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Synopsis: Few institutions have systems in place to insure that
information is accurately and completely transferred between house

staff during sign-offs.

Source: Horwitz LI, et al. Transfers of patient care between house
staff on internal medicine wards: a national survey. Arch Intern

Med. 2006;166:1173-1177.

Transfers of care can be problematic if critical infor-
mation is not shared when responsibility transitions between

clinicians. Although such “hand-offs” create the opportunity for
error, transfer management in United States hospitals has never
been described on a national level. To better characterize the sys-
tems in place, Horwitz and colleagues identified all accredited
internal medicine residency programs in the United States and sur-
veyed chief residents in 324 programs. The sample excluded 62
programs. Of these, 60 were located in New York (more stringent
regulations) and 2 were newly established. A transfer of care was
defined as a time at which immediate responsibility for a patient
was passed from one physician to another, excluding short-term
transfers, eg, clinic coverage. Surveys were completed by 62% of
the eligible programs. There were no statistically significant demo-
graphic differences between respondents and non-respondents. 

Transfer systems varied among and within institutions: 55% did
not consistently require both a written and oral sign-out at transfers
of care, 34% left sign-out to interns alone, and 59% had no formal
means of informing nurses that a transfer of care had taken place.
The majority (60%) of programs did not provide any lectures or
workshops on sign-out skills. Most programs with written sign-
outs used low technology formats; only 14% used a web-based or
clinical information system-based sign-out system.      
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■■ COMMENTARY
Findings of this study suggest that few internal medi-

cine trainees receive formal instruction, supervision, or
feedback in the “handoff” process. The time when care
is transferred from one management team to another,
known as “hand-offs,” represents a high-risk interval.
Important details about the patient’s history and man-
agement may be lost if they are not included in the
report or accurately recalled. This is a critical issue
because failures in communication have been implicat-
ed as threats to patient safety in several studies. 

Several solutions have been proposed to improve this
process, ranging from low- to high-tech solutions. Low-
tech solutions include taking steps to insure that formal
content is included in training programs and structuring
schedules to minimize transfers. High-tech solutions
include systems that insure pager forwarding and com-
puterized sign-outs that automatically incorporate accu-
rate and up-to-date information. Few of these approach-
es have been subjected to systematic evaluation and a
high-tech solution cannot substitute for effective verbal
communication. 

One additional solution that can be easily adapted
involves use of the Situational Debriefing Model,
known as SBAR (Situation, Background, Assessment,
and Recommendation). This model was developed and

successfully used by the United States Navy to insure
that critical information is communicated in a timely
and orderly fashion. Situation and background are
objective components; assessment and recommendation
allow delivery of subjective information, coupled with a
request for a specific intervention. A particular advan-
tage of this tool is that it creates redundancy and, there-
by, establishes an expected pattern of communication.
When there is deviation from the pattern, the omission
becomes more apparent. 

SBAR can help overcome different communication
styles, eg, clinicians who give long descriptive reports
vs those who request “the headlines.” There is also evi-
dence that SBAR can reduce adverse events related to
hand-offs. OSF St. Joseph Medical Center implemented
SBAR using pocket cards and laminated “cheat sheets”
posted at each phone. The briefing format was used by
more than 98% of nurses and credited with reducing the
rate of adverse events from 39.6 to 89.9 per 1,000
patient days.1 ■

Reference
1. Landro L. Hospitals Combat Errors at the “Hand-Off.”

The Wall Street Journal. June 26, 2006:D1-2.

Oral Decontamination and
Ventilator-Associated
Pneumonia
A B S T R A C T  &  C O M M E N T A R Y

By Uday Nanavaty, MD

Assistant Director, AICU, St Agnes Hospital, Baltimore
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Synopsis: Aspiration of oropharyngeal secretions is
considered one of the mechanisms of development of
VAP. In this randomized trial of two oral decontamina-
tion medications, the authors show a significant reduc-
tion in the incidence of VAP.

Source: Koeman M, et al. Oral decontamination with
chlorhexidine reduces the incidence of ventilator-asso-
ciated pneumonia. Am J Respir Crit Care Med.
2006;173:1348-1355.

In this randomized-controlled trial, koeman
and associates wanted to determine the effect of two

oral decontaminating gels, chlorhexidine 2% (CHX) or
chlorhexidine 2% plus colistin 2% (CHX/COL), com-
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pared to a placebo, on the development of ventilator-
associated pneumonia (VAP) in patients requiring more
than 48 hours of mechanical ventilation. The study used
an uncommon statistical technique called sequential
survival analysis whereby the data were monitored
throughout the study and positive (or negative) conclu-
sions could be drawn at any time certain end points
were reached without having to go through the full
recruitment of all patients as anticipated by traditional
statistical calculations. The authors had expected that if
the therapies halved the incidence of VAP they would
need more than 500 patients with two active treatment
arms and one placebo arm; instead they were able to
terminate the study at 385 patients since they met all the
criteria of successful trial. 

They enrolled all patients in their surgical or mixed
ICUs (all in The Netherlands) who were older than 18
years of age, non-pregnant, and expected to need
mechanical ventilation for more than 48 hours.
Immunocompromised patients as well as patients whose
physical condition did not allow the oral application of
the study medications were excluded from the study.
Within 24 hours of intubation, either the study medica-
tion or placebo gel was applied; using a gloved finger, 2
inches of paste was applied to the buccal mucosa every
6 hours. In patients in whom VAP was clinically sus-
pected, it was defined as a new and persistent lung infil-
trate on X-ray, associated with at least 3 of the follow-
ing 4 criteria: rectal temperature > 38ºC or less than
35.5ºC; blood leukocytosis (> 10,000/mL ) and/or left
shift or leukopenia (< 3000/mL); purulent tracheal aspi-
rate; and, a positive semiquantitative culture from tra-
cheal aspirate (at least 10,000 cfu/mL). All cases of
VAP thus defined were assessed by blinded investiga-
tors and the investigators agreed with the diagnosis of
VAP in all cases. 

The trial was stopped after enrollment of 385 patients
as the rate of VAP in the CHX group was found to be
significantly lower as compared to placebo. Of 130
patients in the placebo group, 23 developed VAP (18%),
compared to 13 cases (10%) out of 127 patients in the
CHX group and 16 cases (13%) out of 128 patients in
the CHX/COL group. The rate of VAP was statistically
significantly lower in the CHX group and approaching
statistical significance in the CHX/COL group. The col-
onization rate was reduced by both CHX and
CHX/COL treatments. Interestingly enough, in spite of
the lower rate of VAP, ICU length of stay and overall
mortality were not reduced by either CHX or
CHX/COL treatment. The trial, however, was not
designed to detect a difference in either of these out-
comes. Total numbers of days with antibiotics were also

similar between placebo and CHX groups, whereas
patients in the CHX/COL group needed fewer days of
antibiotics as compared to placebo group. 

CHX was effective in reducing oral colonization with
Gram-positive organisms, whereas CHX/COL was
effective in reducing oral colonization with both Gram-
positive as well as Gram-negative organisms. Tracheal
colonization rates were similar to placebo in the CHX
group whereas they were lower in the CHX/COL group
in the 4-8 day period. Subsequently, in the 9-12 day
period, tracheal colonization rates were similar in all
three groups. Average ventilator days were statistically
similar in all groups (mean of 6.95 days in placebo,
9.16 days in CHX, and 8.52 days in CHX/COL).

■■ COMMENTARY
In this study, application of 2% CHX gel to the buc-

cal mucosa four times a day resulted in a significant
reduction in VAP. Surprisingly, with a similar number of
patients, the effects of application of CHX/COL gel did
not reach statistical significance. The intervention in
this study—application of gel to the buccal mucosa—is
fairly innocuous and had a rather dramatic effect on rate
of VAP. The authors have used a fairly standard defini-
tion of VAP and the three blinded intensivists agreed on
all cases of VAP diagnosis. Routine measures such as
keeping the head of bed elevated to 30º were employed.
With a drop of nearly 50% in the incidence of VAP, this
intervention seems something that most centers may
consider adapting. There are several caveats however
prior to making a relatively large change in practice.

VAP in this study was defined with quantitative cul-
ture. If oral secretions eventually trickle down the ET
tube and result in VAP, application of treatment to buc-
cal mucosa may certainly result in CHX and or COL
entering the airway. Thus the secretions would be less
likely to grow bacteria, even if true infection existed.
Thus, the criteria of quantitative sputum culture may be
in favor of the study drugs. We have no information on
how many cases were suspected of suffering from VAP.
Mild elevation of temperature, leukocytosis and sputum
purulence are not too unusual in the ICU setting and
hence, often the culture becomes the key finding in
diagnosis. Also, in spite of a 50% reduction in the inci-
dence of VAP, there was no impact on ventilator days,
ICU length of stay, or mortality. Although none of these
were primary end points, it seems that the VAP cases
had almost no attributable morbidity. 

Reduction in the rate of VAP is a must for most US
hospitals since the introduction of ventilator bundles.
How we diagnose VAP often varies. Depending on how
high one sets the bar, the rate of VAP may be surprising-



ly low and, in that case, the 50% reduction in the VAP
rate that this seemingly simple intervention promises
may not be observed.   ■

Are We Following the New
Guidelines for Ventilator-
Associated Pneumonia?
A B S T R A C T  &  C O M M E N T A R Y

By David J. Pierson, MD, Editor

Synopsis: Diagnostic methods and initial antibiotic
regimens used in patients with ventilator-associated
pneumonia vary a great deal, and few patients have
therapy de-escalated as recommended in current prac-
tice guidelines.

Source: Kollef MH, et al. Clinical characteristics and
treatment patterns among patients with ventilator-
associated pneumonia. Chest. 2006;129:1210-1218.
Erratum in: Chest. 2006;130:308.

In this prospective observational study, kollef
and associates enrolled patients with ventilator-asso-

ciated pneumonia (VAP) in 20 ICUs across the United
States in order to characterize the patients and the
antimicrobial regimens used in treating them, as well as
their mortality and lengths of stay. They describe the
management and outcomes of this cohort of VAP
patients in the context of the recently published
American Thoracic Society/Infectious Disease Society
of America guidelines.1

To be eligible for inclusion in the study, patients had
to be older than 18 years of age, hospitalized > 48 h,
mechanically ventilated, and able to meet the criteria for
diagnosing VAP published by the American College of
Chest Physicians.2 The latter allowed either a clinical
diagnosis based on fever, leukocytosis, and/or sputum
purulence, plus culture of an endotracheally suctioned
sputum specimen, or an invasive diagnosis based on
quantitative culture of bronchoalveolar lavage (BAL)
specimens. The investigators recorded the initial antibi-
otic regimen used to treat the VAP, and any subsequent
changes as culture results became available.

During the 20-month study period, the authors
enrolled 398 patients who met their criteria for VAP.
These patients comprised a broad spectrum of medical,
cardiac, and surgical ICU patients, although none were

trauma patients, and only 11 (2.8%) were admitted for
COPD exacerbations. Mean (±SD) duration of mechan-
ical ventilation prior to VAP diagnosis was 7.3 (6.9)
days. The culture specimens were tracheal aspirates in
60% of cases and BAL fluid in 36%, with 4% having no
microbiologic specimens collected. Most commonly
identified organisms were methicillin-resistant
Staphylococcus aureus (15%) and Pseudomonas aerug-
inosa (14%); no major organism was identified in 37%
of the patients. 

More than 100 initial antibiotic regimens were used
to treat VAP in the 398 patients, including a single drug
(in 28%) and combinations of 2 (46%) and 3 (23%)
agents. Duration of therapy ranged from 0 to 51 days
(mean, 12  6 days). Sixty two percent of patients experi-
enced no escalation (that is, an upgrading of antimicro-
bial spectrum through a switch or addition of antibi-
otics) or de-escalation (a spectrum downgrading or
reduction in antibiotics) during the course of therapy.
De-escalation of therapy occurred in only 22% of
patients. 

One hundred of the 398 patients (25%) died. The
mortality rate was lower among patients in whom de-
escalation of therapy was done (17%), as compared to
patients in whom no change was made (24%) or therapy
was escalated (43%; P = 0.001).

■■ COMMENTARY
The diagnosis and management of VAP remain two

of the most controversial topics in critical care. Whether
an invasive (BAL, with quantitative culture) or noninva-
sive (tracheal suctioning, with qualitative culture) tech-
nique should be used to collect specimens has not been
resolved, although the best available evidence is that
some sort of cultures should be obtained before starting
antibiotics, with the number and type of agents used
being influenced by the individual hospital’s current
organism prevalence and “antibiogram,” and therapy
modified promptly according to the culture results.3 This
study suggests that clinicians may not be doing a very
good job of the latter, and that there is great variation in
the choice of initial empiric antimicrobial therapy.

There are several features of this study that affect the
generalizability of its results. For example, the 20 par-
ticipating ICUs enrolled only about 400 patients with
VAP over a 20-month period—an average of 1 per
month per center—and in fact 173 of the patients (43%)
were from just 2 participating ICUs. This means that
many more cases of VAP must have occurred in the
other 18 ICUs during the study period, and we do not
know why they were not enrolled. 

The higher mortality among patients whose antibiot-
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ic regimen was escalated or remained the same, as com-
pared with that in the patients in whom de-escalation
occurred, may in part reflect differences in severity of
illness or other confounding factors. Nonetheless, inso-
far as the current guidelines1 reflect the best way to
manage VAP, this study’s results suggest that many—if
not most—clinicians have not yet adopted them.   ■
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Special Feature 
Life After ARDS: What
Survivors Tell Us
By Karen L. Johnson PhD, RN, CCRN

Assistant Professor, School of Nursing, University of Maryland

Dr. Johnson reports no financial relationship to this field of study.

In the early 2000s, substantial evidenced-based
interventions were added to the care of critically ill

patients that significantly reduced mortality—including
low tidal volume ventilatory support for acute respirato-
ry distress syndrome (ARDS),1 protocolized sedation
with daily awakening,2 Drotrecogin-alpha for severe
sepsis,3 tight glycemic control,4 corticosteroids for
refractory septic shock5 and preventative strategies for
ventilator associated pneumonia.6 Research demon-
strates that implementation of these interventions
increases chances of survival of critical illness. 

Is it enough to judge our care by survival rates?
Some suggest that survival is a poor metric for describ-
ing the impact of critical illness7 and that discharge
from the ICU is not necessarily the same thing as an
immediate return to full health and happiness.8 Do these
patients, whose lives we save, go on to live happily ever
after? Unfortunately, the answer is not a resounding
“Yes!”. There is a growing body of research document-
ing the negative outcomes associated with critical ill-
ness that have become more apparent as we switch from

evaluating mortality outcomes to patient-centered out-
comes. Studies using patient-centered outcomes help us
understand the value of our care and the outcomes of
our care on a more human and social dimension.8

This review will focus on what we currently know
about patient-centered outcomes of patients who sur-
vive ARDS. As survival rates improve among patients
with this critical illness,1,9 there is a growing need to
understand the long term effects of this condition and its
treatment. Implications for practice and further research
will also be discussed.

Pulmonary Outcomes

Despite the extraordinary toll the ARDS disease
process takes on the lungs while patients are in the ICU,
it appears that, in the long term, pulmonary structure
and function escape relatively unharmed. We’ve known
for some time that for most patients, pulmonary func-
tion is nearly normal by six months to one year after
discharge.9-12 More recent studies reveal decreased car-
bon monoxide diffusion capacity that persists for over a
year after discharge.13-16 However, most patients do not
require supplemental oxygen after one year.16 Chest X-
rays are normal, or have minor abnormal findings at one
year.13,16 A small percentage of patients have some mild
abnormalities in static and dynamic lung volumes13,14

that can persist up to five years after discharge,17 but this
does not cause any significant limitations in terms of
subjective complaints of shortness of breath or dyspnea. 

Global Outcomes

Perhaps the most surprising results of studies evalu-
ating long-term patient-centered outcomes in survivors
of ARDS, is not only the wide range of extrapulmonary
problems ARDS survivors report, but also the magni-
tude and duration of these problems. In a longitudinal
study, Herridge and colleagues16 followed 109 survivors
of ARDS at 3, 6, and 12 months post-discharge. Upon
discharge from the ICU, the patients were severely
wasted and had a mean weight loss of 18% of their
baseline weight. But most had returned to baseline by
one year. All patients reported poor function as a result
of muscle weakness and fatigue. Additional global out-
comes identified from this study are summarized in
Table 1.

Exercise and Activity

At the time of discharge, most ARDS survivors
report difficulty in performing activities of daily living



(bathing, dressing, toileting, etc). Fortunately, at one
year post-discharge most patients are independent in
these activities.18 The distance that they can walk with-
out extreme fatigue increases over the year, but still
remains lower than predicted.15,16 While this may be due
to decreased diffusion capacity, it is interesting to note
that patients state their movement limitations are due to
generalized muscle weakness and fatigue and not due to
shortness of breath.13,14,18

Return to Work

Perhaps one of the most alarming patient-centered
outcomes revealed by recent studies is the dismal
return-to-work rate. Several studies report less than half
of ARDS survivors return to work within one year after
discharge.16,19,20 Reasons for not returning to work
include persistent fatigue and weakness, poor functional
status as a result of immobility of large joints and foot
drop, work related stress, voluntary retirement, and job
retraining.16

Cognition

In one of the first studies to evaluate cognitive func-
tion in ARDS survivors, Hopkins and colleagues
assessed neuropsychological function in 55 patients
over the course of a year.18 They found that all patients
at time of hospital discharge had observable cognitive
impairments including impaired memory, attention,
concentration, and decreased speed of mental process-
ing. Unfortunately, these impairments improved in only
a small percentage of patients. At one year post-dis-
charge, 78% of patients continued to demonstrate
impaired memory, attention and concentration; 48% had
decreased mental processing speed, and 30% had global
cognitive decline. These patients could not remember

what to buy at the grocery store, what people said to
them, whether they took their medications, or when
their appointments were scheduled. Furthermore, they
could not follow directions, particularly if they were
given two or more items to remember. Patients reported
these cognitive impairments made it difficult for them
to return to work. 

Additional studies have made similar observations on
the extent of cognitive impairment in ARDS sur-
vivors.20,21,22 In a recent follow-up study, Hopkins and
colleagues found that even at two years after discharge,
neurocognitive function had not improved.22 Patients
found that activities that required memory, attention, or
quick mental processing speed were very difficult or
impossible. The investigators found no relationship
among cognitive function and several variables includ-
ing ICU length of stay, APACHE II score, duration of
intubation, tidal volumes administered, gender, or days
receiving sedatives, narcotics or paralytic medications. 

Health-Related Quality of Life

The health-related quality of life, or subjective health
status in various dimensions of psychosocial and physi-
cal functioning, is increasingly being used as a relevant
measure of patient-centered outcome of ICU care.23

Studies have used a variety of instruments to evaluate
health-related quality of life, and there is considerable
debate as to the most appropriate instrument choice in
ARDS survivors. 

Several studies have assessed health-related quality
of life in ARDS survivors.14,17,20,24,25 All studies indicate
that ARDS survivors have a self reported quality of life
significantly below published population norms and the
general population. In a prospective, matched-parallel
cohort study of 73 ARDS patients and 73 matched ICU
patients, survivors of ARDS had statistically and clini-
cally significant reductions in their self perceived quali-
ty of life.24 Patients reported the most significant reduc-
tion in the quality of their life was related to physical
limitations that impaired their ability to perform specific
roles in society. 

Clinical Implications

Unless the patient or family raises specific questions
early in the course of treatment, discussions on the ben-
efits and burdens of continued treatment and estima-
tions of the post discharge rehabilitation process and
quality of life rarely occur, and if these discussions do
occur it’s often late in the hospitalization.26 Critical care
clinicians must initiate these discussions early, and con-
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Table 1

Global Outcomes in ARDS Survivors

• Alopecia (usually resolved within 6 months)

• 12% marked, persistent pain at chest tube insertion sites 

(even at 1 year)

• 7% entrapment neuropathies

• 5% enlargement, immobility of large joints as result of 

heterotophic ossification

• 7% troubled by appearance of tracheostomy, requiring revision

• 4% contractured fingers or frozen shoulders because of 

immobility in ICU

• 2% tracheal stenosis, requiring laser excision of tissue

Adapted from: Herridge MS, et al. One-year outcomes in survivors of

the acute respiratory distress syndrome. N Engl J Med. 2003;348:

683-693.
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tinue them on a frequent and regular basis with ARDS
patients and their families. Most patients and families
want some kind of benchmark as to where they can
expect to be (physically and mentally) at a certain point
in their recovery process. Based on the results from
these studies, it may be realistic to tell them the recov-
ery and rehabilitation process after ARDS may take a
year or longer, and that includes the possibility that they
may not return to work within the year. They need to
know that it may take a year for cognitive deficits and
quality of life to return to their baseline level. 

Because studies reveal that physical limitations con-
tinue almost a year after discharge and that these limita-
tions significantly impact quality of life, we need to
evaluate physical activity in the ICU. Are there addi-
tional physical therapies that can be done in the ICU to
minimize the muscle loss and weakness that occur? Are
there additional interventions we can do to decrease the
cognitive impairment?

The magnitude and severity of cognitive impairment of
ARDS survivors at the time of hospital discharge has
implications for how and when we complete discharge
instructions. If these instructions are verbally communi-
cated to the patient, it is very likely they will not remem-
ber them. The cognitive impairments, frequently under-
recognized by acute care clinicians, may also be under-
recognized by rehabilitation and primary care providers
who care for ARDS survivors after discharge. A recent
study revealed that only 12% of ARDS survivors in a
rehabilitation facility received cognitive testing.22 As a
result, the investigators recommend referral of ARDS sur-
vivors to rehabilitation facilities, not only for physical dis-
abilities and weakness, but also for cognitive impairments.
Pulmonary rehabilitation and behavior therapy appear to
improve patients with chronic obstructive lung disease,27

and may also be beneficial for ARDS survivors.28

Since long-term follow up of ARDS survivors is usu-
ally by primary care clinicians, increased communica-
tion between caregivers about the potential for contin-
ued and late sequelae is needed to optimize care.28

The physical, psychosocial and cognitive impairments
that ARDS survivors have are problematic for numerous
reasons and contribute to decreased occupational capaci-
ty, decreased health related quality of life, and increased
strain on family and utilization of resources. Additional
research is needed to help understand, recognize, and
intervene in ways that will minimize the development
and consequences of prolonged impairment. Increasing
knowledge in these areas will help us to improve long-
term patient centered outcomes ARDS survivors.   ■
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CME Questions
1. Surveys indicated that the process of transferring care:

a. was rarely done using computerized information systems. 
b. decreased in complexity after work rules were enacted.  
c. always involved written and oral communication.
d. always included notification of the nursing team.
e. was covered in lecture by the majority of programs.  

2. Chlorhexidine and colistin were used in this study to reduce
oral bacterial overgrowth. Which of the following is true?
a. Both were equally effective against most common bacteria

causing VAP
b. Only colistin was effective against Gram-positive organisms
c. Only chlorhexidine was effective against Gram-positive 

organisms
d. Chlorhexidine was comparable to colistin in reducing Gram-

positive organisms whereas colistin was superior against Gram-
negative organisms.

e. None of the above

3. Which of the following statements about diagnosing ventilator-
associated pneumonia is true?
a. Culture or respiratory secretions is not necessary prior to start-

ing antibiotics.
b. Quantitative culture of bronchoalveolar lavage fluid has been

documented to be superior to qualitative methods.
c. Qualitative cultures of tracheal aspirates has been shown to be

more accurate than invasive methods
d. The optimal means for diagnosing VAP has not been universally

agreed upon. 

4. Patients were admitted to a high-volume hospital who required
mechanical ventilation had lower mortality in the study:
a. Restricting entry to nonsurgical patients.
b. Enrolling medical and surgical patients. 
c. Defining risk status based on SAPS II scores.
d. Focusing on ICU volume versus hospital volume.
e. Examining the role of critical care fellows in ICU coverage. 
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CME/CE Objectives
After reading each issue of Critical Care Alert,

readers will be able to do the following:
• Identify the particular clinical, legal, or scientific

issues related to critical care.
• Describe how those issues affect nurses, health 

care workers, hospitals, or the health care industry
in general.

• Cite solutions to the problems associated with those
issues.

Answers:1 (a); 2 (d); 3 (d); 4 (a)



Ateam from UCSF recently reviewed com-
pany documents that were entered into
the public record as a result of litigation

over the promotion of gabapentin (Neurontin)
between 1994 and 1998.  The result, a rather
scathing indictment of the pharmaceutical indus-
try’s marketing practices, is published in the
August 15 Annals of Internal Medicine. 

The authors had access to thousands of pages
of inside company documents from Pfizer, Parke-
Davis, and Warner-Lambert regarding the mar-
keting of gabapentin during a time that the drug
was a blockbuster, with sales in the hundreds of
millions of dollars.  

The primary focus of the litigation was the pro-
motion of off-label indications of gabapentin by
Parke-Davis. The paper highlights the company’s
marketing strategy, which included identifying
groups of physicians for targeted marketing.
Local champion physicians were identified and
trained as “peer-to-peer selling” program leaders.
The company also identified physician thought
leaders in academic medicine who were given
large honoraria, research grants, and educational
grants to promote the drug. Resident physicians
were also targeted, and large sums of money were
given to residency programs. Medical education
was one of the cornerstones of the marketing plan.  

Physician lectures, teleconferences, and other
meetings were set up discuss treatment of
epilepsy, but also to discuss off-label use of the
drug. Parke-Davis employees frequently surrep-
titiously listened in on these meetings electroni-
cally, in part to gauge the effectiveness of the
presentation. Physician moderators were paid
well for their participation. 

Parke-Davis also developed speaker’s
bureaus and created academic neurologic lec-
ture series for the neurology community.
Department chairs and clinical training pro-
gram directors were frequently on the speakers
lists of these programs.  The company also gave
unrestricted grants through third-party medical
education companies which allowed speakers
to legally discuss off label use of gabapentin
and to grant CME credits.  

A Parke-Davis memo describes these activities
as a “growth opportunity” for off-label use of
the drug.  Physician advisory boards were also
well paid to attend meetings where promotional
activities were discussed. Research was also
directed by the company, and there are indica-
tions that studies that gave favorable outcomes
were more likely to be published than studies
that were not favorable to the drug. 

The company also promoted review articles
and letters to the editor of journals regarding
gabapentin for as much as the $18,000 per arti-
cle. The authors point out that activities “tradi-
tionally considered independent of promotional
intent” such as CME and research were corner-
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stones of marketing efforts, and when run
through a third party, were legal marketing
forums for off-label uses of the drug. The
authors call for new strategies to “ensure a
clear separation between scientific and com-
mercial activity” (Ann Int Med. 2006;145:284-
293). This paper is a must read for anyone
involved in formulary management, cost 
effective prescribing processes, or medical 
education.

TNF Blockers: Should You Be Concerned?
The use of TNF blockers for treatment of

rheumatoid arthritis has always been clouded
by the potential risk of lymphoma or solid can-
cers.  A new study suggests that the concern
may be unfounded.  

Researchers from Harvard and University of
British Columbia performed a cohort study pool-
ing data from 1152 RA patients who received a
biologic DMARD (the TNF blockers etanercept,
infliximab, adalimumab, or anakinra) and 7306
patients who received methotrexate. Both groups
of patients had elevated risks of cancer com-
pared to the general population, but the overall
hazard ratio for hematologic and solid tumors
for patients receiving a biologic DMARDs vs
methotrexate was 0.98 (1.11 lymphoproliferative
cancers 1.37 for hematologic malignancies, and
0.91 for solid tumors).  

The authors conclude that biologic agents are
unlikely to have a substantial increase in the
risk of hematologic malignancies and solid
tumors as compared with methotrexate users
(Arthritis Rheum. 2006;54:2757-2764).

FDA Actions
The FDA has approved over-the-counter

access for Plan B, the so-called morning-after
pill. Over-the-counter sales of Plan B have been
a contentious issue on Capitol Hill throughout
the Bush presidency, and it took a change in
leadership in the FDA to bring about the
change in position. Plan B will be available for
women ages 18 and older without a prescrip-
tion; however, a prescription is still required
for women ages 17 and younger.  Plan B is 
marketed by Duramed, a subsidiary of Barr
Pharmaceuticals.

Several SSRI antidepressants have made the
switch to generic, including fluoxetine, paroxe-
tine, citalopram, and sertraline. Now the first
generic serotonin/norepinephrine reuptake
inhibitor has been approved. Venlafaxine 

(marketed as Effexor) was approved for generic
switch in August in 25 mg, 37.5 mg, 50 mg, 
75 mg, and 100 mg strengths. TEVA pharma-
ceuticals have exclusivity on the generic for
180 days.

The FDA has approved the use of clopidogrel
(Plavix -Bristol-Myers Squibb) in patients with
ST segment elevation myocardial infarction
(STEMI) who are not going to have coronary
artery interventions. The new indication for the
drug was based on the findings of 2 studies
(COMMIT and CLARITY), which showed
improved outcomes with use of the drug in
STEMI patients, including those who had initial
thrombolytic therapy.

In related news, a somewhat bizarre patent
battle over clopidogrel is raging between
Bristol-Myers Squibb and Canadian generic
maker Apotex. The Canadian company chal-
lenged the patent, and introduced generic clopi-
dogrel to the American market on August 8. On
August 31, a federal judge in New York issued a
restraining order to block distribution of the
generic version of the drug; however, she did
not require a recall of the generic pills already
on the market. Bristol-Myers, which derives
30% of its yearly profit from sales of Plavix, is
unsure how much generic product was distrib-
uted in 4 weeks; most estimates are approxi-
mately 3 months supply. Meanwhile, the patent
trial is scheduled to begin in January.

The FDA’s Center for Drug Evaluation and
Research has issued a warning regarding con-
comitant use of ibuprofen and aspirin for
patients who are taking aspirin for cardiopro-
tection. Functional studies have shown that
ibuprofen blocks the effect of aspirin on
platelets if the 2 drugs are taken at the same
time. Both drugs inhibit cyclooxygenase on
platelets. Aspirin’s effect is irreversible for the
life of the platelet, whereas ibuprofen and other
NSAIDs cause reversible inhibition. If ibuprofen
is taken before or concomitantly with aspirin,
the receptor site is occupied and aspirin is
unable to exert its effect. However, if aspirin is
taken 30 minutes before ibuprofen or 8 hours
after, there is no competitive inhibition. The
FDA is recommending that physicians be aware
of the timing of ibuprofen and, perhaps, other
NSAIDs when used with aspirin, and specifi-
cally recommend that aspirin be given 30 min-
utes prior to ibuprofen or 8 hours later.
Recommendations regarding enteric-coated
aspirin are unavailable at this time.   ■
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