, 
themselves and any other team mem-
bers participating in the meeting and 
describe what goals the meeting hopes 
to accomplish.

It is relevant to assess what the 
patient and family know about the 
illness. This initial “ask” step helps 
reemphasize to the patients and 
family that their understanding of 
their disease process has value and is 
important to the treatment team. It is 
important to define what the patient 
and family wants to know about the 
disease and prognosis and to define 
their hopes and goals.

The next step is “tell.” It is impera-
tive to disclose this information to 
the patient and family in straight-
forward, understandable language 
with sincere honesty. It is impor-
tant to suggest realistic goals as a 
medical expert, and to remain patient 
while working through unrealistic 
expectations. If emotions arise, it is 
important to recognize and acknowl-
edge them in an empathic way, but 
attempt to remain focused.68 

The final “ask” comes after devel-
opment of the plan of care and sum-
mary review. Ask if there are any 
questions, define next steps and a fol-
low-up plan, and lastly ask the patient 
and family for buy in, for example, 
“Does this plan of care that we devel-
oped together suit your needs and 
goals, and is it one you would be 
willing to follow?” 

Prognosis
All experienced clinicians recognize 

that prognostication is far from an 
exact science. Some diseases, such as 
advanced cancer, may be more pre-
dictable than others, such a cardiac 
or pulmonary disease. Depending on 
the specific disease, various criteria 
may be used to help with prognos-
tication, the details of which are 
outside of the scope of this article. 
Several interesting articles discuss 
perspectives on the overarching 
issue of addressing mortality. One 
2011 perspective article attempts to 
address the value of discussing overall 
prognosis in the elderly patient popu-
lation.69 Given that life expectancy 
decreases with age, the authors cite 
the paradox that most clinicians do 
not discuss prognosis with elderly 
patients unless they have a serious 
illness. They suggest a change in 
practice standards to include offering 
to routinely discuss prognosis with 
all elderly patients with a projected 
life expectancy of 10 years or less or 
by age 85, whichever comes first. 
The authors qualify their position by 
explaining that priorities in medical 
decision-making may vary based on 
potential prognosis; one must con-
sider the potential immediate risks of 
some medical interventions and the 
potential lack of short-term gains in 
some preventive interventions. They 
suggest that by reframing the focus 
in the very elderly patient population 
toward quality of life, the primary cli-
nician can help with more informed 
medical decision-making, as well as 
decisions around life goals.69 Another 
recent commentary article from 
The American Journal of Medicine 
broaches the issue of the U.S. 
“death-denying culture.” The author 
courageously states “immortality is 
not something to be pursued.”70 He 
suggests that when physicians have 
realistic discussions with patients 
about prognosis and death rather 
than accepting the default of death-
denial, the rewards include patients 
actually receiving the care they desire, 
patients and families gaining the 
opportunity for life planning and 
closure, and decreased health care 
spending at end-of-life.69

Hospice Care
All hospice care is palliative care, 

but not all palliative care is hospice 
care. Hospice is a Medicare benefit 
that can be elected as a choice by all 
Medicare beneficiaries who meet eli-
gibility criteria. The crux of eligibil-
ity is that the patient has a terminal 
illness with a projected life expec-
tancy of ≤ 6 months if the disease 
runs its natural course. Given the 
understanding that prognostication 
is not an exact science, this 6-month 
projection should be based on the 
clinician’s best estimate considering 
the natural history of the specific 
terminal disease in context with the 
individual patient’s clinical condition 
and comorbid medical conditions. 
Many patients outlive this 6-month 
window and still remain eligible for 
hospice care based on continued 
decline, albeit at a slower trajectory 
than 6 months. Hospice programs 
and hospice and palliative medicine 
specialists are the experts in eligibil-
ity and should be utilized by primary 
care clinicians as a resource if eligibil-
ity is unclear. Rather than choosing 
to postpone or not refer a patient 
who may benefit from the care and 
support hospice offers, clinicians 
should make the referral and collabo-
rate with the hospice program to help 
determine eligibility. Even if patients 
are determined not to be eligible for 
hospice, they likely would be appro-
priate for palliative care interventions 
in the primary care setting and they 
may be eligible for home health ser-
vices until they reach a point in their 
illness that they do become hospice 
eligible. 

Educational Resources 
for Primary Care

Most primary care clinicians care 
for only a few terminally ill patients 
each year;36,71 however, providing 
care for chronic illness, geriatric 
patients, and psychosocial support 
are daily occurrences in primary care 
practice. We have found in our prac-
tice that many clinicians lack some 
degree of confidence in their skills 
regarding prognosis determination 
and discussion, end-of-life discussions 
and decision-making, and pain and 
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symptom management in patients 
with serious illness. This is not sur-
prising since it has only been over the 
last few years that medical schools 
and residency programs in the 
United States have begun to incorpo-
rate hospice and palliative medicine 
principles into their education cur-
riculum. This type of education is 
increasing, but there are still gaps for 
which clinicians must seek resources 
to fill.

Several excellent resources 
where primary care clinicians can 
access palliative care information 
include EPEC, ELNEC, CAPC, 
and AAHPM. A good information 
resource for patients and families is 
http://www.getpalliativecare.org. 

How does Palliative 
Care fit into Health Care 
Reform?

Many changes have been proposed 
or implemented since the passage of 
the Patient Protection and Affordable 
Care Act (PPACA) in 2010. Included 
in the PPACA, hospital admis-
sion recidivism is a current focus of 
Medicare with potential penalties 
enacted for readmission within 30 
days for acute myocardial infarction, 
pneumonia, and congestive heart 
failure. Under the PPACA, Medicare 
is also focusing on quality, outcomes, 
and patient satisfaction and includes 
Hospital Consumer Assessment of 
Healthcare Providers and Systems as 
one of the measures used to calcu-
late value-based incentive payments 
to hospitals. Utilizing palliative care 
principles potentially can impact 
both of these areas in a positive way. 
Documentation of advance directives, 
meaningful goals of care conversions, 
hospice referral when appropriate, 
and diligent symptom management 
have the potential to decrease hospi-
tal readmissions. Honest, empathetic, 
patient-centered communication can 
improve patient satisfaction. 

Conclusion
Palliative care, especially when 

implemented early, has proven ben-
efits that are well documented by 
research. If palliative care principles 

are implemented, they have value, 
improve outcomes, and make a 
meaningful difference in the experi-
ence patients and their families face 
when battling serious illness. Many 
national organizations have endorsed 
and acknowledged the benefit of 
palliative care, which has created the 
momentum to improve access to its 
principles earlier in the disease trajec-
tory. Evidence is clear that patients 
and families desire palliative care. 
Where early access to palliative care 
is available, research has proven value 
from both the patient experience and 
the treatment delivery team perspec-
tive. Specialty palliative care is still 
limited, especially in the outpatient 
setting, and will likely remain strained 
for the foreseeable future. Palliative 
care leaders continue to evaluate 
different models of ambulatory pal-
liative care, but no single model 
currently stands out. In our current 
health care landscape, basic palliative 
care in the primary care setting has 
value and is appreciated by patients 
and families. Primary care clinicians 
can reduce suffering and improve 
the quality of life of their patients 
and families. Primary palliative care 
can have a real impact, both clini-
cally and financially, on patient care 
in the United States, particularly as 
it pertains to our rapidly growing 
Medicare population.
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CME Questions

1. Which of the following would not be 
eligible for palliative care?
a. Patient considering artificial  

nutrition/hydration
b. Patient with advanced oxygen-

dependent pulmonary fibrosis 
where family conflict exists 
regarding code status

c. A 90-year-old in good health, 
admitted for community-acquired 
pneumonia, first hospitalization in 
5 years

d. Metastatic lung cancer patient 
in active treatment admitted for 
neutropenic fever

e. An 85-year-old widow with 
NYHA II CHF with no family/
friend support being discharged 
home

2. Which is not an element in the 
definition of palliative care?
a. Only available to those who are 

terminally ill with 6 months or 
less of expected life

b. Works collaboratively with the 
primary medical team

c. Goal is to reduce suffering and 
improve quality of life

d. Better implemented at the start of 
serious illness vs later in the con-
tinuum

e. Employs a multidisciplinary 
treatment team to evaluate and 
provide management options for 
distressing symptoms

3. Which of the following anti-
emetics is not a dopamine receptor 
antagonist?
a. Metochlopramide
b. Haloperidol
c. Ondansetron
d. Prochlorperazine

4. Which of the following is not 
considered an advance directive  
for health care?
a. Do not resuscitate order
b. Living will
c. Durable power of attorney
d. Power of attorney

5. Which best describes the EPEC 
model for goals-of-care discussions?
a. The clinician should speak only 

to the patient and not include the 
family unit in the discussion.

b. The clinician should use the “ask-
tell-ask” method, involve the 
patient and family unit, respond 
to emotions, and formulate a 
plan.

c. The clinician should use the “ask-
tell-ask” method, involve the 
patient and family unit, avoid or 
redirect emotional responses, and 
formulate a plan.

d. The clinician should dominate the 
conversation, telling the patient 
what should be done.
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Continuing Warfarin 
for Pacemaker/ICD 
Implantation is Safer 
Than Bridging

Source: Birnie DH, et al. N Engl J Med 
2013;368:2084-2093.

The decision process to determine the 
optimal scheduling of antithrombotic 

therapy in the perioperative period is com-
plex. The most recent AT9 CHEST guide-
lines suggest discontinuation of warfarin 
5 days prior to pacemaker/implantable 
cardioverter-defibrillator (PCM-ICD) im-
plantation, complemented with heparin 
bridging. This method is somewhat un-
wieldy, expensive, and has not been con-
firmed by a large, randomized trial as op-
timizing risk reduction. During transition 
from warfarin to heparin, an interval of in-
creased risk for thromboembolism occurs 
in some, and the use of heparin has also 
been shown to frequently be associated 
with device-pocket hematoma.

In the Bridge or Continue Coumadin 
for Device Surgery Randomized Con-
trolled trial, 681 PCM-ICD patients were 
randomized to continued warfarin or 
heparin bridging. Patient selection criteria 
also included high baseline annual throm-
boembolism risk (≥ 5%). The primary 
outcome of the trial was incidence of sig-
nificant device-pocket hematoma (DPH), 
which can result in prolongation of hospi-
talization, need to stop anticoagulation, or 
additional surgery.

There was a dramatic difference in risk 
for the DPH primary endpoint between 
subjects continued on warfarin uninter-
rupted (3.5%) and subjects randomized 
to heparin bridging (16%). Risk reduction 

through continuation of warfarin was not 
associated with any increased incidence of 
major surgical adversities compared with 
bridging. Continuation of warfarin, unin-
terrupted, was associated with more than 
80% reduction in risk of DPH compared 
to bridging, while not compromising other 
measures of safety.   n

Bariatric Surgery  
Impact on Cholesterol 
Metabolism

Source: Benetti A, et al. Diabetes Care 
2013;36:1443-1447.

Bariatric surgery techniques are 
often described as restrictive (e.g., 

gastric banding) or diversionary (e.g., bil-
iointestinal bypass). While diversionary 
surgery (DIV) is associated with greater 
weight loss and more rapid metabolic 
changes than restrictive surgery (RES), 
the greater simplicity and reversibility of 
the latter are pertinent in selecting which 
intervention is preferred. 

Although the impact of bariatric surgery 
on diabetes has been much publicized, the 
impact of bariatric surgery on cholesterol 
is less well recognized. To date, most of 
the favorable impact on cholesterol has 
been attributed to weight loss. Over the 
long term, DIV is associated with greater 
weight loss than RES. However, since 
DIV and RES are associated with similar 
overall weight loss during the first post-
operative 6 months, one could compare 
cholesterol metabolism of the two types of 
surgery independent of weight loss.

Benetti et al compared cholesterol me-
tabolism in DIV with RES (n = 20). They 
found that with DIV, reduced cholesterol 

absorption produced a decrease in LDL 
and non-HDL, associated with enhanced  
catabolic LDL receptor activity in the liver.

Because metabolic changes in both 
groups in reference to glucose, insulin, in-
sulin resistance, and weight loss were simi-
lar, the authors suggest that these favorable 
cholesterol metabolic changes are induced 
specifically with DIV, and because weight 
loss over the specified interval was essen-
tially equivalent, the changes in lipids are 
not fully explained by weight loss.   n

The Do-it-Yourself  
Diabetes Diagnosis Kit

Source: Bethel MA, et al. Diabetes Care 
2013;36:1483-1488.

In the last decade, the threshold for 
diagnosis of diabetes has expanded to 

lower levels of fasting glucose, inclusion 
of reference laboratory A1c, and refine-
ment of the definitions of prediabetes. Use 
of the oral glucose tolerance test (OGTT) 
appears to be less and less necessary, con-
sidering the relative convenience of other 
diagnostic tests. Could a self-administered 
OGTT change the balance and be a posi-
tive addition to the diagnostic portfolio?

Bethel et al report on a self-adminis-
tered OGTT home use kit (SmartGRA) 
used by 30 diabetic and non-diabetic 
subjects. The kit includes instructions 
to guide the user through the process of 
timed capillary glucose measurement as 
well as a wireless data recorder for glu-
cose levels, the results of which are not 
visible to the user (glucose measurements 
are wirelessly transmitted to the clinic for 
evaluation).

Was self OGTT accurate? In a word, 
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yes. Comparison of OGTT reports gener-
ated by SmartGRA vs office-based testing 
found comparable reproducibility of results. 
Although the results of home OGTT tended 
to overestimate glucose levels compared to 
the reference laboratory, this emerged as 
a problem with device calibration, which 
should be able to be remediated. Overall, 
subjects found the device easy to use.

As a proof-of-concept trial, these re-
sults lend credence to the idea that OGTT 
— generally conceded to be sufficiently 
unwieldy so that other diagnostic tests 
are preferred — might merit reconsidera-
tion if a well-calibrated, similarly patient-
friendly device comes to market.   n

Low Creatinine  
Excretion Associated 
with Mortality  
in Type 2 Diabetes

Source: Sinkeler SJ, et al. Diabetes Care 
2013;36:1489-1494.

Creatinine excretion (cer), as mea-
sured by the 24-hour urinary excre-

tion of creatinine, has recently been noted 
to be associated with increased mortal-
ity, both in persons with underlying re-
nal disease and the general population. 
CER reflects overall lean muscle mass, so 
that declines in CER may simply reflect 
deconditioning, loss of muscle mass, ca-
chexia, malnutrition, etc., each of which 

may have a negative impact on mortality.
Sinkeler et al report on data accrued 

from two previously completed trials of 
angiotensin receptor blockers in diabetic 
nephropathy: Reduction of Endpoints 
in Non-insulin dependent diabetes mel-
litus with the Angiotensin II Antagonist 
Losartan trial and the Irbesartan Diabetic 
Nephropathy trial. Twenty-four hour uri-
nary CER was measured at baseline for the 
majority (n = 2360) of participants. Since 
mortality data from both trials are avail-
able, the relationship between CER and 
mortality can be evaluated. 

Across the population studied, each 
halving decrement of CER was associated 
with a doubling of mortality risk. Since 
the primary association of CER is with 
muscle mass, the authors pose the interest-
ing question of whether efforts expended 
to improve muscle mass, such as enhanced 
exercise and nutrition, might favorably ef-
fect mortality in this population.   n

Diabetes and  
Cognitive Function

Source: Spauwen PJJ, et al. Diabetes 
Care 2013;36:1554-1561.

The relationship between vascular 
disease and type 2 diabetes is consis-

tent: Risk for microvascular events (reti-
nopathy, neuropathy, and nephropathy) 
and macrovascular events (stroke and MI) 
is increased compared to non-diabetics. 
Additionally, when diabetics suffer mac-
rovascular events, the consequences are 
typically more severe than similar events 
in non-diabetics.

The etiology of cognitive impairment 
is often multifactorial, including vascu-
lar insufficiency. Diabetics have a higher 
prevalence of cognitive impairment than 
non-diabetics, but the rate of cognitive de-
cline in diabetics has not been studied.

The Maastricht Aging Study is com-
prised of 10,396 adults residing in the 
province of Limburg, the Netherlands. A 
sample from this population (n = 1290) 
underwent extensive neuropsychological 
testing at baseline, 6 years, and 12 years. 
At baseline, approximately 5% of the 
population had type 2 diabetes, with an 
incidence of an additional 5% over subse-
quent 6-year intervals.

When compared with controls, dia-
betics had a significant rate of cognitive 

decline over 6 and 12 years. Even when 
adjusted for variables that are more com-
monly comorbid in diabetics (hyperten-
sion, dyslipidemia, obesity), the accel-
eration in cognitive decline was greater in 
diabetics. As might be intuitive, diabetics 
with baseline cognitive impairment pro-
gressed at a more rapid rate than those 
without. Whether any specific interven-
tion among diabetics (e.g., better control 
of glucose, lipids, blood pressure) might 
ameliorate the exaggerated rate of cogni-
tive decline remains to be determined.   n

Benefits of Screening 
for Lung Cancer with 
Low-Dose CT

Source: The National Lung Screen-
ing Trial Research Team. N Engl J Med 
2013;368:1980-1991.

Lung cancer (lca) is responsible for 
more deaths than any other cancer 

worldwide. The burgeoning growth of 
smoking in developing countries suggests 
that this dismaying fact is unlikely to di-
minish in the foreseeable future. Clinical 
trials of screening for LCA through chest 
x-ray (CXR) did not show improved out-
comes, likely because of its relatively poor 
discriminative ability in early disease. 

The National Lung Screening Trial 
enrolled smokers and ex-smokers with at 
least a 30 pack-year history. Participants 
were randomized to an annual low-dose 
CT × 3 (n = 26,714) or standard chest x-
ray (n = 26,035).

A positive radiographic finding on at 
least screening was seen in three times as 
many CT screenees as chest x-ray (27.3% 
vs 9.2%). LCA was diagnosed in 1.1% of 
the CT group vs 0.7% in the CXR group.

Screening for LCA was found to re-
duce LCA-related mortality by 20% and 
all-cause mortality by 7%. 

Most of the abnormalities detected 
by low-dose CT screening were benign, 
so that the positive-predictive value for a 
positive CT was only 3.8% (i.e., about 4% 
of study subjects with any positive suspi-
cious finding on CT turned out to have 
LCA). Reassuringly, repeatedly negative 
low-dose CT had a negative predictive val-
ue of 99.9% (i.e., essentially no one who 
had negative sequential CT screening was 
diagnosed with LCA during the screening 
and follow-up period).   n
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Prostate cancer risk and 5-ARIs
The 5-alpha reductase inhibitors (5-ARI) finas-

teride (Proscar) and dutasteride (Avodart) are used 
to treat lower urinary tract symptoms in men. They 
are known to reduce prostate-specific antigen (PSA) 
levels and there was hope that they may also reduce 
the incidence of prostate cancer. But in two large tri-
als, PCPT (finasteride) and REDUCE (dustasteride), 
despite a nearly 25% reduction in the overall rate 
of prostate cancer, the risk for high-grade prostate 
cancers was increased (Gleason score 8-10). Debate 
has raged for the last several years about the signifi-
cance of these findings and whether the increase was 
real or spurious due to detection bias. A new study 
from Sweden attempts to clarify this issue. Using the 
National Prostate Cancer Register along with pre-
scription data, nearly 27,000 cases of prostate cancer 
were identified along with some 134,000 matched 
controls. More than 7800 men were exposed to a 
5-ARI, including 1500 with prostate cancer and 
6300 controls. As noted in previous studies, the risk 
of prostate cancer decreased with increasing dura-
tion of use of a 5-ARI. With 3 years of treatment, the 
risk of prostate cancer was 28% lower in the treat-
ment group (odds ratio [OR], 0.72; 95% confidence 
interval [CI], 0.59-0.89; P < 0.001 for trend). The 
reduction was seen primarily for Gleason score 2-6 
and score 7 tumors (P < 0.001 for trend for both). 
However, as opposed to previous studies, the risk for 
higher grade tumors was not significantly increased, 
although the risk was not decreased either. By 3 
years, the OR was 1.23 (95% CI, 0.90-1.68; P = 
0.46 for trend), but did not reach statistical signifi-

cance. The ORs for shorter exposures were 0.96 for 
0-1 year exposure, 1.07 for 1-2 years, and 0.96 for 
2-3 years. The authors conclude that men treated 
with a 5-ARI for lower urinary tract symptoms had a 
lower risk of prostate cancer with Gleason scores 2-7 
and no evidence of increased risk of Gleason score 
8-10 of cancers up to 4 years of treatment (BMJ 
2013;346:f3406). The FDA issued a safety warning 
in 2011 regarding finasteride and dutasteride and the 
risk of high-grade prostate cancers and it is unlikely 
that this study alone will reverse that, but it is reas-
suring for the millions of men who take these drugs 
for lower urinary tract symptoms.   n

Clopidogrel could reduce stroke risk
Adding clopidogrel to aspirin in patients with 

minor stroke or a transient ischemic attack (TIA) 
may help reduce the risk of stroke within the next 
90 days, according to a new study from China. In a 
randomized, double-blind, placebo-controlled trial, 
nearly 5200 patients were seen within 24 hours after 
onset of minor ischemic stroke or high-risk TIA and 
randomized to a combination of clopidogrel with 
aspirin or aspirin alone. The combination group 
was given clopidogrel at an initial dose of 300 mg 
followed by 75 mg per day for 90 days along with 
aspirin 75 mg per day for the first 21 days, while the 
aspirin alone group got placebo plus aspirin 75 mg 
for 90 days. The primary outcome was stroke (isch-
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emic or hemorrhagic) during 90 days of follow-up 
in an intention-to-treat analysis. Stroke occurred in 
8.2% of the clopidogrel-aspirin group as compared 
to 11.7% in the aspirin alone group (hazard ratio 
0.68; 95% CI, 0.57-0.81; P < 0.001). Moderate or 
severe hemorrhage occurred in seven patients in the 
clopidogrel-aspirin group and eight in the aspirin 
alone group. The rate of hemorrhagic stroke was the 
same (0.3%) in both groups. The authors conclude 
that among patients with TIA or minor stroke who 
are seen within the first 24 hours of symptoms, the 
combination of clopidogrel and aspirin is superior 
to aspirin alone for reducing the risk of stroke in the 
next 90 days. The combination does not increase the 
risk of hemorrhagic stroke or hemorrhage (N Engl 
J Med published online June 26, 2013). An accom-
panying editorial states that this trial “proves the 
concept that dual platelet therapy can be more effec-
tive than single platelet therapy in preventing early 
recurrent stroke in patients with acute symptomatic 
atherothrombosis...,” and also shows that dual 
platelet therapy can be given without excess harm 
in patients with acute focal brain ischemia. There is 
slight concern that the results may not apply to non-
Chinese patients with different forms of underlying 
arterial disease (N Engl J Med published online June 
26, 2013).   n

Antibiotic coprescription and statins
Use caution if you prescribe clarithromycin or 

erythromycin to patients on statins. Both drugs 
(but not azithromycin) inhibit cytochrome P450 
isoenzyme 3A4, which can increase blood con-
centrations of statins, especially atorvastatin, sim-
vastatin, and lovastatin. Researchers from Canada 
looked at the records of continuous statin users 
who were prescribed clarithromycin (n = 72,591) 
or erythromycin (n = 3267) with azithromycin use 
as a comparator (n = 68,478). The risk of hospital-
ization for rhabdomyolysis within 30 days was the 
main outcome. Although the absolute risk was low, 
concomitant use of clarithromycin/erythromycin 
with atorvastatin, simvastatin, or lovastatin was 
associated with a higher rate of hospitalization with 
rhabdomyolysis, especially in those with acute kid-
ney injury. There was also an increase in all-cause 
mortality when the drugs were combined (absolute 
risk for rhabdomyolysis 0.02%, with acute kidney 
disease 1.26%, all-cause mortality 0.25%, relative 
risks 2.17, 1.78, and 1.56, respectively). These data 
suggest that coprescription of clarithromycin or 
erythromycin with a statin that is metabolized by 
CYP3A4 (atorvastatin, simvastatin, and lovastatin) 
increases the risk of statin toxicity (Ann Intern Med 
2013;158:869-876).   n

FDA actions
The FDA has approved paroxetine for the treat-

ment of hot flashes (vasomotor symptoms) asso-
ciated with menopause. Paroxetine is a selective 
serotonin reuptake inhibitor (SSRI) and has the 
same active ingredient in the antidepressant Paxil. 
It is the first non-hormone based drug approved 
for this indication. The safety and efficacy of the 
drug was established in two randomized, double-
blind, placebo-controlled trials of 1175 postmeno-
pausal women with moderate-to-severe hot flashes 
that showed paroxetine was more effective in 
relieving symptoms than placebo. This new form 
of paroxetine contains 7.5 mg of the drug and is 
dosed once daily at bedtime. Paroxetine for depres-
sion and other psychiatric indications is dosed at 
10-40 mg. All forms of paroxetine carry a boxed 
warning about increased risk of suicide. There 
is also concern about reduced effectiveness of 
tamoxifen if both medications are taken together. 
Paroxetine 7.5 mg for hot flashes is marketed by 
Noven Therapeutics as Brisdelle.

The FDA has approved a new formulation of 
selegiline — a once-daily, orally dissolving tablet 
— for the treatment of Parkinson’s disease (PD) in 
patients who are losing responsiveness to levodopa/
carbidopa. Most PD patients start treatment with 
levodopa/carbidopa, but for many, the effectiveness 
wanes with increasing “off” periods during which 
time symptoms worsen. In clinical trials, the new 
combination of selegiline reduced “off” periods by 
an average of 2.2 hours per day compared to 0.6 
hours for placebo. The dissolvable tablet uses a 
new system that delivers more drug at a lower dose. 
The drug company claims this results in fewer side 
effects. Selegiline, a monoamine oxidase (MAO) 
inhibitor, has been available as a generic and also as 
the branded drugs Eldepryl and Zelapar. Like other 
MAO inhibitors, it can cause severe, even fatal, reac-
tions if given in combination with certain other drugs 
including meperidine, tramadol, SSRIs, TCA antide-
pressants, and the over-the-counter medication dex-
tromethorphan. The new orally dissolving selegiline 
is marketed by Valeant Pharmaceuticals as Zelapar.

The FDA has approved the TNF blocker goli-
mumab for the treatment of ulcerative colitis. The 
drug was previously approved to treat rheumatoid 
arthritis, psoriatic arthritis, and ankylosing spondy-
litis. The approval for ulcerative colitis was based 
on two studies of more than 800 patients, one 
group had failed other treatments and the other 
group were responders who were evaluated for 
maintenance. In both groups, golimumab was supe-
rior to placebo. Golimumab is marketed by Janssen 
Biotech as Simponi.   n


