Five crashes related to organ procurement have occurred since

1990, said Dr. Michael Englesbe (R) of the University of Michigan.

Organ Procurement
Risks Raise Concerns

BY MICHELE G.
SULLIVAN
Elsevier Global Medical News

ost transplant team
members feel unsafe on
organ  procurement

missions, and their fears are not
unfounded: 15% of U.S. trans-
plant surgeons have been in-
volved in at least one accident
while traveling to procure or-
gans, according to Dr. Michael
Englesbe.

Since 1990, five plane crashes
related to organ procurement
have occurred, four of which re-
sulted in 10 deaths. A crash in
2007 cost the lives of two sur-
geons and two technicians who
were part of the University of

VI1TAL

Michigan’s transplant team.
Both pilots also died when the
plane crashed into Lake Michi-
gan shortly after taking off from
Milwaukee. The cause of the ac-
cident remains under investiga-
tion.

The crash shocked Dr. En-
glesbe and his colleagues in the
university’s transplant depart-
ment, prompting them to ex-
amine the problem in a broad-
er sense, and to seek solutions.

A survey they sent last year to
all members of the American
Society of Transplant Surgeons
is the only source of systemati-
cally collected data on the dan-
gers of organ procurement trav-

See Procurement « page 4
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Early Data Show
Percent Body Fat
As SSI Predictor

Ongoing study of over 400 patients.

BY DAMIAN McNAMARA
Elsevier Global Medical News

MiaMI BEACH — Preop-
erative percent body fat is an
independent predictor of sur-
gical site infection risk and is a
more accurate way to define
obesity than is body mass in-
dex, according to preliminary
results of a prospective, ongo-
ing trial.

Surgical site infections (SSIs)
develop in an estimated
290,000 of the 27 million pro-
cedures performed annually in
the United States, data from
the Centers for Disease Con-
trol and Prevention indicate.
Previous research has linked
obesity—as well as type of
procedure, patient comorbid-
ity, immunosuppression, and
cigarette smoking—to an in-
creased risk of such infections
(Dis. Colon Rectum. 2007;50:
2223-37; J. Cardiovasc. Surg.
2007;48:641-6).

In the initial cohort of 194

patients in this study, Harvard
medical student Emily Wais-
bren and her associates in the
departments of anesthesiolo-
gy and surgery at Brigham and
Women’s Hospital in Boston
measured percent body fat us-
ing bioelectrical impedance
analysis and body mass index
(BMI) using the standard
height and weight formula.
Patients ranged in age from 18
years to 64 years (mean age,
49), and 66% were women.
The mean BMI was 29.5
kg/m?, while overall mean
body fat was 34%. Patients
were considered obese if their
BMI exceeded 30 kg/m?and if
body fat exceeded 25% (in
men) or 31% (in women),
based on the definition from
the American Council on Ex-
ercise. “This has an accuracy
of 2% plus or minus compared
to water immersion studies,
which are the gold standard,”

See SSI « page 5
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Stimulus Bill Pushes EHR Adoption

BY MARY ELLEN
SCHNEIDER
Elsevier Global Medical News

he newly enacted econom-

ic stimulus law will infuse
tens of billions of dollars into
the health care sector, provid-
ing incentives for using health
information technology and
launching initiatives in com-
parative effectiveness research.

The $787 billion American
Recovery and Reinvestment
Act of 2009 (H.R. 1), signed
into law by President Obama
on Feb. 17, includes about $17
billion in financial incentives
through the Medicare and
Medicaid programs to physi-
cians and other health care
providers to adopt and use
electronic  health records
(EHRs). Another $2 billion in
funding is designated for the

Office of the National Coordi-
nator for Health Information
Technology to encourage
health IT adoption, aid in stan-
dard setting, and support re-
gional efforts at health infor-
mation exchange.

Under Medicare, providers
could receive incentives for
EHR use over 5 years starting
at a maximum of $18,000 in
the first year and dropping to
a maximum of $2,000 in year 5.

However, physicians who do
not engage in “meaningful”
EHR use by 2015 could see
cuts to their Medicare pay-
ments starting at 1% in 2015
and rising to 3% in 2017 and
subsequent years.

Physicians who have a Med-
icaid patient volume of at least
30% will be eligible to receive
incentive payments for EHR

See Stimulus  page 5
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How can vou accelerate
upper and lower Gl recovery?

Important Safety Information

WARNING: FOR SHORT-TERM HOSPITAL USE ONLY

ENTEREG is available only for short-term (15 doses) use in hospitalized patients.
Only hospitals that have registered in and met all of the requirements for the
ENTEREG Access Support & Education (E.A.S.E.™) Program may use ENTEREG.

e ENTEREG is contraindicated in patients who have taken therapeutic doses of opioids for more than
7 consecutive days immediately prior to taking ENTEREG

e There were more reports of myocardial infarctions in patients treated with alvimopan 0.5 mg twice daily
compared with placebo-treated patients in a 12-month study of patients treated with opioids for chronic pain.
In this study, the majority of myocardial infarctions occurred between 1 and 4 months after initiation
of treatment. This imbalance has not been observed in other studies of alvimopan, including studies of
patients undergoing bowel resection surgery who received alvimopan 12 mg twice daily for up to 7 days.

A causal relationship with alvimopan has not been established

Reference: 1. ENTEREG Prescribing Information. Exton, PA: Adolor Corporation; 2008.



ENTEREG accelerates
Gl recovery’

The first and only FDA-approved agent indicated

to accelerate the time to upper and lower Gl recovery
following partial large or small bowel resection
surgery with primary anastomosis

¢ Reduced time to recovery by up to 1 day

¢ Reduced time to discharge order written
(DOW)—by approximately 13 to 21 hours

P
ENTEREG

(alvimopan]

Important Safety Information

¢ ENTEREG should be administered with caution to patients receiving more than 3 doses of an opioid within
the week prior to surgery. These patients may be more sensitive to ENTEREG and may experience Gl side
effects (eg, abdominal pain, nausea and vomiting, diarrhea)

e ENTEREG is not recommended for use in patients with severe hepatic impairment, end-stage renal
disease, or in patients undergoing surgery for correction of complete bowel obstruction

e ENTEREG is available only to hospitals that enroll in the E.A.S.E. Program. To enroll in the E.A.S.E.
Program, the hospital must acknowledge that:
—Hospital staff who prescribe, dispense, or administer ENTEREG have been provided the educational

materials on the need to limit use of ENTEREG to short-term, inpatient use

—Patients will not receive more than 15 doses of ENTEREG
—ENTEREG will not be dispensed to patients after they have been discharged from the hospital

For more information on the E.A.S.E. Program, contact Adolor Corporation at 1-866-4AD0OLOR
(1-866-423-6567) or visit www.entereg.com.

Please see Brief Summary of Prescribing Information on next page.

0
0 AdOlOf ENTEREG is a registered trademark and E.A.S.E. is a trademark of Adolor Corporation. @GlaxoSmithKline

© Copyright 2008 Adolor Corporation. Al rights reserved. Printed in USA. ETG186R0 November 2008
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el, according to Dr. Englesbe, who is the
lead author of two unpublished papers
on the topic. The survey confirmed the
impression of the generally unsafe con-
ditions inherent in organ procurement:
bad weather, night travel, and the sense
of urgency.

“There was a general belief that we
are doing this under circumstances that
no one else would accept. The thinking

Survey Flags Travel Hazards

Procurement ¢ from page 1

g0. You never refuse,” Dr. Englesbe said.

“Most of the respondents (87%) said
they simply do not feel very safe, espe-
cially when flying. And there was a broad
consensus that there must be a better
way to do it.”

The lack of national data hampers ef-
forts to solve the problem, however.
“We've been trying to figure out how
many organ procurement flights happen

knows this. It’s a totally unregulated sys-
tem,” Dr. Englesbe said.

Typically, a hospital lacking its own air-
craft uses air charter services. “These are
usually small planes or helicopters, and
they’re not always maintained at the lev-
el of a commercial airline,” he explained.

Nor are they always captained by ac-
complished pilots, according to a search
of the National Transportation Safety
Board (N'TSB) database. For instance, in
1992, a heart transplant surgeon who
flew from Albuquerque to Las Cruces at
night to retrieve a heart crashed; he and

is, when there’s an organ available, you

yearly in the US., and no one even

a physician assistant were both killed.

BRIEF SUMMARY
ENTEREG® (alvimopan) Capsules

The following is a brief summary only; see full prescribing information for complete product information.

WARNING: FOR SHORT-TERM HOSPITAL USE ONLY
ENTEREG is available only for short-term (15 doses) use in hospitalized patients. Only hospitals that have
registered in and met all of the requirements for the ENTEREG Access Support and Education (EA.S.E.)
program may use ENTEREG. [see Warnings and Precautions (5.1 and 5.2)]

4 CONTRAINDICATIONS

ENTEREG is contraindicated in patients who have taken therapeutic doses of opioids for more than 7
consecutive days immediately prior to taking ENTEREG.

5 WARNINGS AND PRECAUTIONS
g,{ Myocardial Infarction in a 12-Month Study in Patients treated with Opioids for Chronic
ain

There were more reports of myocardial infarctions in patients treated with alvimopan 0.5 mg twice daily
compared with placebo-treated patients in a 12-month study of patients treated with opioids for chronic pain. In
this study, the majority of myocardial infarctions occurred between 1 and 4 months after initiation of treatment.
This imbalance has not been observed in other studies of alvimopan, including studies in patients undergoing
bowel resection surgery who received alvimopan 12 mg twice daily for up to 7 days. A causal relationship with
alvimopan has not been established.
5.2  Distribution Program for ENTEREG

ENTEREG is available only to hospitals that enroll in the E.A.S.E. program. To enroll in the E.A.S.E. pro-
gram, the hospital must acknowledge that: hospital staff who prescribe, dispense, or administer ENTEREG have
been provided the educational materials on the need to limit use of ENTEREG to short-term, inpatient use; patients
will not receive more than 15 doses of alvimopan; and ENTEREG will not be dispensed to patients after they have
been discharged from the hospital. Contact the E.A.S.E. program at 1-866-4ADOLOR (1-866-423-6567).

5.3  Opioid Tolerance and Gastrointestinal-Related Adverse Effects

Patients recently exposed to opioids are expected to be more sensitive to the effects of -opioid receptor
antagonists. Since ENTEREG acts peripherally, clinical signs and symptoms of increased sensitivity would likely
be limited to the gastromlestma\ tract (e.g., abdominal pain, nausea and vomiting, d\arrhea) Patients receiving
more than 3 doses of an opioid within the week prior to surgery were not studied in the postoperative ileus clinical
trials; therefore, ENTEREG 12 mg capsules should be administered with caution to these patients.

5.4  Severe Hepatic Impairment

In pauems with severe hepatic impairment, there is a potential for 10-fold higher plasma levels of drug
[see Clinical Pharmacology (12.3) of full pfescr/b/ng information]. There are no studies of ENTEREG in patients
with severe hepatic impairment undergoing bowel resection. Because of the limited data available, ENTEREG is
not recommended for use in patients with severe hepatic impairment.

5.5  End-Stage Renal Disease

No studies have been conducted with end-stage renal disease. ENTEREG is not recommended for use in
these patients.

5.6  Bowel Obstruction

Use of ENTEREG in patients undergoing surgery for correction of complete bowel obstruction is not
recommended.

6 ADVERSE REACTIONS
6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice. The adverse event information from clinical trials does, however, pro-
vide a basis for identifying the adverse events that appear to be related to drug use and for approximating rates.

The data described below reflect exposure to ENTEREG in 1,650 patients in 9 placebo-controlled stud-
ies worldwide. The populahon was 19 to 97 years old, 68% were lemale and 83% were Caucasian; 61% were
undergoing bowel resection surgery. The first dose of ENTEREG was administered 30 minutes to 5 hours before
the scheduled start of surgery and then twice daily until hospital discharge (or for a maximum of 7 days of post-
operative treatment).

Table 1 presents treatment-emergent adverse reactions reported in >3% patients treated with ENTEREG
and for which the rate for ENTEREG was >1% than placebo. Treatment-emergent adverse reactions are those
events occurring after the first dose of study medication treatment and within 7 days of the last dose of study medi-
cation or those events present at baseline that increased in severity after the start of study medication treatment.

Table 1. Advel ions That Were Reported in >3% of Either Bowel
Reseclmn Pahems Trealed With ENTEREG or All Surgical Patients Treated With ENTEREG and for
Which the Rate for ENTEREG Was >1% Than Placebo

Bowel Resection Patients All Surgical Patients
Placebo ENTEREG Placebo ENTEREG
(1=986) | (1=999) | (n=1,365) | (n=1,650)
System Organ Class % % % %
Blood and lymphatic system disorders
Anemia 42 5.2 54 5.4
Gastrointestinal disorders
Constipation 39 40 76 9.7
Dyspepsia 46 7.0 48 59
Flatulence 45 3.1 7.7 8.7
Metabolism and nutrition disorders
Hypokalemia 85 95 75 6.9
Musculoskeletal and connective tissue disorders
Back pain 1.7 33 2.6 34
Renal and urinary disorders
Urinary retention 21 32 23 35

7 DRUG INTERACTIONS
7.1 Potential for Drugs to Affect Alvimopan Pharmacokinetics

Based on in vitro data, alvimopan is not a substrate of CYP enzymes. Therefore, concomitant administra-
tion of ENTEREG with inducers or inhibitors of CYP enzymes is unlikely to alter the metabolism of alvimopan. No
clinical studies have been performed to assess the effect of concomitant administration of inducers or inhibitors
of cytochrome P450 enzymes on alvimopan pharmacokmehcs

In vitro studies suggest that alvimopan and its ‘metabolite’ are substrates for p»g\ycoprolem. A popula-
tion PK analysis did not reveal any evidence that alvimopan or ‘metabolite’ pharmacokinetics were influenced by
concomitant medications that are mild-to-moderate p-glycoprotein inhibitors. No clinical studies of concomitant
administration of alvimopan and strong inhibitors of p-glycoprotein (e.g., verapamil, cyclosporine, amiodorone,
itraconazole, quinine, spirinolactone, quinidine, diltiazem, bepridil) have been conducted.

A population PK analysis suggests that the pharmacokinetics of alvimopan were not affected by con-
comitant administration of acid blockers or antibiotics. However, plasma concentrations of the ‘metabolite’ were
lower in patients receiving acid blockers or preoperative oral antibiotics (49% and 81%, respecl\vely) Because
the ‘metabolite’ is not required for efficacy, no dosage adjustments are necessary in these patients.

7.2 Potential for Alvimopan to Affect the Pharmacokinetics of Other Drugs

Alvimopan and its ‘metabolite’ are not inhibitors of CYP 1A2, 2C9, 2C19, 3A4, 2D6, and 2E1 in vitro at
concentrations far in excess of those observed clinically. Alvimopan and its ‘metabolite’ are not inducers of CYP
1A2, 2B6, 2C9, 2C19 and 3A4. /n vitro studies also sugges 1 that alvimopan and its ‘metabolite” are not inhibi-
tors of p- glycopro ein. These in vitro findings suggest that ENTEREG is unlikely to alter the pharmacokinetics of
coadministered drugs through inhibition or induction of CYP enzymes or inhibition of p-glycoprotein.

Coadministration of alvimopan does not appear to alter the pharmacokinetics of morphine and its metabolite,
morphine-6-glucuronide, to a clinically significant degree when morphine is administered intravenously. Dosage
adjustment for intravenously administered morphine is not necessary when it is coadministered with alvimopan.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Ter ic Effects: Pr Category B: Reproduction studies have been performed in
pregnant rats at about 68 to 136 times the recommended human oral dose based on the body surface area and in-
travenous doses of about 3.4 to 6.8 times the recommended human oral dose based on the body surface area and
in pregnant rabbits at intravenous doses at about 5 to 10 times the recommended human oral dose based on the
body surface area and have revealed no evidence of impaired fert |I\ty or harm to the fetus due to alvimopan. There
are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug should be used during pregnancy only if clearly needed.

8.2 Nursing Mothers

Alvimopan and its ‘metabolite’ are detected in the milk of lactating rats. It is not known whether alvimopan
is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when
ENTEREG is administered to a nursing woman.

8.3  Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
8.4  Geriatric Use

0Of the total number of patients in 5 clinical efficacy studies treated with ENTEREG or placebo, 45% were
65 years of age and over, while 18% were 75 years of age and over. No overall differences in safety or effective-
ness were observed between these patients and younger patients, and other reported clinical experience has
not identified differences in responses between the elderly and younger patients, but greater sensitivity of some
older individuals cannot be ruled out. No dosage adjustment based on increased age is required [see Clinical
Pharmacology (12.3) of full prescribing information].

8.5  Hepatic Impairment

Although there is a potential for higher plasma levels of drug in patients with mild-to-moderate hepatic
impairment [see Clinical Pharmacology (12.3)], dosage adjustment in these patients is not required. Patients with
mild-to-moderate hepatic impairment should be closely monitored for possible adverse effects (e.g., diarrhea,
gastrointestinal pain, cramping) that could indicate high drug or ‘metabolite’ levels, and ENTEREG should be
discontinued if adverse events occur. ENTEREG is not recommended for use in patients with severe hepatic im-
pairment. [See Warnings and Precautions (5.4) and Dosage and Administration (2.2) and Clinical Pharmacology
(12.3) of full prescribing information]

8.6  Renal Impairment

Alvimopan has not been studied in patients with end-stage renal disease and ENTEREG is not rec-
ommended for use in these patients. Patients with mild-to-severe renal impairment do not require dosage
adjustment, but they should be monitored for adverse effects. /see Dosage and Administration (2.2) and
Clinical Pha/maco/ogy (12.3) of full prescribing information]. Patients with severe impairment should be closely
monitored for posswble adverse effects (e.g., diarrhea, gastrointestinal pain, cramping) that could indicate high
drug or ‘metabolite’ levels, and ENTEREG should be discontinued if adverse events occur.

9 DRUG ABUSE AND DEPENDENCE
ENTEREG has no known potential for abuse or dependence.

10 OVERDOSAGE

There is no specific antidote for overdosage with ENTEREG. Patients should be managed with appropriate
supportive therapy. Single doses up to 120 mg and multiple doses up to 48 mg for 7 days have been administered
to normal, healthy subjects in clinical studies and were well tolerated.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two year carcinogenicity studies have been conducted with alvimopan in CD-1 mice at oral doses up to
4000 mg/kg/day and in Sprague Dawley rats at oral doses up to 500 mg/kg/day. Oral administration of alvimopan
for 104 weeks produced significant increases in the incidences of fibroma, fibrosarcoma and sarcoma in the skin/
subcutis, and osteoma/osteosarcoma in bones of female mice at 4000 mg/kg/day (about 674 times the recom-
mended human dose based on body surface area). In rats, oral administration of alvimopan for 104 weeks did not
produce any tumor up to 500 mg/kg/day (about 166 times the recommended human dose based on body surface
area).

Alvimopan was not genotoxic in the Ames test, the mouse lymphoma cell (L5178Y/TK+") forward muta-
tion test, the Chinese Hamster Ovary (CHO) cell chromosome aberration test or the mouse micronucleus test. The
pharmacologically active ‘metabolite’ ADL 08-0011 was negative in the Ames test, chromosome aberration test in
CHO cells and mouse micronucleus test.

Alvimopan at intravenous doses up to 10 mg/kg/day (about 3.4 to 6.8 times the recommended human
oral dose based on the body surface area) was found to have no adverse effect on fertility and reproductive
performance of male and female rats,

13.2  Animal Toxicology and/or Pharmacology

Asingle oral dose of 500 mg/kg of alvimopan was not lethal to mice and rats.

Reproduction studies have been performed in pregnant rats at oral doses up to 200 mg/kg/day (about
68 to 136 times the recommended human oral dose based on the body surface area) and intravenous doses up
to 10 mg/kg/day (about 3.4 to 6.8 times the recommended human oral dose based on the body surface area) and
in pregnant rabbits at intravenous doses up to 15 mg/kg/day (about 5 to 10 times the recommended human oral
{105‘3 based on the body surface area) and have revealed no evidence of impaired fertility or harm to the fetus due
0 alvimopan

17 PATIENT COUNSELING INFORMATION
17.1  Recent Use of Opioids

Patients should be informed that they must disclose long-term or intermittent opioid pain herapy includ-
ing any use of opioids in the week prior to receiving ENTEREG. They should understand that recent use of opioids
may make them more susceptible to adverse reactions to ENTEREG, primarily those limited to the gastrointestinal
tract (e.g., abdominal pain, nausea and vomiting, diarrhea)
17.2  Hospital Use Only

Patients should be informed that ENTEREG is for hospital use only for no more than 7 days after their
bowel resection surgery.
17.3  Most Common Side Effects

Patients should be informed that the most common side effects with ENTEREG in patients undergoing
bowel resection are constipation, dyspepsia, and flatulence.
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The surgeon had been working for 22
hours without a break before he took
off, and he was not rated for night flight.

Dr. Englesbe contends that alterna-
tives to risky travel would be to have the
“home” team retrieve the organ and
ship it to the recipient site, or to ship the
patient. Once a donor is declared brain-
dead, he or she can be transported to ei-
ther the recipient’s hospital or a central
location where organs can be removed
and shipped.

Mid-American Transplant Services
(MTS), an organ procurement agency
that serves parts of Missouri, Arkansas,
and Illinois, is exploring both alterna-
tives. In 2001, MTS built an operating
suite for tissue recovery at its St. Louis
headquarters. Since then, 90% of the
agency’s 1,000 annual tissue recoveries
have been performed there, according to
Dean F. Kappel, the agency’s president
and chief executive officer.

The suite cost $250,000 to create, but
the investment was recovered within
about 15 months, Mr. Kappel said. Most
of the savings resulted from eliminating
operating room (OR) time in the donor
hospital.

While the suite accommodated most
of the tissue recoveries, some organ re-
coveries still had to be performed in the
donor hospitals. “At that time, it wasn’t
uncommon for us to be in the hospital
for 18-24 hours for a single donor, from
the time of referral to the end of our OR
time. We often ended up bumping pri-
vate cases.”

Adding a second OR at MTS head-
quarters has provided a cardiac catheter-
ization lab, so that surgeons can check
the vessels on any hearts they recover.

Donors arrive either by ambulance
from nearby hospitals or by air. Organs
not used locally are routinely shipped to
the recipient site, unless they are hearts.
“Surgeons who transplant hearts still
want to be the ones to take them and
make sure they're OK” before giving the
final go-ahead for the transplant, Mr.
Kappel said.

On-site recovery has slashed in-hospi-
tal time from 24 hours or more to about
8 hours, and overall costs from an aver-
age of $30,000 for processing in the hos-
pital to about $15,000 for processing
done at the agency, he said.

The change has been overwhelming-
ly popular among surgeons and families
alike. “We don’t have to worry about
our hospital OR time getting bumped
for big emergency cases, so we don’t
keep the families waiting. They know
when their loved one is going into
surgery, and they know when that per-
son will be coming to the funeral
home,” Mr. Kappel said.

Dr. Englesbe has secured a $50,000
grant for a 1-day seminar to be held in
spring 2009 with surgeons, reimburse-
ment experts, and air medical transport
representatives. “We hope to produce a
white paper that may help guide na-
tional policy on the issue,” he said.

He believes that the potential cost
savings of the alternative approaches
might attract national attention. “If
Medicare got wind of the possibility of
saving a billion dollars, that could end up
being pretty powerful.” [ ]
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Body Fat Best Defines Obesity

SSI « from page 1

Ms. Waisbren said at the meeting on
perioperative medicine at the Univer-
sity of Miami.

A total of 130 patients (67%) were
obese according to the body fat crite-
rion, compared with 74 (38%) using the
BMI definition.

Participants were assessed before,
during, and 30 days after elective
surgery (primarily general, orthope-
dic, and obstetric procedures) on the
basis of medical records, question-
naires, and follow-up telephone inter-
views. A total of 31% of the patients
were taking antihypertensive medica-
tion, and 18% were current smokers.
Most patients had an American Society
of Anesthesiologists (ASA) Score of 1I,
“so they were relatively healthy,” Ms.
Waisbren said.

Surgical site infections (SSIs) devel-
oped in 27 patients (14%). According to
the percent body fat cutoffs, infections
occurred in 4.7% of nonobese patients
and in 18.5% of obese patients. In con-
trast, when the BMI cutoff was used,
14.2% of the nonobese and 13.5% of
obese patients developed SSIs.

As percent body fat increased, there
was a statistically significant increase in
SSIs. For example, patients with per-
cent body fat greater than 37% were
two times more likely to develop an
SSI, Ms. Waisbren said. “An association
with increased SSI risk was seen with
BMI also, but it was not statistically
significant.”

Although there were no deaths re-
lated to these infections, Ms. Waisbren
said that patients with an SSI experi-
enced more adverse outcomes, includ-
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ing wound dehiscence, seroma, and
hematoma, than did those without in-
fections.

A meeting attendee asked if patients
were possibly overlabeled as obese be-
cause two-thirds met the percent body
fat definition.

“There have been very little data to
define the cutoff point,” Ms. Waisbren
said. “But you raise the point of how
appropriate the American Council on
Exercise definition is.”

When a meeting attendee asked why
the hip-to-waist ratio was not assessed,
Ms. Waisbren said the investigators be-
lieved BMI was more accurate than
hip-to-waist ratio. However, she said,
“BMI misses an important difference in
body composition.” For example, a
male body builder and an overweight
woman with the same height and
weight would have the same BMI, but
very different body fat percentages.

Percent body fat was an independent
predictor of SSI, according to a uni-
variate analysis. Pedal edema, recent
surgery, higher National Nosocomial
Infection Surveillance score, and class
2 (clean-contaminated) or higher
wound ratings were other predictors. A
multivariate assessment is planned as
part of the ongoing study, Ms. Wais-
bren said.

This study was awarded the best re-
search abstract at the meeting. Data
collected for a total of 436 patients in
this ongoing study concur with the
initial cohort findings, Ms. Waisbren
said. She added the plan is to enroll 600
elective surgery patients in the final as-
sessment. L]

Health Research Also Supported

Stimulus « from page 1

adoption and use. Eligible Medicaid
providers could receive incentives of up
to $75,000 over 5 years. Under the law,
Medicaid providers could receive up to
$25,000 for the purchase and initial im-
plementation of a certified EHR system
and up to $10,000 a year for the mainte-
nance and use of the system.

The funding in the law is likely to fuel
significant activity in the health infor-
mation technology area, said Dr. Don
Detmer, president and CEO of the
American Medical Informatics Associa-
tion (AMIA), although the federal gov-
ernment will need to clarify some of the
provisions in the law through regulation,
particularly how the new privacy pro-
tections will be implemented.

Recent surveys show that most physi-
cians would be motivated to adopt EHRs
if given this level of incentives, said

Douglas Peddicord, Ph.D., president of

Washington Health Strategies Group,

which represents AMIA in the District of

Columbia.

Also under the new law, the Health
and Human Services department will
provide competitive grants to states to
help them develop loan programs. The
loans will enable health care providers to
purchase, upgrade, or improve the se-

curity of EHR systems or to train staff

on the technology.
The law also includes $87 billion to
help states pay for their Medicaid pro-

grams. With a higher percentage of

funds for their Medicaid programs com-
ing from federal dollars, “a state with a
budget shortfall won't feel as much pres-
sure to cut Medicaid back,” said Kath-

leen Stoll, deputy executive director of
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Families USA, noting that at least 40
states have proposed cuts to their Med-
icaid programs.

About $10 billion in funding under the
new law has been slated for the Nation-
al Institutes of Health to use toward re-
search grants, construction, and the pur-
chase of research equipment. A little
over $1 billion has been aimed at com-
parative effectiveness research, with $300
million going to the Agency for Health-
care Research and Quality, $400 million
to the NIH, and $400 million to be used
at the HHS secretary’s discretion.

The research will be overseen by a
new national council that will advise
Congress and federal agencies on prior-
ities. Many in the pharmaceutical and
medical device industry supported the
notion of comparative effectiveness stud-
ies, but did not want to see the money
used to support coverage decisions. The
House and Senate conference report
specifically stated that the research could
not be used to “mandate coverage, re-
imbursement, or other policies for any
public or private payer.”

That brought applause from Ad-
vaMed, the medical device industry
trade group. “The purpose of the re-
search is to assist patients and health
professionals in making better treat-
ment decisions, not to mandate one-
size-fits-all coverage decisions that
would deny patients access to safe and
effective treatments,” Stephen J. Ubl,
president and CEO of AdvaMed, said in
a statement. m

Alicia Ault and Joyce Frieden contributed
to this story.
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BY DENISE NAPOLI
Elsevier Global Medical News

one-day, hands-on surgery training
Acourse focusing on penetrating
trauma to the chest and abdomen
not only boosts residents” skills but also

serves more experienced surgeons who
may encounter these types of injuries in-
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ATOM Course Hones Trauma Skills

frequently in their practice, according to
Dr. Lenworth Jacobs, creator of the
course.

The Acute Trauma Operative Man-
agement (ATOM) course, which is cer-
tified and operated by the American
College of Surgeons, aims to build com-
petence and confidence in surgeons who
don’t see many of these types of injuries.
Students encounter 12 different real-life
operating experiences on a 50-kg swine,
ranging from a stab wound (created by

the course instructor) to heart surgery.
They also attend six 30-minute lectures
and complete pre- and postcourse exams
online.

“It’s a full operative experience. [The
animal is] fully anesthetized in an oper-
ating room, you're in a full gown, with
scrubbing, and with full operating in-
struments—exactly the same as you
would find in a human environment,”
said Dr. Jacobs, an ACS Fellow, in an in-
terview. “There are auditory cues, the

THE AMERICAN COLLEGE OF SURGEONS ¢ DIVISION OF EDUCATION

ACS Multimedia Atlas of Surgery
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The Executive Committee on Video-Based Education,
through the Division of Education and Ciné-Med,
has developed the interactive Multimedia Atlas of
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beepers from the cardiac monitor, the vi-
suals from the EKG.

“You have to be totally prepared or
you won't be able to achieve it. But hav-
ing done appropriate preparation, at the
end of the day you are really boned up
on your skills,” he added.

Although the course was originally
designed for fifth- or sometimes fourth-
year surgical residents (for whom the
modern mandatory 80-hour work week
has meant less exposure to these types
of injuries), ATOM has been enjoying an
“exponential ride” since its inception in
1999. There are now a total of 26 sites
in the United States, Canada, Africa,
Japan, and the Middle East, and about
1,100 graduates.

In addition, the course is not target-
ed exclusively at residents. Course par-
ticipants have also included students
“and other surgeons who may be out [of
residency] 10 or 15 years, but who are
taking call in a hospital. They may have
restricted their practice to breasts, or
only parathyroid, or something, but
they are expected to take care of these
[traumatic penetrating] injuries, be-
cause that’s what going to come in
tonight,” said Dr. Jacobs, a professor of
surgery at the University of Connecti-
cut, Hartford, and director of the trau-
ma program at Hartford Hospital.
“That’s a huge group of people who re-
quire being comfortable” with this type
of surgery.

Dr. Brock Bordelon, a surgeon and
ACS Fellow in Colorado Springs, said in
an interview that although he hasn’t
taken the course, he sees its utility, and
not only for residents.

“Itis probably also helpful to the folks
who practice emergency general and

Surgery‘. Each volume present? a comprehensive list To order, trauma surgery only, who, as a result,
of surgical procedures, featuring: all 800/633-0004 have less operative experience than
e Narrated surgical video E fat 9 those who perform a large volume of
« Didactic presentations Formats: or visit a.bdo”minal surgery in Fhe elective set-
o Medical illuétationg e DVD-ROM www.cine-med.com ting.” At least one of his colleagges has
- A - o Online taken the course, Dr. Bordellon said, and
P O has gone on to become an instructor.

* Foreword by Ajit K. Sachdeva, ~ ® Book a The course, which costs about $1,750,

MD, FACS, FRCSC, Director, AR v gives 7.5 AMA PRA Category 1 Credits.

Division of Education,
American College of Surgeons

Although it is completed in 1 day, Dr. Ja-
cobs said that without extensive prepa-
ration, students will be overwhelmed.
Preparation takes the form of studying
a CD-ROM and other materials provid-
ed in advance of the course.

According to Dr. Jacobs, there is an-
other European hands-on surgery
course, but ATOM is unique in its rigor
and authenticity.

“It’s a very tightly evaluated course,”
he said. “We measure [students’] per-
ception of whether this was helpful.
Did it help them increase their confi-
dence in dealing with these injuries? Do
they feel they are more competent, and
if they [saw] such an injury [in practice],
did the course help? And the scores on
all of these measures are very high,
which really leads us to believe that this
is a very successful and helpful educa-
tional tool.” [
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All 26 chapters
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M any physi-
cians fail to
understand that
their behavior in-
fluences the odds
of being sued.
They frequently
blame lawyers
and the legal system, but in a study of
nearly 1,500 closed cases, lawyers actu-
ally got it right about 75% of the time (IN.
Engl. J. Med. 2006;354:2024-33).

When patients sue, it’s most often be-
cause the physician failed to provide an
explanation or to be accountable, and be-
cause they want to ensure that others
won’t experience the same problem they
did (Lancet 1994;343:1609-13).

A strong commitment to patient safe-
ty is the best prophylaxis against profes-
sional liability claims. But even being er-
ror-free may not insulate you from
claims when things go wrong. How you
communicate with your patients before,
at the time of, and after a complication
may make all the difference.

Too often, surgeons create unreason-
able expectations at the outset of the pa-
tient-physician relationship. It is the sur-
prise, not the complication, that creates
the impression that mistakes were made.

“I've done more of these procedures
than anyone. We’ll have you up and run-
ning in no time,” and similar comments
create a sense of false security in patients.
Seeing patients as people—not diseases,
injuries, or disorders—is crucial. Prepare
the patient for the possibility of compli-
cations, their impact on daily life, and the
demands of rehabilitation. If the patient
permits it, include family members in
your conversations. The stress of antici-
pating surgery often causes patients to
hear only what they want to hear.

“The percentage chance you'll have a
serious problem is low, Mrs. Jones, but if
it happens to you, it’s 100%. Some of
these complications could seriously alter
your life. You should carefully consider
these risks and options, including the risk
of doing nothing. I can’t even guarantee
I won’t make a mistake. All I can promise
you is that I'll do my best, and I'll be
there when you come out. Do you have
any questions?” Messages like this pre-
pare patients much better than mean-
ingless reassurances.

At the University of Michigan Health
System, patients in the trauma service
are most likely to have a lawyer in their
future pursuing automobile negligence
claims, workers” compensation, and so-
cial security disability claims, among oth-
ers. Yet, the level 1 trauma service paid
on only 16 claims over a 10-year period.
Why? Because trauma patients are much
better prepared than other patients are
for less-than-optimal outcomes.

Once a complication occurs, you must
honestly and forthrightly explain to the
patient what is known. Avoid speculating
about what is not yet known. This strat-
egy makes you credible and offers an op-
portunity to answer questions and clari-
fy misconceptions. In one study, 24% of

BY RICHARD C.
BOOTHMAN

COMMENTARY

patients sued their doctors because they
felt that their doctors were not being
honest (JAMA 1992;267:1359-63).

Never make excuses, but be careful not
to assume more responsibility than you
actually have. Defer to another team
member who can explain the complica-
tion; don't criticize a physician who is not
present or to try to explain something in
which you weren't involved.

Lower Your Liability Risk

We all know that five people can ex-
perience the same event and have five
dramatically different recollections of it.
Keep charts up to date, and never alter
records later; modifications can be de-
tected. Shorthand is better than noth-
ing—even notes that say things like “all
questions answered, risks explained, pa-
tient wants to proceed” are powerful ev-
idence for the future.

Finally, beware of distractions.
Financial problems, divorces, deadlines,
and other concerns can cause you to cut
corners, take risks, or push yourself be-
yond what is prudent. u

MR. BOOTHMAN is chief risk officer for
the University of Michigan Health
System.
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BY MARK S. LESNEY
Elsevier Global Medical News

SAN FraNcisco — Disease of the
aortic arch can now be treated by com-
bining open surgical procedures with
endovascular repair—a hybrid technique
that offers a less invasive option for the
patient. But the novelty of such tech-
niques raises questions about

repairs using extrathoracic approaches,
said Dr. Koullias at the annual meeting
of the Society of Thoracic Surgeons.

A total of 55 studies, comprising 28 ret-
rospective studies and 27 case reports,
was identified. These included 582 pa-
tients (412 men and 170 women). Based
on sample size criteria, a final total of 15
studies with 463 patients (320 men and
143 women) was included in

procedural indications and
outcomes.

In an attempt to come up
with benchmarks for this
evolving approach, Dr.
George J. Koullias and Dr.
G.H. Wheatley performed a
meta-analysis of the pub-
lished literature to date re-
garding hybrid repair of aor-
tic arch. They reviewed a total
of 718 retrospective studies
and case reports of hybrid
arch procedures that were
listed in PubMed through
May 2008.

Excluded from their analy-
sis were reports involving only left com-
mon carotid to left subclavian artery by-
pass; landing of the covered portion of
the stent-graft in zones 2-4; and arch

Outcomes of
hybrid procedures
compare favorahly

with those of
standard operative

repair.

DR. KOULLIAS

the meta-analysis. The 40 re-
maining studies included up
to 119 patients (92 men and 27
women) and comprised case
reports and small retrospec-
tive studies (fewer than 11 pa-
tients per study). These were
analyzed descriptively, ac-
cording to Dr. Koullias, who is
with a cardiac surgery prac-
tice in Peoria, Ill., and Dr.
Wheatley, of a cardiac group
practice in Phoenix.

Meta-analysis end points
were perioperative mortality,
30-day mortality, permanent
and temporary stroke rate,
permanent and temporary paraplegia
rate, and endoleak rate.

On the meta-analysis of the 463 pa-
tients undergoing hybrid arch procedures,

Routine Mediastinoscopy
For Early NSCLC Questioned

BY SHERRY BOSCHERT
Elsevier Global Medical News

SaN Francisco — Only 4% of 968
patients with early-stage non—small cell
lung cancer had occult lymph node metas-
tases, and invasive mediastinoscopy was
unlikely to detect the metastases, a retro-
spective study found.

The results challenge the utility of rou-
tine mediastinoscopy in patients with clin-
ical stage T1 non-small cell lung cancer
(NSCLC), Dr. Sebastian DeFranchi and
his associates reported in a prize-winning
poster at the annual meeting of the Soci-
ety of Thoracic Surgeons.

Postoperative pathology reports showed
positive mediastinal lymph nodes (N2 dis-
ease) in 59 (6%) of the 968 consecutive pa-
tients who underwent lung resection for
T1 lesions in 1998-2005. The patients’
records showed that noninvasive staging
using CT or PET scans identified 23 pa-
tients with positive nodes, leaving 36 pa-
tients (4% of all patients) with occult dis-
ease in lymph nodes.

Mediastinoscopy performed in 16 pa-
tients with negative results on noninvasive
imaging found lymph node metastases in
3 patients (19% of those who underwent
mediastinoscopy), said Dr. DeFranchi of
the Mayo Clinic, Rochester, Minn.

Among 66 lymph node stations with
metastases identified on pathology, 24
(36%) were in locations not accessible by
routine mediastinoscopy.

The rates of occult N2 disease in vari-
ous stages of NSCLC have been unknown,

and the optimal strategy for mediastinal
staging is unclear. “Routine medi-
astinoscopy in clinical TINO NSCLC re-
sults in a low yield of occult N2 disease in
patients with negative noninvasive stag-
ing,” Dr. DeFranchi concluded.

Of the 23 patients with positive nodes
on noninvasive imaging, CT scans showed
adenopathy in 17 patients, and PET scans
identified positive lymph nodes in 9 pa-
tients. Overall, 17 patients had CT scans,
and 29 patients had PET scans.

Among 66 diseased lymph node sta-
tions found on pathology in 59 patients,
the most frequent site of metastases was
station 7, in 22 (37%) of the 59 patients.
Stations 5 or 6 each were positive in 18 pa-
tients (31%), and station 4R was positive
in 15 patients (25%). Right-sided tumors
were seen in 29 lymph node stations in 25
patients, and left-sided tumors were found
in 38 lymph node stations in 25 patients.

Survival rates in patients with stage T1
NSCLC and positive lymph nodes unde-
tected by noninvasive techniques were 87%
at 1 year, 71% at 2 years, 56% at 3 years, 46%
at 4 years, and 41% at 5 years. That’s better
than mean survival rates for patients with
stage IIIA NSCLC, Dr. DeFranchi noted.

Patients in the study had a mean age of
69 years, and 83% had a history of smok-
ing. The 59 patients with T1NO disease
had adenocarcinoma in 46 cases (78%),
squamous cell carcinoma in 8 (14%), large
cell carcinoma in 2 (3%), and mucinous
adenocarcinoma in 1 (2%).

The investigators had no potential con-
flicts of interest related to this study. =

the overall perioperative mortality was
6.4% and the 30-day mortality was 8.3%.
The overall endoleak rate was 9.2%, the
permanent and temporary stroke rate
was 4.4%, and the permanent and tem-
porary paraplegia rate was 3.9%, with an
average follow-up of about 19 months.
The 463 patients were divided into
two groups: one consisting of 324 pa-
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Hybrid Aortic Arch Procedures Appear Promlsmg

The hybrid approach was used to repair an ascending arch and descending
aneurysm (L), and a type A aortic dissection.

their procedure off CPB. Secondary
meta-analysis between those two patient
groups showed no statistically signifi-
cant differences in any of the end points.

These operative results for the hybrid
procedures compare favorably with stan-
dard operative repair, according to the in-
vestigators. However, they indicated that
there was a need for long-term follow-up

tients who had their procedure done on  and additional study.
cardiopulmonary bypass (CPB), and a The investigators had nothing to dis-
second group of 139 patients who had close with regard to this study. m

Specialty Training Tied to
Lung Cancer Qutcomes

BY MARK S. LESNEY
Elsevier Global Medical News

SAN FRANCISCO — Patients with
operable lung cancer appear to expe-
rience better long-term outcomes
when treated by a specialist in gener-
al thoracic surgery, according to large
database study.

This study is the first description of
an association between surgeon spe-
cialty and long-term survival in oper-
able lung cancer, according to Dr. Fa-
rood Farjah, who presented his study
as the J. Maxwell Chamberlain
Memorial Paper for General Thoracic
Surgery at the annual meeting of the
Society of Thoracic Surgeons.

“There have long been studies [that]
show that specialists have better out-
comes than generalists,” said Dr. Dou-
glas Wood, an ACS Fellow and one of
the paper’s coauthors, in an interview.
“But this is the first study of out-
comes that shows a significant impact
on lung cancer survival.”

A cohort study of 19,754 patients
from 1992 to 2002, with a follow-up
through 2005 was conducted using
the National Cancer Institute’s Sur-
veillance, Epidemiology, and End Re-
sults data, which were linked to the
American Board of Thoracic Surgery
Diplomates List. Board-certified tho-
racic surgeons were designated as car-
diothoracic surgeons (CTS) if they
performed cardiac procedures and as
general thoracic surgeons (GTS) if

they did not, according to the re-
searchers and from the University of
Washington, Seattle.

Results showed that surgeons not
board certified in thoracic surgery
(NBTS) cared for 4,677 (24%) of the
patients, and a total of 8,807 (45%) pa-
tients were cared for by CTS, and
6,261 (32%) were cared for by GTS.
Of the 1,848 surgeons who cared for
the cohort, 770 (42%) were NBTS,
687 (37%) were CTS, and 391 (21%)
were GTS. Patient age, comorbidity
index, and resection type did not sig-
nificantly vary by surgeon specialty.

After adjustment for patient, dis-
ease, and management characteristics,
hospital teaching status, and surgeon
and hospital volume, patients who
were treated by GTS had an 11% low-
er hazard ratio of death, compared
with those who underwent resection
by NBTS, for an HR of 0.89 (with a
99% confidence interval of 0.82-0.97).
However, the risk of death did not
vary significantly between CTS and
NBTS or between CTS and GTS.

“Lung cancer patients treated by
general thoracic surgeons had better
long-term outcomes than [did] those
treated by surgeons without board
certification in thoracic surgery,” ac-
cording to Dr. Farjah. These findings
have important implications for re-
gionalization of care and pay for per-
formance in lung cancer care, he said.

The investigators reported no con-
flicts with regard to this study. m

5>
w
)
2
<
u
T
2
T
)
4
a
@
<
3
3
3
0
X
5
w
[}
4
o}
Jr
(0]
4
[a}
>
[
w
=
%
B}
[o}
0
0
w
5}
<
=z



MARCH 2009 e SURGERY NEWS

BY MARY ELLEN SCHNEIDER
Elsevier Global Medical News

national health insurance exchange
Athat would allow individuals to

choose among private plans or a
new nationwide public plan is the cor-
nerstone of an expert panel’s proposal to
cover nearly all Americans within 2 years
and slow the growth of health care
spending by nearly $3 trillion over the
next decade.

The health reform proposal, unveiled
by the Commonwealth Fund on Feb. 19,
is similar to plans outlined by President
Barack Obama and Senate Finance
Chairman Max Baucus (D-Mont.). It was
developed by the Commonwealth Fund’s
Commission on a High Performance
Health System, a 19-member panel
formed in April 2005 to study possible
changes to the delivery and financing of
health care.

The difference between the Com-
monwealth Fund’s plan and other poli-
cy proposals is that it provides details on
implemenation of these broad policies,
as well as their financial and clinical con-
sequences, said Karen Davis, president of
the Commonwealth Fund. Modeling and
estimates outlined in the report were
performed by the Lewin Group.

Under the proposal, individuals could
choose to keep their own coverage or ob-
tain new coverage through the insurance
exchange. The public plan would initial-
ly be available to those seeking insurance
on the individual market and those work-
ing for small employers, but by 2014 it
would be available to the entire under-65
population, including individuals work-
ing for large employers. The public plan
would offer benefits similar to the stan-
dard option available to federal employ-
ees and members of Congress, but at
premiums at least 20% lower than those
of private plans offered in small group
markets.

Private plans would be required to
guarantee the issue and renewal of poli-
cies regardless of health status, and to
provide community-rate premiums. But
they would be able to stay competitive
with the public plan, according to Cathy
Schoen, lead author of the report and se-
nior vice president of the Common-
wealth Fund, because they would be
able to reduce costs such as underwrit-
ing and marketing.

“The report’s central message is that
we all stand to gain by taking bold ac-
tion,” Ms. Schoen said at a press briefing
to release the report.

The Commonwealth Fund proposal
would impose an individual insurance
mandate, but would cap premiums at 5%
of income for low-income individuals
and 10% for those in higher income tax
brackets. It would also require employ-
ers to either offer coverage or contribute
about 7% of payroll into a coverage trust
fund.

The Commonwealth Fund proposal
endorses moving away from the current
fee-for-service system and replacing it
with reforms such as bundling payments
for acute care episodes, increasing pay-

ment for primary care while decreasing
payment for specialty and procedural
care, and providing additional payments
for practices that provide a patient-cen-
tered medical home.

Under the proposal, all payment re-
forms would apply to Medicare, Medic-
aid, and the new public health plan. The
proposal would also raise Medicaid rates
to Medicare levels and invest in health in-
formation technology, population health,
and comparative effectiveness research.

PRACTICE TRENDS

New Plan Aims to Widen Health Coverage, Cut Costs

The proposal would not lower current
costs but could slow the rate of health
care spending, according to the Com-
monwealth Fund. Instead of health care
spending rising 6.7% each year over the
next 11 years, as predicted by current
trends, the increase in spending would
slow to about 5.5% per year if the re-
forms were implemented in 2010. The
combination of the proposed insurance
and payment system reforms could slow
spending by nearly $3 trillion by 2020.

Costs incurred by the federal govern-
ment would climb sharply during the
first years of implementing these
changes, but could be largely recouped
by 2020, according to the report.

Under the proposal, the number of
uninsured Americans would drop from
about 48 million this year to about 4 mil-
lion by 2012. Without reforms, the unin-
sured would increase to about 61 million
by 2020, according to the Common-
wealth Fund. (]
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It's the patient’s own skin. During a procedure, blood and serum
diminish the antimicrobial effect of traditional paint and scrub. This
can lead to a surgical site infection. That's why there's ChloraPrep®
ChloraPrep combines a 2% CHG formulation with innovative, “hands-
off" applicators to provide a more effective system for helping reduce
infections associated with most resilient skin bacteria, including MRSA.
Help stop infection before you start surgery with ChloraPrep.

IT'S THE BEST BE
AGAINST INFECTION. IRONIG
A

= SUPERIOR to traditional iodophors in reducing
skin microorganisms that cause infection

= PROVEN in 33 published studies as best
practice for helping reduce the risk of infection

= INNOVATIVE applicators provide a gentle
friction scrub and promote a “hands-off" prep
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BY MITCHEL L. ZOLER
Elsevier Global Medical News

HoLLywoobp, FLA. — A more
quantifiable and precise strategy for
gauging the risk that an abdominal aor-
tic aneurysm will rupture is on the verge
of becoming a clinically useful tool.

Dr. Mark F. Fillinger and his associates
at Dartmouth-Hitchcock Medical Center
in Lebanon, N.H., have been developing
a method for measuring the vascular

wall stress within abdominal aortic
aneurysms (AAA) for more than 10
years.

They take structural data collected by
either CT or MRI to produce a three-di-
mensional image of a patient’s abdomi-
nal aorta and the aneurysm within it, and
then factor in the patient’s peripheral
blood pressure. Using both commercial
software and a special program devel-
oped by Dr. Fillinger and his group, they
take this information and create a mod-

el showing the wall stress exerted on
each square millimeter of vessel wall.

AAA diameter “works pretty well” for
identifying patients who have a high risk
for aneurysm rupture “but it fails in
some patients. What we’re trying to do
is make a better differentiation” between
the AAAs that will rupture and those that
won't, Dr. Fillinger said at ISET 2009, an
international symposium on endovascu-
lar therapy.

Because most physicians cannot read-

EXAMINE THE ETHICAL UNDERPINNINGS
OF THE ISSUES
YOU FACE EVERY DAY

A case-based educational resource for surgeons at all stages of their careers,
ET I s A g
ETHICAL 1SS

has all the components needed to help surgeons and residents

UES IN CLINICAL

SURGERY
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New Tool Tested as Predictor of AAA Rupture Risk

ily interpret the significance of wall-
stress force as a raw number (in units of
newtons/cm?), a recent innovation of
Dr. Fillinger’s has been to translate the
force into a functional diameter for each
AAA.

Conversion of the wall stress into a
functional AAA diameter “allows us to
say that the wall stress is higher or low-
er than is typical for a particular diame-

.. All clinicians know the signifi-
cance when you say an aneurysm has a
wall stress that’s typical for a 5.5-cm di-
ameter AAA,” said Dr. Fillinger, an ACS
Fellow, during an interview.

Translating the results this way into a
more easily interpretable result also
“takes out the need for an expert re-
viewer” and may allow the measure to
be more widely used, explained Dr. Fill-
inger, a professor
of surgery at Dart-
mouth and pro-
gram director in
vascular surgery.

The wall stress
of “most AAAs [is]
in the typical
range” for the ac-
tual diameter of

examine the ethical underpinnings of clinical practice

and address the ethical issues they face every day caring for their patients

The wall stress
defines an AAA
that is much more
likely to rupture

the aneurysms.
But in about 10%-
20% of patients,
the wall stress de-
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fines an AAA that
functionally
much wider, and
much more likely
to rupture than the actual diameter sug-
gests. These outlier AAAs have func-
tional diameters of 5.5 cm or greater,
making them prime candidates for re-
pair, even though their actual diameters
are less than 5.5 cm, which would oth-
erwise make them questionable repair
candidates.

Dr. Fillinger found the reverse situa-
tion as well. About 10%-20% of patients
with AAAs that have actual diameters of
5.5 cm or greater have wall stress read-
ings that make their functional diameter
less than 5.5 cm, thereby making these
aneurysms poor candidates for repair.
This is especially true for patients who
are old or frail, and have a relatively
short life expectancy.

The Dartmouth group has produced
wall stress analyses for more than 300
AAAs. He anticipates evaluating the rup-
ture predictions that his team has made
for these AAAs later this year to conclu-
sively decide if the analysis has become
reliable enough for routine use. If so,
they will submit their findings to the
Food and Drug Administration, Dr. Fill-
inger said. A very similar method has
been validated in a separate group of pa-
tients by researchers at Hull Royal Infir-
mary, England.

The software that Dr. Fillinger uses to
make a three-dimensional model of the
patient’s abdominal aorta and the pro-
gram used to calculate AAA wall stress
are both commercially available.

Software that eliminates artifacts has
also been developed, but it has yet to be
commercialized. m

than the actual
diameter suggests. is

DR. FILLINGER
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BY DAMIAN McNAMARA
Elsevier Global Medical News

PaLM BeEacH, FLa. — Pharmaco-
logic prophylaxis against venous throm-
boembolism is not mandatory for aver-
age-risk patients undergoing laparoscopic
Roux-en-Y gastric bypass, according to
data on more than 900 procedures.

“Pneumatic compression devices, early
ambulation, and a relatively short opera-
tive time are effective prophylaxes against
VTE,” Dr. Ronald H. Clements said.

As a follow-up to their earlier report of
one deep vein thrombosis (DV'T) among
380 patients (Surg. Endosc. 2004;18:1082-
4), Dr. Clements and his associates con-
tinued to collect data on 957 consecutive
laparoscopic Roux-en-Y gastric bypasses
performed at the University of Alabama
at Birmingham since 2000. Dr. Clements,
an ACS Fellow and laparoscopic sur-
geon, presented the findings at the an-
nual meeting of the Southern Surgical
Association.

The study cohort was 83% women
and 80% white. Mean age was 41 years,
mean body mass index was 49 kg/m?,
and mean operative time was 106 min-
utes, according to Dr. Clements, who
performed all of the procedures.

Calf-length pneumatic compression
devices were placed on all patients before
anesthesia. Early ambulation was com-
pulsory: Patients were expected to walk
on the evening of the day of surgery, Dr.
Clements said.

The researchers followed all but one
patient for 30 days. Among the 956 pa-
tients, there were three DV'Ts, one non-
fatal pulmonary thromboembolism, and
seven instances of major bleeding. Two
patients with bleeding required reoper-
ation, four had transfusions, and one re-
quired no intervention. One patient died
of causes unrelated to DV'T.

Venous thromboembolism (VTE) is a
leading cause of postoperative mortality
following bariatric surgery, but it is rela-
tively uncommon. Rates are 3-7 in every
1,000 patients, said study discussant Dr.
Hiram C. Polk Jr. He cited an unpub-
lished study of 966,000 patients in his
hospital consortium database. Elastic
stockings were the most common inter-
vention in his study. “The dangers of pro-
phylaxis outweigh the risks of what you
are trying to prevent,” said Dr. Polk, an
ACS Fellow and professor of surgery at
the University of Louisville (Ky.).

The study “is important for the bariatric
surgeon who chooses to use compression
and early ambulation alone. You don't
have to always use heparin,” said Dr. Bruce
D. Schirmer, an ACS Fellow and general
surgeon at the University of Virginia,
Charlottesville, who was another study
discussant. Chemoprophylaxis is still war-
ranted for high-risk patients, he added.

But Dr. Spence M. Taylor, an ACS Fel-
low who is chair and clinical professor of
surgery at the University of South Caro-
lina, Greenville, took a different view.
“I'm aware of at least six consensus state-
ments for prophylaxis for DVT, and with-
out fail, they all say chemoprophylaxis is
the treatment of choice.”

Dr. Clements replied, “T don’t think
these obese patients fall into all those
guidelines. I don’t think most of you
would use prophylaxis for the morbidly
obese [patient undergoing] removal of a
gallbladder, so I don’t think you should
do it for bypass, either.”

The consensus statements overlook
or include only level II evidence for gas-
tric bypass, he said, reiterating that his
findings do not apply to the highest-risk
patients. “I'm talking about the average

GENERAL SURGERY

VTE Drug Prophylaxis for Gastric Bypass Challenged

person who comes to me for gastric by-
pass who is not at high risk” for VTE.

Citing the low incidence (0.1%-0.8%)
of pulmonary embolism in this study, Dr.
Taylor said, “It’s conceivable you don’t
have enough patients yet.” Dr. Clements
responded, “It’s a low incidence, and
that is the point of the paper. We are not
saying compression devices are superior;
simply that they are equivalent.”

Good follow-up and applicability of
the findings to most patients undergoing

gastric bypass are strengths of the study,
Dr. Clements said. Limitations include
the retrospective design and detection of
VTE as clinically evident disease only.
“The biggest problem with your man-
uscript is physical examination for DV'T,”
Dr. Taylor said. “Don’t some patients get
swollen legs after surgery [even without
VTE]? Don’t some get shortness of
breath?” Still, “from an objective stand-
point, 106 minutes for bariatric proce-
dures is an accomplishment.” m
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patients understand the process of having
an operation from start to finish. Inside

How to find a qualified surgeon—one

When to get a second opinion about
their treatment—and how to go about

How to ask about the risks and benefits

How to prepare for an operation—from
what to pack and what to wear to when

What to expect, including advice from
patients who've had various operations,
from major gastrointestinal procedures
to back surgery—and who will care for

I Need an Operation...Now What? gives
patients the information they need to boost
their chances of having a successful surgical
experience, with the best possible results.
Written in patient-friendly, nontechnical
language, this book is designed to help
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Numerous "insider's" tips, such as how to
help prevent infection and the best times to

How to ensure a comfortable recovery period

and are more satisfied with their results.”

New from the American College of Surgeons and Thomson Healthcare...

| Need an Operation...Now What?

A Patient’s Guide to a Safe and Successful Outcome

The experts agree...

“Along with your love and support
the greatest gift you can give a loved
one or friend facing or weighing the
benefits and risks of surgery is a copy
of this book. With his thoughtful, clear;
very accessible writing, Dr. Russell, with
the American College of Surgeons,
provides a wealth of informational
resources that every patient can draw
on. He gives excellent advice on how
to ask good questions and become an
informead, empowered consumer. Most
importantly he urges you, the patient to
‘take contro/ and become fully informed
about your options.’ This book will help
you do that prepare you for the effects
of surgery and how to deal with them
and give you confidence as you navigate
through the health care system.”
Helen Darling, president of the
National Business Group on Health

“Like a true professional, Dr. Russel/
gives surgical patients-to-be all the
Information and support needed to
make decisions that meet their needs
as only they can know them. This book
/s not only practical, but also highly
respectful, most educational. Patients
can use this book to navigate through
their surgical experience while we all
push for a better-organized health care
deljvery system.”

Richard J. Umbdenstock, president
and CEO of the American Hospital
Association

“Research shows that people who are well informed

about their treatment options enjoy better surgical outcomes

To order or for further information visit http://www.facs.org/public_info/patientguidebook.html

or call 312/202-5474



This statement was developed by the Board
of Governors’ Committee on Socioeconomic
Issues in collaboration with the Board of
Governors” Committee on Surgical Practice
in Hospitals and Ambulatory Settings. The
statement was approved by the Board of
Governors and the Board of Regents in Oc-
tober 2008.

Issue

Compassion and our professional
ethics mandate that all patients faced
with a surgical emergency are provided
care. The American College of Sur-
geons fully supports access for all
Americans to emergency care, but ma-
jor issues of surgical manpower and re-
source utilization represent a threat to
continued access. The American Col-
lege of Surgeons presents the following
analyses and recommendations.

Historical Perspective

Emergency surgical call serves to meet
patient needs. The Emergency Medical
Treatment and Active Labor Act regu-
lations support this patient care by
Medicare-participating hospitals and
provide a funding stream to the hospi-
tals by means of the Medicare system.
By means of cost shifting and sharing
the burden with other surgeons, surgi-

Portal Is Rich Resource
For Rural Surgeons

NEWS FROM THE COLLEGE

Statement Issued on Emergency Surgical Call

cal practices generally have been able
to provide such service.

Current Environment
Our population has aged steadily. The
more elderly the population, the more
health care required, both emergent
and nonemergent. In addition, an ever-
increasing population of indigent pa-
tients uses the emergency room as the
sole avenue to medical care. At the
same time, the number of surgeons
produced by our graduate medical ed-
ucation programs has remained stable
for nearly 30 years. (Statement on the
surgical workforce [ST-57]. Bull. Am.
Coll. Surg. 2007;92(8):34-35.) In general
surgery, the ratio of surgeon to popula-
tion has been steadily declining since
1985. Other specialties with even fewer
providers feel they can no longer meet
the community demands for their ser-
vices. (Statement on the surgical work-
force [ST-57]. Bull. Am. Coll. Surg,.
2007;92(8):34-35.) As a result, there ex-
ists an increasing chasm between ex-
pectations for access to emergency sur-
gical care and the surgeon workforce
available to provide such care.

The College recognizes the need for
emergency surgical care. (Statement
on emergency surgical care [ST-56].

Bull. Am. Coll. Surg. 2007;92(5):27.)
The hospital, mandated by the govern-
ment, has entered into a contract with
the community to provide care with-
out involving the actual care provider
in the negotiations. The surgeon feels
deeply obligated to care for all individ-
uals who require care. However, the
surgeon attempting to provide this care
is forced to be practical in the face of
increasing demands.

To provide this care, the surgical
practice must remain fiscally viable,
professionally attractive, and competi-
tive in retaining and hiring colleague
surgeons for the community. The chal-
lenges to this effort are many and var-
ied. Emergency surgical care detracts
from this ability to recruit in many
communities because emergency call
involves greater risks than care provid-
ed during elective, scheduled opera-
tions. Operations often must be ac-
complished under conditions that do
not allow for standard preoperative
preparations. These patients often have
the highest risk for complications due
to advanced disease states and associat-
ed risk factors.

Patient expectations frequently re-
flect what can be expected with proper
preoperative preparation and planning
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even when this is not the case. Such
unrealistic expectations can lead to an
increased malpractice risk. Being avail-
able for emergency call may appear in-
nocuous, yet excessively frequent on-
call duty has a negative impact on the
surgeon’s time with family and the
ability to provide community service
outside of the profession.

Unfortunately, this surgical service is
increasingly mandated without appro-
priate compensation. The obligation to
provide care must be balanced by the
means to do so; cost shifting to the sur-
geon is an unacceptable option.

Recommendations

The College recommends that health
care payors and institutions commit
necessary and appropriate support to
surgeons for emergency coverage of
surgical care. (Statement on emer-
gency surgical care [ST-56]. Bull. Am.
Coll. Surg. 2007;92(5):27.)

Whatever the model chosen to pro-
vide this patient service, it must ac-
count for the disruption involved with
being on call when actual service may
or may not be required. Compensation
for the service provided must be based
on fair value for the risks involved and
time allocated. u

Interactive Symposium Coaches
Surgeons on End-of-Life Issues

Are you a rural surgeon looking for an easier way to
stay current on topics of interest? Look no further
than the Rural Surgeons Community on e-FACS.org, the
College’s members-only Web portal, where you will find
many useful features and resources. For starters, the “Lat-
est from PubMed” feature provides scrolling links to the
most recent journal articles relating to surgery in rural ar-
eas. See something you like but don’t have time to read it
right away? Just click the “Add to Bookmarks” button to
save the item to the portal’s “My Bookmarks” page for lat-
er reading.

As an example of the type of useful information you
will find in this community, check out the article, “Trends
in Adoption of Laparoscopic Cholecystectomy in Rural
Versus Urban Hospitals,” by Randall S. Zuckerman, M.D.,
FACS (Co-Community Editor, Rural Surgeons) and his
colleagues.

Herbert Chen, M.D., FACS, an endocrine surgeon, has
provided an excellent review of the current state of
parathyroid surgery. This article should help in studying
for recertification or for exploring the options for patients
with parathyroid disease.

The community also includes a link to the rural sur-
geons discussion forum, where members of the College
can share ideas or ask questions.

You can even subscribe to the forum to receive an e-
mail when new postings are added. As an extension of
this forum, Tyler G. Hughes, M.D., FACS (Co-Communi-
ty Editor, Rural Surgeons), has created the Rural Sur-
geons” Network for those who wish to be alerted to post-
ings and events on rural surgery. The alerts are
noncommercial, brief, and transmitted only when a new
subject of interest is posted.

To access the Rural Surgeons community, visit
http:/ /efacs.org/rural.

To join the community or to submit material, photos,
or ideas, send your preferred e-mail address to Dr. Hughes
at tylerh@mcphersonmemorial.org. u

hysicians will learn about the cultural, spiritu-

al, and practical aspects of the physician-pa-
tient relationship at the end of life during “The
Art of Medicine at the End of Life,” a continuing
medical education (CME) annual symposium to
be held May 8, 2009, at The New York Academy
of Medicine (NYAM).

Geoffrey Dunn, M.D., FACS, medical director,
Palliative Care Consultation Service, Hamot
Medical Center, Erie, Pa., and chair of the Col-
lege’s Surgical Palliative Care Task Force, will
join Arthur Caplan, Ph.D., a well-known expert
on bioethics, and other experts participating in
this highly interactive course. The course is spon-
sored by the Cunniff-Dixon Foundation and the
NYAM.

Using short, didactic lectures, discussions, and
case presentations, speakers will address the fol-
lowing objectives for the course:

» Prepare patients and their families for the tran-
sition to the end of life.

> Implement a strategy to provide a more per-
sonal and informed level of patient care, thus en-

hancing the quality of life for terminally ill pa-
tients.

> Recognize the appropriate time to suggest pal-
liative care or hospice for terminally ill patients,
and facilitate the process.

> Anticipate common ethical and legal issues
that arise in the context of end-of-life medical
care.

» Apply an understanding of the psychiatric as-
pects of mortality to improve the quality of in-
teractions with terminally ill patients and their
families.

> Recognize and accommodate the needs of pa-
tients and families from various cultures and reli-
gions coping with the end of life.

» Understand research and policy trends in pal-
liative care.

The fee for the course is $225 for physicians
and $125 for resident physicians who register be-
fore April 1, 2009. Fees will increase after the reg-
istration deadline and again on site. For detailed
course information and to register, visit www.
nyam.org/events/id=494. m

2009 PQRI Program Changes Listed on Web Site

he recently updated Physician Quality Report-

ing Initiative (PQRI) Web site, www.facs.
org/ahp/pqri/, includes information about the
2009 program. Surgeons will find an introduction
to PQRI, results and payment information for
participants in the 2007 initiative, valuable re-
sources and tools for participating in PQRI, and
links to other useful Web sites.

Previous PQRI participants should note that

some of the performance measures that have car-

ried over from 2008 may have changed. It is im-
portant to look closely at the measure specifica-
tions for 2009 even if you are reporting a mea-
sure from a previous year. The ACS Web site lists
the changes made to the perioperative measures
under the 2009 PQRI performance measures sec-
tion with a link titled “Code Changes to 2008 Pe-
rioperative Measures Specifications.”

More information may be obtained by contact-
ing cburley@facs.org. L
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RAS Essay Contest Honors Mentors

of character that it takes to bring one’s professional
reputation into question for the sake of someone
else’s aspirations.

Without a social security number, automobile, cel-
lular phone, or apartment, I would steam my shirt in
the hotel shower, hail a cab in the morning and
evening, and use a pay phone to call internationally to
my parents. Through those trying first few months, I
called upon my mentor for advice and direction. Pro-
fessor Freischlag encouraged, sympathized, and ulti-
mately had enough faith in me to smooth the edges of
a raw transition into residency in the U.S.

Two years into residency, I was about to enter proba-
bly the most important interview of my career: a cate-
gorical surgery position at University of California—Los
Angeles (UCLA). I was reminded when I met the pro-
gram director how historically UCLA has not taken an
international medical graduate into its categorical pro-
gram. Two weeks passed with no word. I called my
mentor and uttered superlatives regarding the position.
The job signified my transition from passive onlooker
to part of the process, and Professor Freis-
chlag understood the significance of this in
my life.

It was after a call from the program di-
rector at UCLA that I realized the full ex-
tent of my mentor’s dedication to my
cause. Sitting near the chairman of
surgery at a surgical meeting in Califor-
nia, conversation turned to the opening at
UCLA. Professor Freischlag handed a fold-
ed napkin across the table. “This is the
person you need to take in your program.
He is perfect for the job.”

As I tried to remain composed when re-
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Symposium Helps
Perioperative Team
Improve Safety

he Council on Surgical & Perioperative Safety

(CSPS) and Joint Commission Resources, Inc.
will cosponsor the symposium “Improving, En-
hancing, and Sustaining Positive Patient Out-
comes” May 8-9 at the Sheraton Chicago Hotel
and Towers.

Aimed at surgeons, anesthesiologists, nurse
anesthetists, perianesthesia and perioperative nurs-
es, surgical physicians’ assistants, surgical technol-
ogists, pharmacists, and all others who provide
care and services in the field of surgery, the confer-
ence focuses on teamwork and improved commu-
nication—topics that also interest business leaders
and risk management professionals. Participants
will leave the conference with the ability to:
> Describe the current state of perioperative safety
and prioritize strategies for improvement within
their respective organizations.
> Analyze the methods presented to determine
which would most effectively enhance the interdis-
ciplinary care model at their organization.
> Evaluate and apply interdisciplinary approaches
designed for specialty patients and situations.
> Examine tenets of and advocate for medication
safety in the perioperative area.
> Investigate causes of surgical and anesthesia errors
as a means to develop preventive processes.

The CSPS is a unique collation of professional
organizations representing the perioperative team:
the American Association of Nurse Anesthetists,
the American Association of Surgical Physician As-

The following article is the first in a series of brief essays
written for an ACS Resident and Associate Society (RAS) es-
say contest. Residents, fellows, and new faculty have been
asked to describe in 500 words or less the role that a mentor
has played in their development. The RAS leadership be-
lieves that these mentors not only are role models, but also
are pillars of strength and good examples for future genera-
tions of surgeons who are attaining technical and clinical
skills, while also advancing their interest in research, educa-
tion, and outreach in an increasingly challenging health care
environment. The winner of this year’s essay contest will be
announced at the 2009 Clinical Congress in Chicago.

My Mentor
Faith in the Journey: Julie Freischlag, M.D., FACS
by Jonathan Bath, M.D.

I have recently started as a third-year postgraduate
student in general surgery at University of Califor-
nia—Los Angeles. My rotations will be a rigorous but
standard mixture of trauma and gastrointestinal, tho-
racic, and vascular surgery, which is an
expected training pathway for a U.S.
graduate in surgery. However, I am not a
US. graduate, and my career pathway
has been anything but standard.

[ attribute a large part of my surgical
career in the U.S. to an extraordinary
mentor in Julie Freischlag, M.D., FACS,
professor of surgery at Johns Hopkins
University, Baltimore. Applying to surgi-
cal residency 3 years ago, I had sent my
application to many top-ranked pro-
grams. By January, I had been invited to
interview at only two programs. Depart-

JULIE
FREISCHLAG, M.D., FACS

ing the interview in Professor Freischlag’s office in

drizzling January rain, all I felt was hope; her positive

and encouraging tones were like a bright torch of
light in a damp and emotionally turbulent few
months.

I matched as a preliminary surgical resident at

plying to the one position that validated the past 5

years of hard work, the lasting words of the program
director at UCLA could not have more greatly under-
lined the compassion and understanding extended to

me by Professor Freischlag. “I look forward to working

with you at UCLA. I am expecting great things from a

Johns Hopkins in the intern class of 2006-2007. Pro-
fessor Freischlag recognized the sacrifices and emo-
tional and financial hardship I had endured in com-
ing here and had the open-mindedness and strength

SRGS Defines
‘Required Reading’

o you have trouble keeping up with the wealth of clinical in-
formation that is published every month? If so, why not let
Selected Readings in General Surgery make that job easier for you?

Selected Readings in General Surgery (SRGS) is a unique and
convenient resource that helps you avoid searching unneces-
sary literature and articles. Published by the American College
of Surgeons’ Division of Education, SRGS offers an in-depth,
topic-specific analysis of the surgical literature and selected
full-text articles come in one convenient publication.

In the current issue of SRGS (Vascular Trauma/Venous Dis-
ease, Volume No. 35, No. 3), you will find a review and clarifi-
cation of the controversies surrounding optimum prevention of
thromboembolic complications in trauma patients.

To review this issue, sign up for a trial subscription. Go to
www.facs.org/srgs/subscribe/order.html. Click on the link
labeled “Order, renew, or sign up for a free 30-day online sub-
scription.” The online trial subscription offer is the third item
listed on that page. Click on the “Details” button to the right,
and then “Add to Cart.” Before checking out, please login as
a member of the College.

SRGS offers online, print, and CD-ROM subscription for-
mats. An optional continuing medical education (CME) pro-
gram can be used to satisfy the requirements for mainte-
nance of certification, licensure, and privileges.

More information is available at www.facs.org/srgs. m

man with such stellar support from his chair.” ]

DR. BatH is a third-year postgraduate student in general
surgery at University of California—Los Angeles.

sistants, the American College of Surgeons, the As-
sociation of periOperative Registered Nurses, the
American Society of Anesthesiologists, the Ameri-
can Society of PeriAnesthesia Nurses, and the As-
sociation of Surgical Technologists.

To register or obtain more information, visit
www,jcrinc.com/Conferences-and-Seminars/ Peri-
operative-Safety-Symposium/1512/. To learn
more about the CSPS, go to www.cspsteam.org or
contact dgoode(@facs.org. [

SAGES To Offer Endoscopy Web Cast

he Society of American Gastrointestinal and
Endoscopic Surgeons (SAGES) will present a
comprehensive postgraduate course in flexible
endoscopy that will also be Web cast at its an-
nual meeting April 22, 2009, in Phoenix.
The course will cover basic diagnostic and

therapeutic upper and lower gastrointestinal en-

doscopic techniques as well as management of
difficult scenarios and complications. A brief
overview of endoscopic retrograde cholan-
giopancreatography and advanced upper en-
doscopy techniques will also be presented.

This course is designed to address the needs
of practicing general surgeons who perform
flexible endoscopy as a part of their practice,
but it is also appropriate for surgical residents
and fellows in training.

'To view the Web cast, send an e-mail to
jacqueline(@sages.org. Please include your name,
institution, e-mail address, and phone number.

Register by Thursday, April 16. Login instruc-
tions will be sent on Friday, April 17.

To learn more, visit www.sages.org/meet
ings/annual_meeting/2009/. m

Add Your Photo to Your ACS Profile

Did you know that you can upload your pho-
to into your profile in the ACS database? By
using the ACS Web Portal’s “My Profile” fea-
ture, you can easily insert your photo into the
profile that patients and others see when they
search the ACS Member Directory via the Col-
lege’s public Web site. Simply go to
http://efacs.org/portal/ page/portal/
ACS_Content/ MYPAGE/MYPROFILE and
click on “Update My Profile.” Go to “Edit SEC-
TION VI,” where you can upload your photo,

describe your practice, and provide the URL for
your personal Web site if you have one.

While visting the “My Profile” area, you may
also wish to list your specialty, year of birth,
phone and fax numbers, e-mail address, medical
school attended, graduation year, hospital ap-
pointment(s), academic appointment(s), de-
grees, board certification(s), society member-
ships, and areas of special interest. In addition,
you can select which information you would
like to be available to the public. (]



BREAST, SKIN & SOFT TISSUE

Contralateral Prophylactic Mastectomy Rate Doubles

If the trend continues, ‘we may have a problem

with dccess to reconstruction,” an expert cautions.

BY BRUCE JANCIN
Elsevier Global Medical News

SAN ANTONIO — The recent marked
increase in contralateral prophylactic
mastectomies—most of them unneces-
sary—is a trend that could bring ad-
verse consequences for overall breast
cancer care, a prominent surgeon cau-
tioned at the San Antonio Breast Cancer
Symposium.

“In the time it takes a surgeon to per-
form a bilateral skin-sparing mastectomy
with immediate reconstruction, a sur-
geon can probably do about three breast-
sparing surgical procedures. As a result,
I worry that with increasing demands on
the breast surgeons’ time, there are go-
ing to be potential delays for many pa-
tients in the time from diagnosis of can-
cer to ultimate surgical treatment,” said
Dr. Todd M. Tuttle, chief of surgical on-
cology at the University of Minnesota,
Minneapolis.

“If these trends continue we may have
a problem with access to reconstruc-
tion; we already have a shortage of breast
reconstructive surgeons in the U.S.,” he
noted.

Using data from the National Cancer
Institute’s Surveillance, Epidemiology,
and End Results registry, Dr. Tuttle and
his coworkers have shown that the an-
nual rate of contralateral prophylactic

mastectomy (CPM) in women with uni-
lateral invasive breast cancer more than
doubled from 1998 to 2003 (J. Clin. On-
col. 2007;25:5203-9). He estimated that at
least 10,000 women per year now un-
dergo CPM.

In a separate study soon to be pub-
lished in the Journal of Clinical Oncolo-
gy, Dr. Tuttle and his coinvestigators
showed that the trend for a recent steep
rise in CPM also applies to women with
ductal carcinoma in situ. Among 51,229
patients diagnosed with DCIS in the
SEER database for 1998-2005, there were
2,082 CPMs. The CPM rate for these pa-
tients climbed by 147% during the study
period.

Unlike the case for some other opera-
tions, there were no broad regional
trends in CPM rates in women with in-
vasive breast cancer. Among the highest
rates in 2003 were those in metropolitan
Atlanta (13.5%), lowa (10.5%), and Cal-
ifornia (9.6%). Rates were lowest in Utah
(3.7%), Connecticut (4.7%), and Hawaii
(4.8%), according to Dr. Tuttle.

The best estimate is that CPM reduces
the risk of contralateral breast cancer by
95%-97%. But Dr. Tuttle considers most
CPM unnecessary because there is no ev-
idence that the surgery improves overall
survival. For most patients, the risk of
systemic metastases from their known
breast cancer far exceeds the risk of de-

veloping metachronous contralateral
breast cancer, which remains constant at
about 0.7% per year in women with uni-
lateral invasive breast cancer and 0.5%
per year in those with DCIS.

Moreover, CPM is irreversible and not
risk free. In a series of 239 patients who
underwent CPM, most with immediate
reconstruction, at M.D. Anderson Can-
cer Center, Houston, the overall com-
plication rate was 16.3%, with about half
of the complications occurring in the
contralateral breast (Cancer 2004;101:
1977-86).

For most patients—those not at high
genetic risk—surveillance and adjuvant
endocrine therapy are a good alternative
to CPM, the surgeon continued.

A UK. physician in the audience said
he believes there has been a sea change
in the attitude of British patients toward
CPM. Back when the major clinical tri-
als of breast-conserving therapy were be-
ing done, there was strong, widespread
opposition to mastectomy. Now more
and more patients embrace it for the
peace of mind they anticipate. Is the
same thing happening in the United
States? he asked.

“I do think there has been a shift to-
ward being more aggressive, and I think
it’s largely been driven by patients,” Dr.
Tuttle replied. “In talking to my plastic
surgery colleagues, they tell me that the
most important aspect of breast recon-
struction is symmetry, and I think many
women view bilateral mastectomy with
or without reconstruction as being able
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to effectively achieve symmetry.”

When should a physician initiate dis-
cussion of CPM for a clinically normal
breast? Dr. Tuttle doesn’t do so in aver-
age-risk patients who are good candi-
dates for breast-conserving surgery. He
does bring up CPM selectively in aver-
age-risk women who want a mastectomy
and are obese or have extremely large
breasts, for it may be difficult to achieve
symmetry in such patients. He routine-
ly initiates discussion of CPM in women
at high risk for contralateral breast can-
cer because of a BRCA mutation or a his-
tory of radiotherapy to the chest earlier
in life. But he actively dissuades women
with advanced-stage breast cancer from
undergoing CPM because their risk of
systemic metastases from their known
cancer vastly exceeds their risk of con-
tralateral breast cancer.

“I think the major challenge surgeons
face is in dealing with the patient who's
at average risk of developing contralat-
eral breast cancer and wants to have
CPM. I have no data to support my opin-
ion, but I believe that most women
grossly overestimate their risk of devel-
oping contralateral breast cancer. So I
spend some time telling them about
what the risk really is, I talk about the
side effects of CPM, and I talk about the
surveillance options.

“Usually after a 30-minute discussion,
the patient thanks me for my advice and
asks when we can schedule the CPM
with immediate reconstruction,” Dr.
Tuttle said. ]
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ACOSOG Seeks Trial Participants

BY DAVID M. OTA, M.D.,
ACOSOG Group Co-Chair

FACS

he American College of Surgeons
Oncology Group, which is dedicat-
ed to procedure-oriented cancer tri-
als, encourages surgeons to consider par-
ticipating in two recently activated cancer
trials: 21072, a phase II trial of cryoabla-
tion of T1 breast cancers; and Z6051, a
phase III, prospective randomized trial
comparing laparoscopic-assisted resec-
tion to open resection for rectal cancer.
The breast study (Rache Simmons,
M.D., FACS, chair) is designed to deter-
mine the rate of complete tumor abla-
tion. Secondary objectives include eval-
uation of the use of magnetic resonance
imaging in the postablation setting to de-
termine residual disease, identification of
adverse events associated with cryoabla-

THE BREAST CANCER TRIAL
SEEKS TO DEFINE THE TUMOR
ABLATION RATE. THE RECTAL

CANCER TRIAL COMPARES OPEN
VERSUS LAPAROSCOPIC
SPECIMEN RESECTION.

tion, assessment of pain following
cryoablation and surgical resection, and
identification of technical variables that
affect the success of cryoablation.

Patients with unifocal primary invasive
ductal carcinoma and who have tumors
less than 2.0 cm in greatest diameter with
no evidence of multicentric disease are
eligible.

After protocol informed consent is ob-
tained, patients will undergo cryoabla-
tion of their primary tumor using ultra-
sound guidance and the Sanarus V2
ablation system. The procedure can be
performed in an office-based setting. An
MRI is performed after the ablation and
prior to surgical resection. The surgical
resection will allow assessment of the
pathology and residual tumor.

Credentialing criteria for surgeons, ra-
diologists, and pathologists are available
on the ACOSOG Web site at www.
acosog.org. This trial is supported
through a grant from the National Can-
cer Institute.

Laparoscopic approaches to low ante-
rior resection, coloanal resection, and ab-
dominoperineal resection are known to
be feasible, but can we achieve the same
local cancer control rate of open resec-
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tion? The rectal cancer trial is designed
to determine whether pathologic analy-
sis of the resected specimen is the same
for laparoscopic and open procedures.
The pathologic variables to be assessed
are circumferential tumor margin
greater than 1 mm, distal resection mar-
gin greater than 2 cm (or greater than 1
cm with clear frozen section in the low
rectum), and completeness of trans-
mesorectal excision. Secondary objec-

sessment of disease control, and assess-
ment of quality of life.

Patient eligibility criteria include the
following:
» Histologic diagnosis of adenocarci-
noma of the rectum (less than 12 cm
from the anal verge).
» T3NOMO, TanyN1MO disease as de-
termined by pretreatment CT scans and
pelvic MRI or transrectal ultrasound; pa-
tients with T4 disease extending to the

ONCOLOGY

invading adjacent organs are not eligible.
» Completion of preoperative 5-fluo-
rouracil-based chemotherapy and/or ra-
diation therapy; capecitabine may be
substituted for 5FU.

For more information, go to www.
acosog.org, or send an e-mail to Dr.
James Fleshman, protocol study chair, at
fleshman(@wudosis.wustl.edu. Surgeons
who are interested in being credentialed
can also contact Helen Harbett at

tives include perioperative benefit, as-

circumferential margin of the rectum or

helen.harbett(@duke.edu. ]

TYGACIL® (tigecycline) Brief Summary

See package insert for full Prescribing Information. For further product information and current package insert,
please visit www.wyeth.com or call our medical communications department toll-free at 1-800-934-5556.
CONTRAINDICATIONS

TYGACIL is contraindicated for use in patients who have known hypersensitivity to tigecycline.

WARNINGS

Anaphylaxis/anaphylactoid reactions have been reported with nearly all antibacterial agents, including
tigecycline, and may be life-threatening.

Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics and may have similar
adverse effects. TYGACIL should be administered with caution in patients with known hypersensitivity to
tetracycline class antibiotics.

TYGACIL may cause fetal harm when administered to a pregnant woman. If the patient becomes pregnant
while taking tigecycline, the patient should be apprised of the potential hazard to the fetus. Results of animal
studies indicate that tigecycline crosses the placenta and is found in fetal tissues. Decreased fetal weights in rats
and rabbits (with associated delays in ossification) and fetal loss in rabbits have been observed with tigecycline.
(See PRECAUTIONS, Pregnancy.)

The use of TYGACIL during tooth development (last half of pregnancy, infancy, and childhood to the age of
8 years) may cause permanent discoloration of the teeth (yellow-gray-brown). Results of studies in rats with
TYGACIL have shown bone discoloration. TYGACIL should not be used during tooth development unless other
drugs are not likely to be effective or are contraindicated.

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all antibacterial agents,
including TYGACIL, and may range in severity from mild diarrhea to fatal colitis. Treatment with antibacterial
agents alters the normal flora of the colon leading to overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin producing strains
of C. difficile cause increased morbidity and mortality, as these infections can be refractory to antimicrobial
therapy and may require colectomy. CDAD must be considered in all patients who present with diarrhea
following antibiotic use. Careful medical history is necessary since CDAD has been reported to occur over two
months after the administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may need to be
discontinued. Appropriate fluid and electrolyte management, protein supplementation, antibiotic treatment of

C. difficile, and surgical evaluation should be instituted as clinically indicated.

PRECAUTIONS

General

Caution should be exercised when considering TYGACIL monotherapy in patients with complicated intra-abdominal
infections (clAl) secondary to clinically apparent intestinal perforation. (See ADVERSE REACTIONS.) In Phase 3
clAl studies (n=1642), 6 patients treated with TYGACIL and 2 patients treated with imipenem/cilastatin presented
with intestinal perforations and developed sepsis/septic shock. The 6 patients treated with TYGACIL had higher
APACHE Il scores (median = 13) vs the 2 patients treated with imipenem/cilastatin (APACHE Il scores = 4 and
6). Due to differences in baseline APACHE Il scores between treatment groups and small overall numbers, the
relationship of this outcome to treatment cannot be established.

Glycyleycline class antibiotics are structurally similar to tetracycline class antibiotics and may have similar adverse
effects. Such effects may include: photosensitivity, pseudotumor cerebri, and anti-anabolic action (which has
led to increased BUN, azotemia, acidosis, and hyperphosphatemia). As with tetracyclines, pancreatitis has been
reported with the use of TYGACIL.

The safety and efficacy of TYGACIL in patients with hospital acquired pneumonia have not been established. In
a study of patients with hospital acquired pneumonia, patients were randomized to receive TYGACIL (100 mg
initially, then 50 mg every 12 hours) or a comparator. In addition, patients were allowed to receive specified
adjunctive therapies. The sub-group of patients with ventilator-associated pneumonia who received TYGACIL
had lower cure rates (47.9% versus 70.1% for the clinically evaluable population) and greater mortality (25/131
[19.1%)] versus 15/122 [12.3%)]) than the comparator.

As with other antibacterial drugs, use of TYGACIL may result in overgrowth of non-susceptible organisms,
including fungi. Patients should be carefully monitored during therapy. If superinfection occurs, appropriate
measures should be taken.

Prescribing TYGACIL in the absence of a proven or strongly suspected bacterial infection is unlikely to provide
benefit to the patient and increases the risk of the development of drug-resistant bacteria.

Information for Patients

Patients should be counseled that antibacterial drugs including TYGACIL should only be used to treat bacterial
infections. They do not treat viral infections (e.g., the common cold). When TYGACIL is prescribed to treat a
bacterial infection, patients should be told that although it is common to feel better early in the course of
therapy, the medication should be taken exactly as directed. Skipping doses or not completing the full course
of therapy may (1) decrease the effectiveness of the immediate treatment and (2) increase the likelihood that
bacteria will develop resistance and will not be treatable by TYGACIL or other antibacterial drugs in the future.
Diarrhea is a common problem caused by antibiotics which usually ends when the antibiotic is discontinued.
Sometimes after starting treatment with antibiotics, patients can develop watery and bloody stools (with or
without stomach cramps and fever) even as late as two or more months after having taken the last dose of the
antibiotic. If this occurs, patients should contact their physician as soon as possible.

Drug Interactions

Prothrombin time or other suitable anticoagulation test should be monitored if tigecycline is administered with
warfarin. (See CLINICAL PHARMACOLOGY, Drug-drug Interactions in full prescribing information.)
Concurrent use of antibacterial drugs with oral contraceptives may render oral contraceptives less effective.
Drug/Laboratory Test Interactions

There are no reported drug-laboratory test interactions.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Lifetime studies in animals have not been performed to evaluate the carcinogenic potential of tigecycline. No
mutagenic or clastogenic potential was found in a battery of tests, including in vitro chromosome aberration
assay in Chinese hamster ovary (CHO) cells, in vitro forward mutation assay in CHO cells (HGRPT locus), in vitro
forward mutation assays in mouse lymphoma cells, and in vivo mouse micronucleus assay. Tigecycline did not affect
mating or fertility in rats at exposures up to 5 times the human daily dose based on AUC. In female rats, there were no
compound-related effects on ovaries or estrous cycles at exposures up to 5 times the human daily dose based on AUC.
Pregnancy

Ter ic Effects—Preg y Category D

Tigecycline was not teratogenic in the rat or rabbit. In preclinical safety studies, 'C-labeled tigecycline crossed
the placenta and was found in fetal tissues, including fetal bony structures. The administration of tigecycline
was associated with slight reductions in fetal weights and an increased incidence of minor skeletal anomalies
(delays in bone ossification) at exposures of 5 times and 1 times the human daily dose based on AUC in rats
and rabbits, respectively. An increased incidence of fetal loss was observed at maternotoxic doses in the rabbits
with exposure equivalent to human dose.

There are no adequate and well-controlled studies of tigecycline in pregnant women. TYGACIL should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus. (See WARNINGS.)

Labor and Delivery

TYGACIL has not been studied for use during labor and delivery.

Nursing Mothers

Results from animal studies using C-labeled tigecycline indicate that tig is excreted readily via the
milk of lactating rats. Consistent with the limited oral bioavailability of tigecycline, there is little or no systemic
exposure to tigecycline in nursing pups as a result of exposure via maternal milk.

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when TYGACIL is administered to a nursing woman. (See WARNINGS.)

Use in Patients with Hepatic Impairment

No dosage adjustment is warranted in patients with mild to moderate hepatic impairment (Child Pugh A and
Child Pugh B). In patients with severe hepatic impairment (Child Pugh C), the initial dose of tigecycline should
be 100 mg followed by a reduced maintenance dose of 25 mg every 12 hours. Patients with severe hepatic
impairment (Child Pugh C) should be treated with caution and monitored for treatment response. (See GLINICAL
PHARMACOLOGY, Special Populations, Use in Patients with Hepatic Impairment and DOSAGE AND
ADMINISTRATION in full prescribing information.)

Pediatric Use

Safety and effectiveness in pediatric patients below the age of 18 years have not been established.

(See WARNINGS.) Therefore, use in patients under 18 years of age is not recommended.

Geriatric Use

0Of the total number of subjects who received TYGACIL in Phase 3 clinical studies (n=1415), 278 were 65 and over,
while 110 were 75 and over. No unexpected overall differences in safety or effectiveness were observed between these
subjects and younger subjects, but greater sensitivity to adverse events of some older individuals cannot be ruled out.
ADVERSE REACTIONS

Because clinical studies are conducted under varying conditions, adverse reaction rates observed in the clinical
studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not reflect
the rates observed in practice. The adverse reaction information from clinical studies does, however, provide a
basis for identifying the adverse events that appear to be related to drug use and for approximating rates.

Phase 3 clinical studies enrolled 1415 patients treated with TYGACIL. TYGACIL was discontinued due to
treatment-emergent adverse events in 5.0% of patients compared to 4.7% for all comparators (5.3% for
vancomycin/aztreonam and 4.4% for imipenem/cilastatin). Table 4 shows the incidence of treatment-emergent
adverse events through test of cure reported in >2% of patients in these studies regardless of causality.

Table 4. Incidence (%) of Treatment-Emergent Adverse Events Through Test of Cure
Reported in >2% of Patients Treated in Phase 3 Clinical Studies

Body System TYGACIL® Comparators®
Adverse Events (N=1415) (N=1382)
Body as a Whole
Abdominal pain 6.8 57
Abscess 3.2 26
Asthenia 25 17
Back Pain 1.2 23
Fever 7.1 9.8
Headache 5.9 6.5
Infection 8.3 5.4
Pain 37 29
Cardiovascular System
Hypertension 49 5.6
Hypotension 2.3 1.7
Phlebitis 1.8 3.8
Digestive System
Constipation 2.8 41
Diarrhea 12.7 10.8
Dyspepsia 29 1.6
Nausea 29.5 15.8
Vomiting 19.7 10.8
Hemic and Lymphatic System
Anemia 4.2 4.8
Leukocytosis 37 25
Thrombocythemia 6.1 6.2
Metabolic and Nutritional
Alkaline Phosphatase Increased 35 2.6
Amylase Increased 31 14
Bilirubinemia 23 0.9
BUN Increased 21 0.2
Healing Abnormal 35 2.6
Hyperglycemia 1.8 29
Hypokalemia 2.1 29
Hypoproteinemia 45 3.0
Lactic Dehydrogenase Increased 4.0 35
Peripheral Edema 33 33
SGOT Increased® 43 4.4
SGPT Increased® 5.6 47
Nervous System
Dizziness 3.5 2.7
Insomnia 2.3 3.3
Respiratory System
Cough Increased 37 3.8
Dyspnea 29 2.7
Pulmonary Physical Finding 1.9 2.2
Skin and Appendages
Pruritus 26 4.1
Rash 24 41
Sweating 2.3 1.6
Other
Local Reaction to Procedure 9.0 9.1

2100 mg initially, followed by 50 mg every 12 hours

bVancomycin/Aztreonam, Imipenem/Cilastatin, Linezolid

°LFT abnormalities in TYGACIL-treated patients were reported more frequently in the post therapy period than
those in comparator-treated patients, which occurred more often on therapy.

In Phase 3 ¢SSSI and clAl studies, death occurred in 2.3% (32/1383) of patients receiving TYGACIL and 1.6%

(22/1375) of patients receiving comparator drugs; this difference is not statistically significant and relationship

to treatment cannot be established. In all treatment groups, mortality was associated with higher baseline co-

morbidity and/or greater severity of baseline infections.

In Phase 3 clinical studies, infection-related serious adverse events were more frequently reported for subjects

treated with TYGACIL (6.7%) vs comparators (4.6%). Significant differences in sepsis/septic shock with TYGACIL

(1.5%) vs comparators (0.5%) were observed. Due to baseline differences between treatment groups in this

subset of patients, the relationship of this outcome to treatment cannot be established. (See PRECAUTIONS.)

Other events included nonsignificant differences in abscess (1.8% vs 1.6%) and infections, including wound

infections (1.7% vs 1.1%) for TYGACIL vs comparators, respectively.

The most common treatment-emergent adverse events were nausea and vomiting which generally occurred

during the first 1 — 2 days of therapy. The majority of cases of nausea and vomiting associated with TYGACIL

and comparators were either mild or moderate in severity. In patients treated with TYGACIL, nausea incidence

was 29.5% (19.6% mild, 8.5% moderate, 1.4% severe) and vomiting incidence was 19.7% (12.3% mild, 6.3%

moderate, 1.1% severe). In patients treated for cSSSI, nausea incidence was 35.0% for TYGACIL and 8.9% for

vancomycin/aztreonam; vomiting incidence was 20.0% for TYGACIL and 4.2% for vancomycin/aztreonam. In

patients treated for clAl, nausea incidence was 25.3% for TYGACIL and 20.5% for imipenem/cilastatin; vomiting

incidence was 19.5% for TYGACIL and 15.3% for imipenem/cilastatin.

Discontinuation from tigecycline was most frequently associated with nausea (1.3%) and vomiting (1.0%). For

comparators, discontinuations were most frequently associated with rash (1.1%, vancomycin/aztreonam) and

nausea (1.0%, imipenem/cilastatin).

The following drug-related adverse events were reported infrequently (>0.2% and <2%) in patients receiving

TYGACIL in Phase 3 clinical studies:

Body as a Whole: injection site inflammation, injection site pain, injection site reaction, septic shock, allergic

reaction, chills, injection site edema, injection site phlebitis

Cardiovascular System: thrombophlebitis, bradycardia, tachycardia, vasodilatation

Digestive System: anorexia, dry mouth, jaundice, abnormal stools

Metabolic/Nutritional System: increased creatinine, hypocalcemia, hypoglycemia, hyponatremia

Nervous System: somnolence

Special Senses: taste perversion

Hemic and Lymphatic System: prolonged activated partial thromboplastin time (aPTT), prolonged prothrombin

time (PT), eosinophilia, increased international normalized ratio (INR), thrombocytopenia

Urogenital System: vaginal moniliasis, vaginitis, leukorrhea

Post-Marketing Experience

Worldwide post-marketing adverse events not previously listed in the product label include: anaphylaxis/

anaphylactoid reactions, acute pancreatitis.

OVERDOSAGE

No specific information is available on the treatment of overdosage with tigecycline. Intravenous administration

of TYGACIL at a single dose of 300 mg over 60 minutes in healthy volunteers resulted in an increased incidence

of nausea and vomiting. In single-dose IV toxicity studies conducted with tigecycline in mice, the estimated

median lethal dose (LDso) was 124 mg/kg in males and 98 mg/kg in females. In rats, the estimated LD, was

106 mg/kg for both sexes. Tigecycline is not removed in significant quantities by hemodialysis.

This Brief Summary is based on TYGACIL direction circular W10521C002 ETO1, revised 06/07.

®
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*The clinical significance of in vitro activity is unknown.
TTYGACIL does not cover Pseudomonas aeruginosa.

TYGACIL is indicated for

» The treatment of adults with complicated skin and skin structure infections caused by E. colj, E. faecalis (vancomycin-susceptible isolates only),
S. aureus (methicillin-susceptible and -resistant isolates), S. agalactiae, S. anginosus grp. (includes S. anginosus, S. intermedius, and S. constellatus),
S. pyogenes, and B. fragilis

» The treatment of adults with complicated intra-abdominal infections caused by C. freundii, E. cloacae, E. coli, K. oxytoca, K. pneumoniae, E. faecalis
(vancomycin-susceptible isolates only), S. aureus (methicillin-susceptible isolates only), S. anginosus grp. (includes S. anginosus, S. intermedius, and
S. constellatus), B. fragilis, B. thetaiotaomicron, B. uniformis, B. vulgatus, C. perfringens, and P micros

Important Safety Information

+ To reduce the development of drug-resistant bacteria and maintain the effectiveness of TYGACIL and other antibacterial drugs, TYGACIL should be used
only to treat infections proven or strongly suspected to be caused by susceptible bacteria

« Anaphylaxis/anaphylactoid reactions have been reported with nearly all antibacterial agents, including tigecycline, and may be life-threatening
* TYGACIL is contraindicated in patients with known hypersensitivity to tigecycline
* TYGACIL should be administered with caution in patients with known hypersensitivity to tetracycline class antibiotics

 Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics and may have similar adverse effects. Such effects may include:
photosensitivity, pseudotumor cerebri, and anti-anabolic action (which has led to increased BUN, azotemia, acidosis, and hyperphosphatemia). As with
tetracyclines, pancreatitis has been reported with the use of TYGACIL

» The safety and efficacy of TYGACIL in patients with hospital-acquired pneumonia have not been established

+ In clinical trials, the most common treatment-emergent adverse events in patients treated with TYGACIL were nausea (29.5%) and vomiting (19.7%)
» TYGACIL may cause fetal harm when administered to a pregnant woman

» The safety and effectiveness of TYGACIL in patients below age 18 and lactating women have not been established

« Clostridium difficile-associated diarrhea (CDAD) has been reported with use of nearly all antibacterial agents, including TYGACIL, and may range in
severity from mild diarrhea to fatal colitis

» The use of TYGACIL during tooth development may cause permanent discoloration of the teeth. TYGACIL should not be used during tooth
development unless other drugs are not likely to be effective or are contraindicated

Please see brief summary of Prescribing Information on adjacent page. ( /

tigecycline IV
Reference: 1. TYGACIL® (tigecycline) Prescribing Information, Wyeth Pharmaceuticals Inc.
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