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The results show that PET/CT can replace conventional staging in
early-stage non—small cell lung cancer, said Dr. Donna E. Maziak.

PET/CT Accurate When
Staging Early NSCLC

BY FRAN LOWRY
Elsevier Global Medical News

CHICAGO — In patients with
early-stage, biopsy-proven non—
small cell lung cancer, the
combination of "fluorode-
oxyglucose (FDG)-PET/CT and
cranial imaging can reduce stage-
inappropriate surgeries by pro-
viding more accurate staging
than conventional imaging, a ran-
domized trial suggests.
Investigators randomized 163
patients with biopsy-proven
non-small cell lung cancer who
were felt to have resectable disease
(on the basis of physical exami-
nation, computed tomography of
the chest, or a chest x-ray) to con-
ventional staging (CT scan of the
abdomen, bone scan, and brain
imaging by CT or MRI), or to

positron emission tomography
staging (whole-body PET/CT
scan and cranial imaging by CT or
MRI), Dr. Donna E. Maziak,
FCCP, reported at the annual
meeting of the American Society
of Clinical Oncology.

Of the patients who were ran-
domized to whole-body PET/CT,
23 (14%) were correctly upstaged,
which prevented stage-inappro-
priate surgery, compared with
11 (7%) of 157 patients random-
ized to conventional imaging
(P = .046). The eight-center
trial also found that conven-
tional imaging erroneously un-
derstaged 47 (30%) patients,
whereas whole-body PET/CT
erroneously understaged 18
(11%) patients (P = .00003).

See PET/CT « page 2
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ACCP Unvells
Updated Thrombosis
Guidelines

First major revision since 2004.

BY BETSY BATES
Elsevier Global Medical News

weeping new clinical

guidelines issued by the

American College of
Chest Physicians provide updat-
ed recommendations on how to
prevent and manage thrombosis
in surgical patients and special
risk groups, including pregnant
women, children, obese pa-
tients, and patients with pros-
thetic heart valves or a history of
cardiovascular disease or stroke.

Separate sections address pa-
tients with inherited throm-
bophilias and treatment of deep
vein thrombosis and pul-
monary embolism.

Unveiled in the June issue of
CHEST, the guidelines repre-
sent the first major revision in
the recommendations since
2004. Compiled by more than 90
experts, the 700 recommenda-
tions run more than 1,000 pages,
although a concise, 38-page ex-
ecutive summary is available
(Chest 2008;133:71S-109S).

In accordance with many

new clinical guidelines, grades
are assigned to each recom-
mendation or suggestion, based
on the quality of the available
evidence and the strength of
the recommendation.

Among the most noteworthy
recommendations is a renewed
call for venous thromboem-
bolism (VTE) prophylaxis of
most hospitalized patients.

“For every general hospital,
we recommend that a formal,
active strategy that addresses
the prevention of VTE be de-
veloped ... in the form of a
written, institution-wide throm-
bo-prophylaxis policy,” the
guidelines state.

Computer decision support
systems, preprinted orders, and
periodic audits and feedback
mechanisms are advocated by
the committee, while “passive
methods” such as educational
meetings and handouts are
deemed inadequate as stand-
alone strategies to increase ad-
herence to thromboprophylaxis.

See Guidelines « page 2
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Vaccinate for IPD in Adults With Asthma

BY MIRIAM E. TUCKER
Elsevier Global Medical News

ATLaNTA — All adults with
asthma should now receive
pneumococcal immunization,
the Advisory Committee on Im-
munization Practices of the
Centers for Disease Control and
Prevention voted June 25 at its
summer meeting.

The vote adds adults aged 18-
64 years with asthma to the list
of individuals considered at in-
creased risk for invasive pneu-
mococcal disease (IPD).

Current Advisory Committee
on Immunization Practices
(ACIP) recommendations call
for use of the 23-valent poly-
saccharide pneumococcal vac-
cine (PPSV23) in all adults age
65 years and older and in high-
risk individuals age 2-64 years.
Among the latter group are

those with chronic pulmonary
conditions including chronic ob-
structive pulmonary disease
(COPD) and emphysema
(MMWR 1997;46[RR-8]:1-24).
Asthma was not included at
the time that recommendation
was made because not enough
data were available about the
risk of IPD among individuals
with asthma, except for those
with long-term use of systemic
corticosteroids. Such data have

since become available, and
were reviewed for the commit-
tee by Dr. Pekka Nuorti of the
CDC’s National Center for Im-
munization and Respiratory
Diseases.

In a nested case-control study
of persons age 2-49 years en-
rolled in Tennessee’s Medicaid
program (TennCare) for at least
1 year during 1995-2002, each

See Vaccinate « page 3
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Thrombosis

Guidelines ¢ from page 1

Hospitals need to have firm policies and
enforce them, said Dr. Jack Hirsh, FCCP,
professor emeritus of medicine at Mc-
Master University and founding director of
the Henderson Research Center, both in
Hamilton, Ont.

In the new guidelines, the recommen-
dation for VTE prophylaxis has been ex-
panded beyond major  general,
gynecologic, and orthopedic surgeries to
include bariatric and coronary artery by-
pass surgery.

No prophylaxis is recommended for
low-risk patients undergoing laparoscop-
ic surgery or knee arthroscopy, or those
taking long airplane flights.

As expected, the new guidelines reaf-
firm the position of the American College
of Chest Physicians that aspirin alone is
not sufficient therapy to prevent venous
thromboembolism in any patient popula-
tion, because more effective alternatives
are available, including heparin, low-mol-
ecular-weight heparin, and a synthetic, se-
lective factor Xa inhibitor, fondaparinux,
which was approved by the FDA in 2001.

Many of the guidelines now mentioning
fondaparinux as an alternative anticoagulant
rate the evidence for its use as 1A, meaning
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that the supportive data are strong.

The length of recommended postsurgi-
cal prophylaxis has been extended in the
guidelines to 28 days (and in some surgeries,
35 days) for most general, gynecologic, and
orthopedic procedures, noted Dr. Geno J.
Merli, chief medical officer of Thomas Jef-
ferson University Hospital, Philadelphia.
Previously, prophylaxis was generally ad-
vised for 2 weeks following surgery.

Among the most pivotal changes in the
recommendations are guidelines on pa-
tients with atrial fibrillation, management
of pregnant women and children, and
treatment of DV'T.
> Atrial fibrillation. Antithrombotic ther-
apy in patients with atrial fibrillation is
awarded the strongest evidence grade (1A),
reflecting widespread agreement of find-
ings from randomized, controlled trials.

Target international normalized ratio
ranges, drug choices, and dosages are de-
tailed in the new guidelines in the hopes
that primary care physicians will use the
document to guide therapy, Dr. Hirsh said.

“There is marked underutilization of
warfarin [in atrial fibrillation patients], not
by cardiologists, but by family physicians.
The logistics of monitoring are difficult,”
he said. As a result, one entire section ad-
dresses the nuts and bolts of monitoring.
» Pregnant women. Dr. Hirsh identified
new guidelines for pregnancy as among
“the most controversial and, I think, the
most important” in the document.

Randomized trials are difficult to con-
duct in this population, so most of the rec-
ommendations receive a 2C grade that
reflects weak evidence, noted Dr. Shannon
M. Bates, who oversaw the chapter on
pregnancy issues.

Nonetheless, “a great deal of work has
gone into making sure that our recom-
mendations are unbiased and clearly re-
flect the available data,” said Dr. Bates,
director of the adult hematology residen-
cy training program at McMaster Univer-
sity Medical Centre in Hamilton, Ont.

Key elements of the pregnancy guide-
lines include a recommendation against
routine prophylaxis other than early mo-
bilization in patients undergoing Cesarean
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section, and deletion of a previous rec-
ommendation advocating antithrombotic
therapy in women with pregnancy com-
plications and a known inherited hyperco-
agulable state.

» Children. Greatly expanded guidelines
“pretty well cover every conceivable
thrombotic issue” in neonates and chil-
dren, Dr. Hirsh noted.

Stroke is 1 of the 10 leading causes of
death in childhood, but it is difficult to di-
agnose and predict based on risk factors.
Therefore, the new guidelines recommend
that any child with arterial ischemic stroke
receive initial antithrombotic therapy un-
til the underlying causes are understood,
followed by maintenance therapy to pre-
vent recurrence.

Detailed sections offer guidelines on the

prevention of thrombotic events in chil-
dren with congenital heart disease, in-
cluding sections on ventricular assist
devices and prosthetic heart valves.
» Treatment of DVT. The guidelines of-
fer two options—one monitored and one
unmonitored—for subcutaneous heparin
administration for acute DV'T, Dr. Merli
said in an interview.

The first regimen calls for an initial
dose of 17,500 U or a weight-adjusted
dose of about 250 U/kg every 12 hours,
with the dose adjusted to achieve and
maintain an activated partial thrombo-
plastin time (aPTT) prolongation that
corresponds to plasma heparin levels of
0.3-0.7 IU/mL anti-Xa activity when
measured 6 hours after injection (rather
than beginning therapy with the smaller
initial dose).

The second option is a fixed dose, un-
monitored regimen that calls for an initial
dose of 333 U/kg followed by a twice-dai-
ly dose of 250 U/kg.

The guidelines also suggest for the first
time the use of catheter-directed throm-
bolysis with thrombus fragmentation
and/or aspiration in “selected patients
with extensive acute proximal DVT who
have a low risk of bleeding,” but advocate
this pharmacomechanical approach only if
“appropriate expertise and resources are
available.” m
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NSCLC Staging

PET/CT « from page 1

“These results show that [whole-
body PET/CT] can replace conven-
tional staging in early-stage non—small
cell lung cancer,” explained Dr. Maziak
of the University of Ottawa.

The study was conducted by the On-
tario Clinical Oncology Group, and
funded by the Ontario Ministry of
Health and the Canadian Institutes of
Health Research.

The patients were matched for age
(mean 67 years), Eastern Cooperative
Oncology Group (ECOG) performance
status, and smoking status. Half of the
study population was female.

Discussant Dr. Reginald F. Munden,
chair of the department of radiology
at the University of Alabama at Birm-
ingham, said the conclusion that
whole-body PET/CT can replace con-
ventional staging of non-small cell
lung cancer has to be qualified.

He reminded delegates that the CT
being done with PET must be done at
full inspiration, so that small lesions are
not missed.

“The lung windows have to be
done in a diagnostic mode; otherwise,
you cannot replace conventional CT
with a routine PET/CT,” Dr. Munden
cautioned.

He added that the degree to which
futile surgeries can be reduced with the
use of PET/CT remains debatable.

“I suspect the reduction in futile surg-
eries probably has as much to do
with local practice as it does with the
imaging itself,” he said.

"As we know, some surgeons would
prefer to do mediastinoscopy on every-
one,” Dr. Munden added.

“Most of the studies seem to suggest
there is a reduction, but the question is,
Is it a significant reduction or not?” he
said.

Neither Dr. Maziak nor Dr. Mun-
den disclosed any relevant conflicts of
interest. L
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Adjuvant Cisplatin Leads to Late Mortality in NSCLC

Despite improved 5-year survival, patients on the drug
were more likely than controls to die during years 6-8.

BY KERRI WACHTER
Elsevier Global Medical News

CHicaGOo — Following 5 years of im-
proved survival with cisplatin-based adju-
vant chemotherapy for resected non—small
cell lung cancer, investigators were sur-
prised to find more late mortality in treat-
ed patients, compared with those
randomized to observation in a large
phase I1I study.

“We observed more deaths after 5 years
in the chemotherapy arm, compared
with the control arm,” said Dr. Thierry
Le Chevalier at the annual meeting of the
American Society of Clinical Oncology,
where he presented long-term data from
the International Adjuvant Lung Cancer
Trial (IALT).

Adjuvant cisplatin-based chemothera-
py produced a significant survival advan-
tage during the first 5 years (hazard ratio
of death 0.86, P = .01), but treated patients
were more likely to die during years 6-8,
compared with control patients random-
ized to observation (hazard ratio of death
1.45, P =.04).

In the chemotherapy arm, 495 deaths oc-
curred before 5 years and 83 deaths after-
ward, whereas the control group had 534
deaths before 5 years and 56 afterward.

Of note, over 8 years non-lung cancer
mortality was greater in the chemotherapy

arm (hazard ratio of 1.34, P = .06). After
5 years non-lung cancer deaths became
more than twice as common in the
chemotherapy arm: 25 vs. 10 in the con-
trol group.

From 1995 to 2001, the IALT Collabo-
rative Group randomized 1,867 patients
with resected, pathologically document-
ed stage I, II, or III non-small cell lung
cancer (NSCLC) at 148 centers in 33
countries—932 patients to adjuvant cis-
platin (Platinol)-based chemotherapy and
935 to observation alone.

Thoracic radiotherapy of 60 Gy
or less was optional (predefined by N
stage at each center). Median follow-up
was 7.5 years with 97% of patients in
follow-up.

Centers were allowed to choose cis-
platin chemotherapy of 80 mg/m? every
3 weeks for four cycles, 100 mg/m? every
4 weeks for three to four cycles, or 120
mg/m? every 4 weeks for three cycles.

Each center also could choose one of
the following drugs for combination with
cisplatin: 100 mg/m? etoposide on days 1-
3, vinorelbine (Navelbine) 30 mg/m?
weekly, vinblastine (Velban) 4 mg/m?
weekly, or vindesine (Eldisine) 3 mg/m?
weekly.

The overall survival rate at 8 years was
38% (578 deaths) in the chemotherapy
arm, compared with 37% (590 deaths) in

ACIP Makes Recommendations

Vaccinate « from page 1

case of IPD was matched with 10 con-
trols of the same age without IPD. A to-
tal of 635 persons with IPD and 6,350
controls was identified, of whom 114
(18%) and 516 (8%), respectively, had
asthma. The adjusted odds ratio for IPD
among those with asthma, compared
with controls, was 2.4, which the authors
concluded suggests that asthma is an in-
dependent risk factor for IPD (N. Engl.
J- Med. 2005;352:2082-90).

Despite data from another case-con-
trol study of older veterans with either
asthma or COPD which suggested that
those with asthma were not at signifi-
cantly increased risk for IPD-related hos-
pitalizations (J. Gen. Intern. Med.
2007;22:62-7), the committee agreed
with the decision made by an ACIP
working group prior to the meeting that
the bulk of the data suggests that asth-
ma does increase the IPD risk.

Dr. Sandra Fryhofer, acting liaison to
ACIP from the American College of
Physicians (ACP), agreed.

“Asthma definitely increases the risk of
severe pneumococcal infections. The
new recommendation includes asthma
with other chronic lung diseases. That’s
a good thing,” she said in an interview.

Echoing a point made by several ACIP
members during the discussion, she also
noted that in adult patients it is often dif-
ficult to distinguish between asthma,
COPD, and chronic bronchitis.

“I think this is going to make the rec-
ommendations easier to follow [and] en-
sure that the right people get the
vaccine,” said Dr. Fryhofer, a former
ACP president who practices internal
medicine in Atlanta.

Also during the same session at the
ACIP meeting, the committee voted to
clarify language that had been misinter-
preted by some providers as suggesting
revaccination should take place every 5
years in individuals for whom PPSV23 is
recommended.

In fact, routine revaccination is not rec-
ommended for most people. A second
dose of vaccine—but no more—is rec-
ommended at 5 years after the first dose
for patients with functional or anatom-
ic asplenia or immunocompromising
conditions.

The committee opted not to recom-
mend lowering the age of universal
PPSV23 immunization from 65 years
and older to 50 years, primarily because
such a move would require a change in
the schedule for revaccination, for which
few data are available.

In addition, the risk of IPD among
individuals aged 50-64 years has de-
creased in recent years because of rou-
tine use of the 7-valent pneumococcal
conjugate vaccine (PCV7) in infants.
The overall IPD rates in adults have
dropped 18%-39% since the pre-PCV7
era, Dr. Nuorti said. n

the control arm (hazard ratio 0.91,
P = .10), reported Dr. Le Chevalier, now
vice president of GlaxoSmithKline’s
Oncology Medicine Development Cen-
tre (a position not related to his role in
the study).

Patients in the chemotherapy arm ex-
perienced a significant benefit in disease-
free survival at 8 years (hazard ratio 0.88,
P = .02) and in less local recurrence at 8
years (P = .002).

A total of 181 local recurrences were ob-
served in the chemotherapy arm, com-
pared with 230 in the control arm.

Adjuvant chemotherapy also was asso-
ciated with fewer distant metastases at
8 years.

In all, 338 distant metastases occurred
in the chemotherapy arm, compared
with 378 in the control arm (P = .02).
No differences in second malignancies
were observed between the two study
arms.

Dr. Chevalier observed that chemother-
apy continues to protect against death af-
ter 5 years, but said the reason for the
excess in late mortality is unclear.

He called for more long-term follow-up
of patients in adjuvant studies and sug-
gested that data be pooled to identify pos-
sible predictive factors.

To that end the IALT investigators as-
sessed 761 patients for expression of
ERCC1, a DNA-repair protein, and found
that ERCC1 status remained predictive
for a survival benefit from adjuvant
chemotherapy at 8 years.

Among those who were ERCCI
negative, there was a significant advantage
for chemotherapy (hazard ratio 0.76).

Among those who were ERCC1 posi-
tive, there was a trend toward favoring ob-
servation (hazard ratio 1.20).

Discussant Dr. Pieter E. Postmus,
FCCP, noted that this represents a decline
in the survival benefit of ERCC1-nega-
tive tumors.

In an TALT substudy published in
2006, chemotherapy significantly im-
proved median 5-year overall survival
among patients with ERCC1-negative
tumors, compared with control pa-
tients—47% vs. 39% respectively (hazard
ratio .065, P = .002) (N. Engl. J. Med.
2006;355:983-91).

For those with ERCC1-positive tumors,
the control group fared better in terms of
overall survival, though not significantly
s0—46% vs. 40% respectively (hazard ra-
tio 1.14, P = .4).

“The beneficial effect of being ERCC1
negative is apparently disappearing over
time,” said Dr. Postmus of the department
of pulmonary disease at Vrije Universiteit
Medisch Centrum, Amsterdam.

“The initial positive effect is due to the
low ERCC1 of the tumor; it’s unclear
why this benefit decreases at longer fol-
low-up,” Dr. Postmus added.

As ERCCI1 is responsible for DNA re-
pair, he speculated that the possible cause
might be more late damage due to chemo-
therapy, especially in patients with less re-
pair capacity. [

Congress Reverses Medicare
Cuts, Extends 0.5% Increase

BY MARY ELLEN SCHNEIDER
Elsevier Global Medical News

Washington’s summertime wrangling
paid off for physicians last month as
Congress successfully overrode President
Bush’s veto of legislation to stop a 10.6%
cut to Medicare physician payments.

The legislation (H.R. 6331), which orig-
inally passed both the House and Senate
by veto-proof mar-
gins in early July, ex-
tends the 0.5%
Medicare pay in-
crease in place for
the first half of 2008
through the end of
the year and gives
physicians a 1.1%
raise for next year.

Congress financed
the pay increases for physicians in part
through controversial cuts to Medicare Ad-
vantage plans. Officials at America’s Health
Insurance Plans, which represents the
health insurance industry, estimated that
the bill will cut nearly $14 billion from the
Medicare Advantage plans over the next 5
years. The inclusion of those cuts in the bill
slowed its passage in the Senate and caused
President Bush to veto the legislation.

The bill also encourages physicians and
other providers to use electronic prescribing

THE BILL ALSO PROVIDES
INCENTIVES TO ENCOURAGE
PHYSICIANS AND OTHER
PROVIDERS TO USE
ELECTRONIC PRESCRIBING.

by providing incentives to those who e-pre-
scribe and imposing penalties on those who
do not. In addition, the bill would delay the
first round of Medicare’s new competitive
acquisition program until 2009.

Now that H.R. 6331 is law, Medicare
contractors are working to make sure
physicians are paid at the correct rate.

However, it may take up to 10 business
days for some contractors to begin paying
claims at the 0.5%
update rates, ac-
cording to CMS.
Once the local con-
tractors start paying
claims at the in-
creased rate, they
will go back and re-
process any claims
paid at the lower
amount.

Most claims will be automatically re-
processed, but a few providers may need
to contact their local contractor for direc-
tion on getting their claims adjusted. For
example, physicians who have submitted
charges that are lower than the Medicare
fee schedule amount will need to contact
their local contractor, CMS said. In addi-
tion, nonparticipating physicians who sub-
mitted unassigned claims at the reduced
nonparticipation amount will need to re-
quest an adjustment from the carrier. =
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PPl Therapy Fails to Curb Asthma With Asymptomatic GERD

BY NANCY WALSH
Elsevier Global Medical News

TORONTO — Treatment with a proton
pump inhibitor did not improve asthma
control in patients with poorly controlled
asthma and minimal or no symptoms of
gastroesophageal reflux, according to re-
sults from a large study presented at an in-
ternational conference of the American
Thoracic Society.

Gastroesophageal reflux disease (GERD)
is a common problem in patients with
asthma, with small studies reporting a
prevalence of reflux in 32%-84% of asth-
matics. Proton pump inhibitor (PPI) ther-
apy is commonly added to therapy in
asthma, adding to the overall cost of treat-
ment, but the effect of suppression of gas-
tric acid on asthma symptoms remains
unclear, according to Dr. Mario Castro,
FCCP, of Washington University School,
St. Louis.

Uncertainty about the role of GERD in
asthma derives from observations that ap-
proximately half of asthmatics without
symptoms of GERD have been demon-
strated to have abnormal reflux and about
half of asthmatics who have abnormal re-
flux shown on pH probe studies do not have
symptoms of the disease, Dr. Castro said.

“In any case, certainly GERD symp-
toms can mimic symptoms of asthma,
and we wanted to know how to distin-
guish them and how best to treat them,”
he said.

Recent guidelines released by the Na-
tional Heart, Lung, and Blood Institute
(NHLBI) of the National Institutes of
Health suggested that, even in the absence
of GERD symptoms, consideration should
be given to evaluation and possible treat-
ment with PPI for patients with poorly
controlled asthma. This was a consensus-
based recommendation.

In order to gain additional data to
strengthen the recommendation, the
Study of Acid Reflux in Asthma (SARA)
was undertaken with funding from the
NHLBI and conducted by the American
Lung Association’s asthma clinical re-
search centers, a national 20-center net-
work dedicated to improving asthma
care.

“SARA included only patients with min-
imal or no symptoms of GERD, because
we felt that any patient with moderate or
severe GERD should, by definition, be re-
ceiving a PPI—and, in this trial, there was
the possibility that they would receive
placebo,” Dr. Castro said.

Aside from determining whether PPI

WHY NOT OUTSOURCE

YOUR MEDICAL BILLING?

» We only charge you on what we collect!
* We handle all the charges and postings to each

patient account!

» We are on top of EACH and EVERYclaim

— until it's PAID!

* No worry about staff issues!
* No need to pay for software, up dates or tech

support!
* 24-hour processing
on all claims!
* HIPAA Compliant
* View any and all
reports online
24/7 via the web!

NATIOME
MEDICAL BILLING

Call us today for more information:

877-4MD-BILL (877-463-2455)

Please visit us at www.nwmedbhill.com

GUARANTEED TO
SAVE YOUR PRACTICE
MONEY AND INCREASE

VOLUME!

CHEST PHYSICIAN e

therapy could improve asthma symptoms
in those patients, SARA also sought to de-
termine whether ambulatory pH probe
monitoring could identify patients with
asymptomatic GERD who might benefit
from suppression of gastric acid.

The study design called for a 2- to 8-
week run-in period, during which the pa-
tients underwent esophageal pH probe
monitoring and, if not contraindicated,
methacholine challenge testing. The pa-
tients then were randomly assigned to re-
ceive esomeprazole, 40 mg/day, along
with stable doses of inhaled cortico-
steroids (equivalent to at least 400 mg flu-
ticasone/day) and long-acting p-agonists if
needed.

Poorly controlled asthma was defined as
two or more occasions of a 30% or greater
decline in peak expiratory flow from base-
line, the need for oral prednisone, the re-
quirement for acute intervention such as
an emergency department visit, or the
need for more than four puffs of rescue
medication.

Another investi-
gator, Dr. W. Ger-
ald Teague of the
pediatric  asthma
center at Emory
University, Atlanta,
described the base-
line characteristics
of the participating
patients.

“A total of 412 patients were random-
ized; but, unfortunately, nature inter-
vened, and the data from 10 patients were
lost in Hurricane Katrina,” Dr. Teague
said. Of the remaining patients, 199 re-
ceived placebo and 203 received es-
omeprazole.

Overall, the groups were comparable.
Mean age was 42 years, and 50% were
white and 38% were black. In the placebo
group, 28% were male and 20% were for-
mer smokers. In the esomeprazole group,
36% were male and 15% were former
smokers.

About half of the patients in both study
groups had required the use of rescue
medications during the previous year, and
the same number had required courses of
oral prednisone.

Asthma control also was found to be
equivalent in the two groups, with a mean
Asthma Control Questionnaire (ACQ)
score of 1.9 in the placebo group and 1.8
in the PPI group.

Lung function also was comparable,
with a forced expiratory volume in 1 sec-
ond (FEV,) at 78% of predicted in the
placebo group and 76% of predicted in
the esomeprazole group. There were no
differences in post-albuterol response,
forced vital capacity, or bronchial hyper-
responsiveness.

On pH probe testing, 40% of patients in
both groups were positive for GERD.

“We were surprised, but when baseline
asthma characteristics were analyzed ac-
cording to whether or not patients were
positive for GERD on pH probe testing,
there was very little effect,” Dr. Teague
said.

In both GERD and non-GERD groups,
80% of patients had required rescue med-
icine, ACQ scores were 1.9, and Asthma

THE NUMBER OF EPISODES OF
DECREASE IN PEAK FLOW WAS
1.7/PERSON PER YEAR IN THE
PLACEBO GROUP AND 2.1 IN THE
ESOMEPRAZOLE GROUP.
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Quality of Life scores were 4.6, he re-
ported.

The study results then were summa-
rized by Dr. John G. Mastronarde, who is
a pulmonologist at Ohio State University
Medical Center, Columbus, and director of
the university’s asthma center.

“Overall, we saw no treatment effect in
either group,” Dr. Mastronarde said. The
number of episodes of decrease in peak
flow was 1.7/person per year in the place-
bo group and 2.1/person per year in the
esomeprazole group. The number of
episodes requiring urgent care was 0.7 in
the placebo group and 0.6 in the es-
omeprazole group.

Some studies have suggested that cer-
tain subgroups, such as patients with
episodes of nocturnal awakening and
those with a body mass index greater
than 30 kg/m? might respond to PPI
treatment.

However, those were no different be-
tween the placebo and active treatment
groups, he said.
Lung function as
measured on FEV,
peak flow, and tests
of bronchial hyper-
responsiveness also
showed no effects of
treatment, nor did
patient-centered
outcomes such as
ACQ scores, even
among patients who had positive pH
probe tests, said Dr. Mastronarde.

“In summary, asymptomatic GERD is
common in patients with poorly controlled
asthma, but PPI therapy with esomepra-
zole does not improve asthma control or
lung function in patients with minimal or
absent symptoms of GERD,” he said.

“Ambulatory pH probe testing did not
seem to identify any subgroups of patients
who might benefit from PPI therapy in
terms of asthma control,” he added.

“We think these results are pretty sig-
nificant,” Dr. Mastronarde added.

“The NIH guidelines suggest that we
consider evaluation and treatment in pa-
tients with poorly controlled asthma on
adequate controllers even without symp-
toms of GERD, but this study would sug-
gest that PPI therapy has no effect on
control and is not indicated,” noted Dr.
Mastronarde.

“Also, there doesn’t seem to be any rea-
son to do pH probe testing on poorly
controlled asthmatics, because even if they
are positive, it doesn’t predict who will re-
spond to PPI treatment.” [

Dr. Susan Harding, FCCP, comments: This
important study verifies the findings found
in a previously reported double-blind,
placebo-controlled trial examining the effect
of esomeprazole 40 mg twice a day for 16
weeks in 770 subjects, on asthma outcomes
(Kiljander et al. Am. ]. Respir. Crit. Care
Med. 2006;173:1091-7). Subjects without
GER symptoms or nighttime asthma
symptoms had no improvement in PEF.
Improvement in PEF was noted in subjects
with GER symptoms and nighttime asthma
symptoms. This study verifies that treatment
of asymptomatic acid GER is not indicated
in asthmatics.
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Look Beyond Asthma Symptoms in Assessing Behavior

BY BETSY BATES
Elsevier Global Medical News

HoNoLuLu — Insight into what’s hap-
pening at home may help to explain be-
havior problems and school absenteeism
in children with asthma, according to stud-
ies presented at the annual meeting of the
Pediatric Academic Societies.

Researchers from the University of
Rochester (N.Y.) studied sleep-disordered
breathing in children with asthma in an at-
tempt to find possible links to problem be-
havior issues that have previously been
reported in this patient population.

The associations were powerful, with
serious behavioral problems documented
in twice as many asthmatic children with
sleep problems as in those with asthma
alone, reported Maria Fagnano, health
project coordinator for the department of
pediatrics at the university.

A second and unrelated study explored
school absenteeism among children with
asthma and found that parental chronic dis-
ease plays a role in how children’s health
is perceived and in how many school days
they miss, regardless of asthma severity.

The New York study enrolled 194 inner-
city children aged 4-10 years, with physi-
cian-diagnosed asthma, who attended a
school-based asthma program.

Parents were administered a 28-item
validated questionnaire on behavioral is-
sues (the Behavior Problem Index or BPI)
and a 22-item validated questionnaire on
sleep patterns, the Sleep-Related Breathing
Disorder Subscale.

Most of the children were male (56%);
African American (66%) or Hispanic
(26%); and on Medicaid (73%). Their av-
erage age was 8 years. Prior testing had re-
vealed that almost one-third of their
parents suffered from depression.

One-third of the children had sleep
scores highly predictive of sleep-disordered
breathing, which can range from snoring
to sleep apnea, said Ms. Fagnano. Girls and
children with high body mass indexes were
at higher relative risk of elevated sleep-
disordered breathing scores than were oth-
er children with asthma in the study.

Nearly the same percentage—32% of
children—scored above a 14 on the Be-
havior Problem Index, a range considered
to be indicative of behavior problems se-
rious enough that they might warrant
professional intervention.

Twice as many children with high sleep-
disordered breathing scores—48%—
earned elevated scores on the BPI than did
those with normal sleep scores, 24%.

Among problem behavior subscales, in-
dependent correlations were found be-
tween children with elevated sleep-
disordered breathing scores and internaliz-
ing behavior problems, externalizing be-
havior problems, anxious or depressed
behavior, headstrong behavior—and, in a
separate linear regression analysis, hyper-
active behavior.

“A large proportion of urban children
with asthma have sleep-disordered
breathing, and poor sleep is indepen-
dently associated with behavior prob-
lems,” said Ms. Fagnano.

“Screening for sleep-disordered breathing
among high-risk populations might help to

identify children who could benefit from
further interventions,” she said.

The second study examined data from
561 parent/ child dyads surveyed as part of
the nationally representative 2003 Na-
tional Health Interview Survey, Dr. Ellen
A. Lipstein reported at the meeting.

All of the children, aged 5-17 years, had
been diagnosed with asthma by a physician,
and 39% of their parents reported being di-
agnosed with a chronic disease such as
heart disease, emphysema or asthma, dia-
betes, or arthritis.

No difference was seen in inhaler use by
children of parents with or without
chronic disease. When researchers con-
trolled for other factors, including mea-
sures of childhood asthma severity,
parents with chronic disease were three
times less likely to judge their children’s
health as excellent or very good, and their
children missed, on average, 1.3 more
days of school during the previous year.

“These findings suggest that parental
chronic disease may lead to increased per-
ceptions of child medical vulnerability,”

said Dr. Lipstein of the Harvard Medical
School and the Massachusetts General
Hospital center for child and adolescent
health policy, both in Boston. “Further-
more, the increased absenteeism suggests
that parents with chronic disease not only
perceive [greater] child vulnerability, but
they act on these perceptions,” she said.
Dr. Lipstein said clinicians should be
aware that symptom management alone
may not “fully address” the reasons for
school absenteeism among children with
asthma. m

oS

pneumothorax

www.uresil.com

For freatment of spontaneou
fraumalfic, or iatrogenic simple

"

TRU-CLOSE® Thoracic Vent

For treatment of

pneumothorax

The red signal diaphragm deflects upwards
when the catheter tip enters the pleural space.

It then continues to fluctuate with respiration
as the intrapleural pressure varies from
> +2mm Hg to <- 2Zmm Hg.

UreSil, LLC

5418 W. Touhy Ave., Skokie, IL 60077

Tel: (847) 982-0200

(800) 538-7374

Fax: (847) 982-0106

UreSil and TRU-Close are reqistered trademarks of Uresil, LLC




6 CRITICAL CARE MEDICINE

CHEST PHYSICIAN e

AUGUST 2008

Central-Line Infections at Zero With New Protocol

BY MARY ELLEN SCHNEIDER
Elsevier Global Medical News

The physicians, nurses, and other clin-

ical staffers at Tacoma (Wash.) Gen-

eral Hospital aren’t sweating the new
Joint Commission on Accreditation of
Healthcare Organizations’ requirements
on central line—associated bloodstream in-
fections that are scheduled to be phased in
throughout 2009.

That’s because they have already imple-
mented a central-line protocol that has
brought their hospital’s infection rate down
to virtually zero over the last few years.

“We just had to change our way of
thinking on it. Rather than accepting a cer-
tain rate of infections, we adopted the po-
sition that they should never happen,”
said Dr. James R. Taylor, FCCP, medical di-
rector of the adult intensive care unit at
Tacoma General Hospital and the hospi-
tal’s physician champion on reducing cen-
tral-line infections.

In 2005, Dr. Taylor began educating
physicians and nurses in his ICU about a
bundle of measures for reducing central-
line infections that he learned about as
part of the TICU (Transformation of the
ICU) project, a program from the nation-
al health care alliance VHA Inc. The staff

made an effort to follow the protocol with
each central line placed, and success fol-
lowed, Dr. Taylor said.

Before implementing the central-line
protocol, Tacoma General Hospital had an
infection rate of about 1.5-2.0 infections
per 1,000 central-line days, which was bet-
ter than the national benchmark set by the
Centers for Disease Control and Preven-
tion. Since it implemented the measures in
2005, the hospital’s central line-associated
infection rate has been even lower. There
were no infections in the adult ICU at
Tacoma General Hospital for all of 2006
and 2007, said Marcia Patrick, R.N., direc-
tor of infection prevention and control for
MultiCare Health System, which oper-
ates Tacoma General Hospital and three
other hospitals in the area.

After seeing so much success in the
ICU, the hospital generalized the process
to the emergency department, the oper-
ating rooms, and anywhere else central-
line placement was being performed.

The protocol is surprisingly simple, Dr.
Taylor said. Its main elements are proper
hand hygiene, the use of chlorhexidine-
based antiseptic for skin preparation, the
use of a sterile drape to cover the whole pa-
tient instead of just the area where the line
is being placed, the placement of the line

i S P

The central-line protocol is easy to follow,
said Marcia Patrick, R.N., and Dr. Taylor.

in those locations shown to have lower
infection rates, and the removal of the
catheter as soon as possible.

The key is to make it easy to follow the
measures and difficult to do things the
wrong way, Dr. Taylor said. For example,
the hospital decided to remove from its
line carts anything that might contribute
to improper line placement, and to include
only those materials that would aid in
proper line placement.

Another element of the hospital’s success

MARK CELLETTI/MULTICARE HEALTH SYSTEM

has been empowering nurses to speak up,
Dr. Taylor said. Under the protocol, if a
physician breaks sterile technique during
the line placement, nurses are required to
step in and ask the physician to stop and start
over. The hospital also created a checklist for
nurses to record that all the proper steps in
the line placement were performed. [

Dr. Vera De Palo, FCCP, comments: A
focus on improving patient safety through
the implementation of strategies to reduce
catheter-related bloodstream infection is
being adopted by many health care
institutions across the country. Projects like
the TICU project of the national health care
alliance VHA Inc. and the advocacy and
facilitation of quality initiatives by the
Institute for Health Care Improvement (IHI)
have helped to disseminate these strategies.
Large quality collaboratives like the Keystone
ICU project in Michigan and the statewide
Rhode Island ICU Collaborative have
similarly achieved significant reductions in
catheter-related bloodstream infection rates.
The work of Dr. Taylor and his team at
Tacoma General Hospital demonstrates that
with education and a focus on safety and
quality, these excellent outcomes can be
achieved and maintained over time, making
it safer for our patients.
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Joint Commission Makes Infection Control Priority

BY MARY ELLEN SCHNEIDER
Elsevier Global Medical News

requirements for hospitals in an effort

to prevent infections from multidrug-
resistant organisms, central line—associated
bloodstream infections, and surgical site
infections.

The requirements, which are part of the
2009 National Patient Safety Goals for
hospitals, include a 1-year phase-in period
with full implementation by Jan. 1, 2010.

It is critical that hospitals begin address-
ing the issue of health care-associated in-
fections and try to keep the problem from
worsening, said Dr. Peter Angood, vice
president and chief patient safety officer for
the Joint Commission. “We're in a bit of a
tight spot and we need to work our way
out of it,” he said.

The new infection control requirements
build on an existing National Patient Safe-
ty Goal on health care—associated in-
fections that had previously included only
requirements for compliance with hand
hygiene guidelines and had called on hos-
pitals to manage serious infections as sen-
tinel events. Those requirements will
remain in place along with the new ele-
ments of the goal.

“Infection control is high on our
priority list overall,” Dr. Angood said.

Under the new 2009 requirements, hos-
pitals are being asked to begin preparing
to prevent infections resulting from multi-
drug-resistant organisms such as methi-
cillin-resistant ~ Staphylococcus — aureus,
Clostridium difficile, vancomycin-resistant
enterococci, multidrug-resistant gram-
negative bacteria, and other epidemiolog-
ically important organisms.

Starting in January 2010, hospitals will
need to conduct periodic risk assessments
for acquisition and transmission of multi-
drug-resistant organisms, and educate staff
and independent providers about preven-
tion strategies and their roles. Hospitals
also will be required to provide education
about infection control strategies to
patients and families who are infected
or colonized with multidrug-resistant
organisms.

Hospitals will be required to have a sur-
veillance program up and running by

The Joint Commission has issued new

DATA WA ATU CH

Jan. 1, 2010, that is based on the hospital’s
risk assessment.

When indicated by the risk assessment,
hospitals will need to implement a labo-
ratory-based alert system to

full compliance is expected, Dr. Angood
said.

Addressing health care—associated in-
fections is a worthy goal, said Dr. Franklin
Michota, director of academic

identify new patients with mul-
tidrug-resistant organisms, and
an alert system to identify
readmitted or transferred pa-
tients who have multidrug-re-
sistant organisms.

The Joint Commission also
has put new requirements in

affairs for the department of
hospital medicine at the Cleve-
land Clinic. There is sufficient
evidence to show a clinical ben-
efit from implementing infec-
tion control strategies. “It’s not
an experiment to see if these
things work,” he said.

place to prevent central line—as-
sociated bloodstream infections
and surgical site infections.

As part of the requirements
related to central line—associ-
ated bloodstream infections,
hospitals will be expected to
use a catheter checklist and a
standardized protocol for cen-
tral venous catheter insertion and an all-
inclusive standardized supply cart or kit for
insertion of central venous catheters. The
requirements also call for the use of stan-
dardized protocols for maximum sterile
barrier precautions during insertion of a
central venous catheter and when disin-
fecting catheter hubs and injection ports
before accessing the ports.

As part of its effort to prevent surgical
site infections, the Joint Commission is re-
quiring hospitals to conduct periodic risk
assessments, select surgical site infection
measures based on evidence, and evaluate
the effectiveness of their prevention ef-
forts. Also, hospital staft will need to mea-
sure infection rates for the first 30 days
following most procedures and for the
first year after procedures involving im-
plantable devices.

The surgical site infection requirements
were developed to be in line with well-es-
tablished guidelines and should help or-
ganizations move toward compliance with
those guidelines, Dr. Angood said.

All of the new requirements related to
health care—associated infections include a
1-year phase-in period, with milestones for
planning, development, and testing
throughout 2009. Allowing organizations
to phase in complex requirements over the
course of a year helps them to perform
better by achieving concrete goals before

Steady Growth in Methicillin-Resistant
Staphylococcus aureus Cases in U.S. Hospitals

368,600

Total number of discharges
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Note: Based on data from the Nationwide Inpatient Sample.
Source: Healthcare Cost and Utilization Project

There is sufficient
evidence to show a
clinical benefit
from implementing
infection control
strategies.

DR. MICHOTA
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Hospitals are likely to face
some up-front costs when im-
plementing the new require-
ments, Dr. Michota said,
especially if they need to put a
new educational process in
place to prepare staff. For that
reason, hospitals may be look-
ing to involve hospitalists, who
are already on the payroll, in a variety of
activities related to preventing health
care—associated infections, he said.

Hospitalists may be involved in devel-
oping process improvement plans, tracking
requirements, or tracking infections. Those
who are not involved on the quality side
may be asked to champion changes at the
floor level by modeling appropriate hand

hygiene or compliance with contact pre-
cautions.

The Joint Commission also has added
new requirements to the goal for med-
ication reconciliation. Hospitals are ad-
vised to provide a complete and
reconciled list of the patient’s medications
directly to the patient and explain the list
at the time of discharge. In those settings
where medications were used minimally
or for a short duration, such as the emer-
gency department, the hospital is required
to perform a modified medication recon-
ciliation process. For example, if a short-
term course of an antibiotic is prescribed,
the patient should be provided with a list
containing the medications that the pa-
tient will continue using after leaving the
hospital.

Also new in 2009 is a requirement to
eliminate transfusion errors related to pa-
tient misidentification. Before beginning
a blood or blood component transfusion,
hospital staff must match the patient to
the blood during a two-person bedside
verification process. In cases where two
individuals are not available for this
process, a bar code or other automated
technology can be used in place of one of
the individuals, according to the Joint
Commission. [
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The Role of Genetics in Sarcoidosis

Like many conditions, there is probably a large number  investigators confirmed an increased suscep-
of genes that affect the outcome of the disease.

with a possible genetic predisposi-

tion. However, the closer one looks,
the association with a genetic predisposi-
tion becomes less clear.

To date, the amount of information we
have obtained suggests strongly that sar-
coidosis is not caused by a single gene or
even a small family of genes. Like many
conditions, such as asthma, there is prob-
ably a large number of different genes that
affect the predisposition and clinical out-
come of the disease.

For some time, it has been noted that
sarcoidosis occurs in different frequencies
with different ethnic groups.

Although the original description of the
disease was by Hutchins in England (Shar-
ma. Clin Dermatol 2007; 25:232), many of the
early studies were per-
formed in the Scandi-
navian countries.
Among the Scandina-
vian investigators was
Dr. Sven Lofgren at the
Karolinska Institute in
Stockholm. As the
studies accumulated in
Scandinavian countries,
it became clear that the
incidence of sarcoidosis
was higher there than
elsewhere in Europe. There also was an in-
creased rate of sarcoidosis noted in women.
In a comprehensive study of an area in Swe-
den by Hillerdal (Hillerdal et al. Am Rev
Respir Dis 1984; 30:29), the lifetime risk for
sarcoidosis in women was 1.3% and almost
1% for men. This rate was confirmed by
studies in other Scandinavian countries (Izu-
mi. Sarcoidosis 1992; 9:5105).

However, these high rates may have
been influenced by the availability of na-
tional databases allowing for a more com-
plete capture of the population. It also has
been observed that the rate of sarcoidosis
will increase by one-third if chest radi-
ograph screening for TB is employed in
the country.

In the United States, an increased inci-
dence of sarcoidosis in the African-Amer-
ican population has been frequently noted.
However, the absolute numbers were hard-
er to obtain. This is, in part, because of the
lack of a central database with a collection
of information on all patients. For exam-
ple, several studies of military personnel in
the 1950s and 1960s demonstrated an in-
creased incidence of sarcoidosis in African
Americans; these studies were composed
of, essentially, an all-male population.

Other studies have used death certificates
to verify the increased incidence of sar-
coidosis in African-Americans; however,
most patients with sarcoid did not die from
sarcoidosis, and death certificates often
will not report past medical problems.

s arcoidosis has often been associated

FOR SARCOIDOSIS,

THE GENETIC BACKGROUND
SEEMS TO BE ONLY PART
OF THE STORY.
ENVIRONMENTAL EXPOSURES
ALSO APPEAR TO BE
QUITE IMPORTANT.

The most comprehensive study looking at
sarcoidosis in African-Americans vs Cau-
casians was from the Henry Ford Healthcare
System (Rybicki et al. Am J Epidemiol 1997;
145:234). This 5-year study demonstrated
an increased frequency in African-American
women (lifetime risk, 2.7%) and men (life-
time risk, 2.1%) vs Caucasian women (life-
time risk, 1.0%) and men (lifetime risk, 0.7%).
However, this study required enrollment
into a health maintenance organization by at
least one family member. Others have re-
ported an increased frequency of sarcoido-
sis in people without access to medical
insurance. Therefore, the frequency of the
disease may be even higher.

Familial sarcoidosis also has supported ge-
netic predisposition. The reported rate of fa-
milial sarcoidosis is around 5%; however, this
is influenced by the un-
derlying factor of race.
Higher rates of familial
sarcoidosis have been
reported in Scandina-
vian, Irish, and African-
American populations.
Studies of families with
sarcoidosis have been
used to identify candi-
date genes
for possible sarcoidosis.
These candidate genes
are then tested in the more divergent popu-
lation of spontaneous sarcoidosis.

There is compelling evidence to suggest
that sarcoidosis is initiated by the presen-
tation of an antigen to the CD-4 T cell,
and the resulting complex leads to a Th-1
response. The antigen-presenting cell (ei-
ther a macrophage or dendritic cell) pre-
sents the antigen by the human leukocyte
antigen (HLA). There is a large number of
genes influencing HLA, so studies of the
HLA have been an area of focus for can-
didate genes in sarcoidosis.

Early studies focused on the HLA class I
antigens. It was found by several investigators
that HLA-B8 was associated with acute sar-
coidosis. This association alone did not ex-
plain most cases of sarcoidosis. Recent studies
have suggested an interaction between class
I and class II genes, which may be more im-
portant than the class I antigen alone.

Studies of HLA class IT antigens have found
several interesting associations (Sato et al. Am
J Respir Cell Mol Biol 2002; 27:406; Grunewald
et al. Am J Respir Crit Care Med 2007; 175:40;
Maliarik et al. Am J Respir Crit Care Med 1998;

158:111). One of the largest studies was per-
formed on patients who participated in the
ACCESS (A Case-Control Etiologic Study of
Sarcoidosis) study (Rossman et al. Am ] Hum
Genet 2003; 73:720). The study enrolled pa-
tients with newly diagnosed sarcoidosis at 10
centers in the United States. The overall
makeup of study subjects was half
African-American and half Caucasian. The

tibility for sarcoidosis in subjects with
DRB1*1101 for all patients with sarcoidosis.
On the other hand, DRB1*04 was associated
with possible protection from sarcoidosis,
because it was more frequently found in con-
trol subjects than patients with sarcoidosis.

Other genes have been associated with
an increased risk for sarcoidosis. In a de-
tailed gene mapping of 63 German fami-
lies with sarcoidosis, Schurmann et al (Am
J Respir Crit Care Med 2000; 162:861) found
polymorphisms of the butyrophilin-like 2
(BTNL2) gene. Studies of American pa-
tients by Rybicki et al (Am J Epideiol 1997;
145:234) found that BTNL2 was moder-
ately associated with sarcoidosis (odds ra-
tio of 1.6 for heterozygous and 2.8 for
homozygous). The association was weak-
er for African-Americans. The BTNL2 pro-
tein is one of a family of genes located in
the major histocompatibility complex class
Il region. Therefore, it is not clear whether
BTNL? is an important gene itself or sim-
ply located near an important gene. Fur-
ther studies on the linkage will be needed
to clarify the role of BTNL2.

The prognosis of sarcoidosis also has
been found to be influenced by underlying
genetic factors. Here, the information is
somewhat incomplete because of alack of
a standardized clinical phenotype for pa-
tients with sarcoidosis. For example, it is
not clear whether a patient with no evi-
dence of active sarcoidosis, but who still
has residual scarring, should be considered
the same as a patient with no evidence of
residual disease. Also, current use of cor-
ticosteroid therapy in low doses to main-
tain a remission of disease may influence
the clinical outcome of the patient.

For many investigators, one major ex-
ception has been Lofgren syndrome. The
presentation of erythema nodosum, peri-
articular arthritis, and hilar adenopathy
has been highly associated with sarcoido-
sis. It also has been associated with an ex-
cellent clinical outcome. Around 80 to
90% of patients with Lofgren syndrome
will have complete resolution on chest ra-
diograph and resolution of other mani-
festations of the disease within a year or
two. However, there are some patients
with Lofgren syndrome who develop
chronic disease that lasts beyond 2 years.

Previously, it has been found that the
HLA class II genes DQB1*0201 and
DRB1*03010 were associated with Lofgren
syndrome for various ethnic groups. Sub-
sequently, Grunewald and Eklund (Am J
Respir Crit Care Med 2007; 175:40) estab-
lished the clinical outcome of patients pre-
senting with hilar adenopathy and
periarticular arthritis and/or erythema no-
dosum. They determined that men were
more likely to present with arthritis alone,
while women were more likely to have ery-
thema nodosum. However, the clinical
outcome for men and women was the
same. They found that while some of their
patients did quite well, they also found a

group of patients who had chronic disease.
They found that 70% of their study popu-
lation was DQB1*0201/DRB1*0301-posi-
tive and 103 of the 104 patients had
resolution within 2 years. Forty patients
were DQB1*0201/DRB1*0301-negative,
and only 22 cases resolved within 2 years.
This supports the idea of performing HLA
phenotyping to determine patient prog-
nosis. While this appears to be quite use-
ful in Swedish patients, there is incomplete
information about its applicability in
other populations.

On the other end of the extreme are pa-
tients with chronic disease. HLA-
DRB3*0101 has been associated with
chronic disease in the Caucasian popula-
tion. Several groups have noted that the
HLA-DRb1*15-positive patients are more
likely to have chronic disease. Dr. Drent’s
group (Voorter et al. Hum Immunol 2005;
66:826) found that, in a Dutch population,
DQB1*0602/DRB1*150101 was associated
with chronic disease and fibrotic changes
on chest radiograph.

Another way to look for genetic effect
on disease outcome is to examine familial
sarcoidosis. In a detailed study of 203
African-American families with two or
more members with sarcoidosis, evalua-
tion was performed on 509 patients with
sarcoidosis. Judson et al (Chest 2006;
130:855) reported a similarity between dif-
ferent family members and different man-
ifestations of the disease. Patients were
likely to share eye and skin problems more
frequently than the population with spon-
taneous sarcoidosis.

Interestingly, many of the manifesta-
tions of sarcoidosis were not concordant
with the familial cases. Clinical outcome
also was likely to be different between
family members. This lack of close asso-
ciation suggests that it is not just genetics
or a single gene that influences the mani-
festations of sarcoidosis, at least in the
African-American population.

For sarcoidosis, the genetic background
seems to be only part of the story. Envi-
ronmental exposures also appear to be
quite important. It is not clear if there is
one or more than one environmental
agent. Several recent reports have associ-
ated sarcoidosis with the World Trade
Center disaster, Propionibacter acnes, and
mycobacteria (Izbicki et al. Chest 2007;
131:1414; Eishi et al. J Clin Microbiol 2002;
40:198; Song at al. J Exp Med 2005;
201:755). Future research will need to
combine these factors together as we try
to unravel the enigma of sarcoidosis. =

Dr. Robert P. Baughman, FCCP
Professor of Medicine

University of Cincinnati Medical Center
Cincinnati, OH

Dr. Gene L. Colice, FCCP
Editor, Pulmonary Perspectives
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Vice President, Educational Resources, ACCP

CCP members expect us to offer
Aquality continuing medical educa-

tion (CME) and may take for grant-
ed our ability to provide it. As a clinical
and educational society, members often
assume that CME occurs automatically
with many ACCP meetings and products,
but have you really thought about what
CME means and the value you place
upon it? Is it really about medical educa-
tion, or do you value CME just to get the
hours to fulfill your requirements for your
medical license, your hospital privileges,
or your maintenance of certification?

A recent article (J Contin Educ Health Prof
2008; 28:95) concluded the following about
CME and those who participate in it:

1. State medical boards should require
valid and reliable assessment of physi-
cians’ learning needs.

2. CME planners should create learning

EDUCATION INSIGHTS

How Much Value Do You REALLY Place on Your CME?

activities on the basis of the assessed
practice needs of physicians.

3. CME planners and policy makers
should raise research in CME and physi-
cian assessment to a national priority.

In addition to questioning the goals and
nature of CME, there are recurring ques-
tions about the impact of pharmaceutical
industry support and potential conflicts of
interest of physician faculty and partici-
pants. There are ongoing discussions by
government and professional regulatory
agencies about the role and nature of in-
dustry funding of medical education at
the undergraduate and postgraduate lev-
els and the safeguards that are in place, as
well as the need to avoid improper influ-
ence on content. A number of proposals
and recommendations has come from
various quarters. The US Senate Finance
Committee recommended that policy
makers and regulators change their moni-
toring system. The American Medical As-
sociation’s (AMA) Council on Ethics and

SCIENCE OF THORACIC SURGERY
201H ANNIVERSARY COURSE

Meeting: October 3-4, 2008,
Taj Hotel, Boston MA

For more information, contact:
David J. Sugarbaker. M.D.,
Division of Thoracic Surgery,
Brigham and Women’s Hospital,
75 Francis Street, Boston, MA 02115
(telephone: 617-732-6824;
Website: Please go to
www.cme.hms.harvard.edu/
courses/thoracicsurgery
for syllabus
and registration information).

Judicial Affairs (CEJA) and the Macy
Foundation recommended elimination
of all commercial support in CME.
The Association of American Medical
Colleges has proposed and received ap-
proval to put stricter policies in place
by July 2009 that manage commercial
support within medical education and
conflict of interest of faculty. Thus far,
the AMA's CEJA report was referred
back to the committee for further
study. However, the Accreditation
Council for Continuing Medical Edu-
cation (ACCME) has recently imple-
mented new policy changes with
another proposal of additional policies
open for public comment until August
11, 2008.

For more information about any or
all of these recommendations and
proposals, I encourage you to visit
the following Web sites:

» US Senate Finance Committee
http:/ /hcrenewal blogspot.com/2007/
05/senate-finance-committee-report-
on.html

> Josiah Macy, Jr. Foundation Report
www.josiahmacyfoundation.org/

> AAMC, www.aamc.org/research/
coi/

» AMA/CEJA, www.policymed.com/
2008/06/ama-ceja----bac.html

» ACCME, www.accme.org/
index.cfm/fa/news.detail/News/
.cfm/news_id/c7b2d7ee-854d-
4440-9b87-265746af2495.cfm

What can you as an ACCP member
do in response? First, I suggest that you

consider the value that ACCP educa-
tion has in your professional activities,
and demand that we provide the high-
est-quality CME programs and support
them. Starting at CHEST 2007, we
have enhanced value by specifying and
enriching the learning categories in all
of our activities. Applying these learn-
ing categories to each ACCP CME cer-
tificate reflects the diversity and
effectiveness of learning, along with
the hours in which you participated in
ACCP medical education programs.
We have responded to your clinical
needs by offering areas of study that
you asked for, provided direct and per-
sonal feedback to participants in ACCP
simulation center activities, and, also,
placed firewalls to manage commercial
support. All of these efforts meet and
exceed the requirements of ACCME.
Education is at the core of the
ACCP mission, and, perhaps, the most
important aspect of our value to our
members. Therefore, the ACCP must
not resist the coming changes in med-
ical education; rather, we must em-
brace them and lead. With the
leadership and support of the College,
I believe that others will look to ACCP
as the thought leaders who created
value that physician learners respect
and use in their daily clinical practices.
I welcome your responses, and invite
you to send them to me at edellert
(@chestnet.org, so I can share them
with the ACCP Education Committee
and the leadership of the College. =

The CHEST Foundation’s Making
a Difference Awards Dinner

Saturday, October 25, 2008

The CHEST Foundation’s 10th Annu-

al Making a Difference Awards Din-

ner will honor ACCP members for

their award winning pro bono service

projects from around the world.
There will also be special tribute to

dinner and ceremonies from 8:00 Pm
to 10:30 PM.

Due to the close proximity of
the Philadelphia Marriott Down-
town hotel to other CHEST meeting
hotels, transportation will not be
provided this year.

The CHEST Founda-

Forrest M. Bird, MD, PhD,
ScD. Dr. Bird is the inven-
tor of the world’s first
mass-produced medical
respirator and the “BABY-

AT

e

tion’s 10th Annual Making
a Difference Awards
Dinner Sponsors, to date,
o are: AstraZeneca, LP;

Bird,” which significantly THE Boehringer Ingelheim
reduced breathing-related CHEST Pharmaceuticals, Inc.; and
FOUNDATION"

infant mortality rates.

Merck & Co., Inc.

Additionally, the ACCP
Industry Advisory Council will confer
their annual award to this year’s
Community Outreach Event elemen-
tary school.

Please join your ACCP colleagues
and friends on Saturday, October 25,
2008, at the Philadelphia Marriott
Downtown, 1201 Market Street,
Philadelphia, PA, for an open recep-
tion from 7:00 PM to 7:45 PM, and the

Making a Difference
Society members at the $1,000 level
are entitled to two complimentary
tickets. Annual donors at the $500
level are entitled to one complimenta-
ry ticket.

To register online, go to
www.chestfoundation.org. To obtain
more information, contact Teri Ruiz
at truiz(@chestnet.org, or by phone at
(847) 498-8308. .

AUGUST 2008
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edition of
Antithrom-
botic and
Throm-
bolytic
Therapy:
ACCP Evidence-Based Clinical
Practice Guidelines was released in
June (CHEST 2008; 133[suppl]:67S-
968S). Over the years, it has proven
to be the gold standard, evidence-
based clinical practice guidelines on
the topic. This publication is 968
pages long and weighs 2.5 pounds! I
congratulate the editors, writing
panel, and the ACCP Health and
Science Policy Committee that con-
tributed to this essential and monu-
mental effort. Also, believe it or not,
planning for the 9th edition of the
guidelines is well underway!

The guidelines have become even
more important because preven-
tion of deep vein thrombosis has
become a national (United States)
quality indicator for hospitals.

Two important chapters in the
supplement are the guidelines on
treatment and prevention of ve-
nous thromboembolism (VTE). I
attended the First Annual Canadi-
an Respiratory Conference in Mon-
treal (June 19-21, 2008) and was
moderator of a presentation on the
ACCP guidelines for management
and prevention of VTE, given by
one of the guideline authors—Dr.
William H. Geerts, FCCP. Dr.
Geerts gave a wonderful summary
of the management and prevention
guidelines. He listed some key
changes in the VTE management
guidelines since the last guidelines
in 2004. They are as follows:

» The management guidelines for
DVT and pulmonary embolism
(PE) are virtually the same;

» The addition of fondaparinux
and fixed-dose unmonitored sub-
cutaneous heparin (unfractionated
heparin) as acute treatment;

» For PE, subcutaneous, low-molec-
ular-weight heparin is recommended

PCCU Lessons
for August

Management of the Patient With
Traumatic Brain Injury
By Dr. David P. Ciceri

BY DR. ALVIN V.
THOMAS, JR., FCCP

Microangiopathic Hemolytic
Anemia in the Critically Ill:
Thrombotic Thrombocytopenic
Purpura-Hemolytic Uremic
Syndrome
By Dr. Alan Lichtin

PRESIDENT’S REPORT

over IV heparin for nonmassive PE;

» There is now more positive considera-

tion of catheter-directed thrombus re-
duction for DVT and PE;

» The guidelines recommend against
inferior vena cava filter use unless

ACCP Guidelines Not To Be Missed

anticoagulation is contraindicated; and
» There are stronger recommendations
for indefinite anticoagulation in unpro-
voked VTE.

Though some of the above changes are
quite interesting and may be controversial,

the evidence clearly supports the recom-
mendations. I hope you find the 8th
edition of these guidelines to be thought-
provoking and an essential guide to the
prevention and treatment of these most
important and vexing conditions. m

Take a Cough-e Break and learn about CoughAssist.

Introducing the noninvasive device that helps remove
secretions for those with an ineffective cough. Schedule a
Cough-e Break to find out about the unique technology
that was designed for your patients, CoughAssist.
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Philadelphia—Where History Was Made

During the blistering summer of 1776, 56
courageous men gathered at the Pennsylvania
State House to declare independence from
England. Eleven years later, representatives
from 12 states gathered to shape the US
Constitution, finally creating one unified
nation. It all happened in Philadelphia.

nown as the birthplace of our na-
Ktion, Philadelphia is a mecca for

US history. Here, you can retrace
the steps of Benjamin Franklin, catch a
glimpse of the Liberty Bell, or tour a
former stop on the Underground Rail-
road. These and other celebrated land-
marks will give you a brief but
fascinating history lesson, sharing how
our nation’s past shaped its future.

Step back in time to see, hear, and

experience the early years of the Unit-
ed States of America by visiting the fol-
lowing sites:
» Independence Hall: Located in Inde-
pendence National Historic Park, Inde-
pendence Hall is the birthplace of both
the Declaration of Independence and

the Constitution. Initially known as the
Pennsylvania State House, Indepen-
dence Hall also is the site where George
Washington was appointed commander
in chief of the Continental Army and
where the American flag was adopted.
> Liberty Bell: Internationally known
symbol of freedom, the Liberty Bell is
located just steps away from Indepen-
dence Hall. Cast in London in 1753,
the bell cracked upon its first use. The
bell was recast twice but cracked once
more in 1846 after it rang for a George
Washington birthday celebration. It has
not been rung since.

> Congress Hall: Home of the US
Congress from 1790 to 1800, Congress
Hall showcases the House of Represen-
tatives on the first floor (Lower House)
and the recently restored US Senate on
the second floor.

» Christ Church and Burial Ground:
Christ Church (Protestant Episcopal)
was established in 1695, but the current
building dates to 1744. George Wash-
ington and John Adams attended

services here, while Benjamin and Deb-
orah Franklin and Betsy Ross were
parishioners. Located three blocks
from the church is the historical burial
ground, the final resting place for some
of the most prominent US leaders, in-
cluding Benjamin Franklin and four
other signers of the Declaration of In-
dependence.

» Franklin Court: Franklin Court is
the site of Benjamin Franklin's house.
The grounds feature a “ghost house,” a
skeletal structure outlining the shape
and dimensions of Franklin’s home.
Also on the grounds is Franklin’s Print
Shop, a replica of the 18th century
print shop and printing press used by
Benjamin Franklin to print the Pennsyl-
vania Gazette, the most successful
newspaper of its time.

Join us at CHEST 2008 in Philadel-
phia, the place where history was made.
Learn more about Philadelphia’s history
at www.PhiladelphiaUSA .travel/accp.
Learn more about CHEST 2008
at www.chestnet.org. (]

AUGUST 2008

2008

*
DATESTO KNOW*

Registration

August 29: Early registration discount ends
October 7: Last day for registration refunds
(Refunds are not available for simulation
registrations or guest fees.)

October 8-23: Online registration only
October 24-30: On-site registration available

CHEST]

Housing
September 26: Attendee reservation cutoff
September 5: Exhibitor reservation cutoff

Guest Tours
October 9: Preregistration closes *

*

Philadelphia

October 25-30, 2008

CHEST

2008

October 25 - 30, 2008

Don’t miss these new meeting
features at CHEST 2008:

ACCP Clinical Case Puzzlers. Hear master
clinicians, pathologists, and radiologists present
diagnostic strategies for pulmonary conditions.

Original investigation abstracts and case

reports. Use the new digital distribution to
easily access the studies before, during, and
after CHEST 2008. All attendees also receive

the abstracts on CD.

CHEST 2008 summary CD. Take home valuable
information presented during CHEST 2008.

science.

Philadelphia, PA

Plus...more of what you like:

Sixteen literature review sessions will offer
more opportunity to review recently published

Two unopposed poster grand round
presentations will double the time available to
view original science.

Additional opportunities in the ACCP Self-

CME credit.

study Library will allow you to earn additional

——— August 29-
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ver the last decade, ICUs with in-
Otensivists (defined as “individuals

trained in the subspecialty of criti-
cal care, regardless of their primary
training”) and other professionals skilled
in the delivery of critical care services
have received considerable attention.

This attention is the result of multiple
forces that vary across institutions but
include the following goals: (1) improv-
ing the quality of care delivered; (2) opti-
mizing the efficiency with which ICU
care is provided; and (3) using quality
and/or other performance measures in
marketing or contracting for services.

Several studies have suggested that
mortality can be reduced and length
of stay shortened when intensivists
provide care for patients in an ICU
(Pronovost et al. JAMA 2002; 288: 2151;
and Young et al. Effective Clinical Prac-
tice 2000; 6:284).

These studies were seminal in form-
ing the Leapfrog Group, a consortium
of large corporations providing health-
care benefits to their employees, orga-
nizations of health-care purchasers, and
liaisons from several governmental or-
ganizations, including the Centers for
Medicare and Medicaid Services and
the Department of Defense.

The Leapfrog Group promulgated a
set of four practices to improve the
quality of inpatient care, defined by
low mortality, high safety and high pa-
tient satisfaction, and expecting that
high quality care is also cost-efficient.

One of these practices is the
Leapfrog ICU physician staffing (IPS)
standard (www.leapfroggroup.org). To
meet the IPS standard, the ICU must be
managed by an intensivist, an inten-
sivist must be present during daytime
hours, and must provide care exclusive-
ly in the ICU. Acknowledging the
scarceness and cost of 24/7 physician
staffing, the Leapfrog IPS standard ac-
cepts nonphysician or nonintensivist
physician ICU coverage when they have
been FCCS-certified (Fundamentals of
Critical Care Support—www.sccm.org)
and have intensivist backup readily
available during night hours.

Indeed, if the intensivist is not present
or on-site via telemedicine, they must
answer pages within 5 minutes at least
95% of the time and arrange for a physi-
cian (or FCCS-certified physician exten-
der) to reach the patient within 5
minutes (www.leapfroggroup.org/
media/file/Leapfrog-ICU Physician
Staffing Fact Sheet.pdf).

In the 2006 Leapfrog survey, fewer
than 30% of responding hospitals fully
met the IPS standard. Of the hospitals
not meeting the IPS standard, cost
(61%) and the shortage of intensivists
(36%) were cited as moderately to ex-
tremely important barriers to meeting
the standard (Pronovost et al. Crit Care
Med 2007; 35:2256).

CRITICAL CARE COMMENTARY

ICU Staffing: What Is the Optimal Mix of Providers?

The shortage of intensivists was the
focus of a recent Report to Congress
by the Department of Health and Hu-
man Services (Health Resources and
Services Administration. Report to
Congress: The critical care workforce:
a study of the supply and demand for
critical care physicians. 2006. Senate
Report 108-81). In this extensive analy-
sis of critical care manpower, it was es-
timated that intensivists cared for less
than one-third of patients hospitalized
in ICUs in the United States, and that if
this were increased to only one-half,
there would be a shortfall of an addi-
tional 25% from the projected available
supply of critical

et al. Mayo Clin Proc 2006; 81: 1457).
ACNPs were initially developed within
pediatric programs to extend coverage
in the outpatient arena. Their role in in-
tensive care was initially within neona-
tal ICUs (NICUs), and this experience
populates much of the small body of
data regarding outcomes of care pro-
vided by ACNPs. In a controlled trial of
patient care in a NICU by ACNPs vs pe-
diatric residents, when supervised by
neonatologists, outcomes (short and
long-term), costs of care, and patient
satisfaction did not differ significantly.
Similar results can be obtained in adult
subspecialty ICUs, as well (Caserta et
al. J Neurol Sci 2007;

care physicians.
Many centers are
exploring the use

Critical Care

of telemedicine, es-
pecially at night, to
increase the avail-

261:167). The Mayo
Clinic, however,
Institute found 24/7
American College Leapfrog-compliant
of Chest Physicians coverage bY
ACNPs or PAs to

ability of inten-

sivist services. While the start-up costs
can be high, remotely linked intensivist
services have been shown to improve
outcomes in some settings (Breslow et
al. Crit Care Med 2004; 32:31).

The ability to generalize these
findings is not yet clear, and the rela-
tive merits of this approach as opposed
to other staffing methods known also
are not clear. While intensivists bill for
services rendered, third-party reim-
bursement for these services often
does not cover their full costs,
especially when services are provided
at night or when services are mandated
throughout an ICU whose census or
level of intensity is variable.

The institutions themselves usually
subsidize these additional costs. In the
2006 Leapfrog survey, over 80% of the
hospitals surveyed provided some fi-
nancial support for intensivists, and
25% of those hospitals meeting the IPS
standard provided full support for in-
tensivists (Pronovost et al. Crit Care
Med 2007; 35:2256).

In academic centers, house staff cov-
erage of ICUs is an option for meeting
the IPS standard. Due to ACGME duty
hour and curricular demands, and a re-
duction in the number of house staff
in many centers, the supply of avail-
able house staff is decreasing while
the demand for ICU coverage is in-
creasing. Acute Care Nurse Practition-
ers (ACNPs) or Physician Assistants
(PAs), as physician extenders, can pro-
vide first-line ICU care in off-hours at
a lower cost than intensivist coverage.
In 1997, fewer than 10% of ICUs em-
ployed ACNPs or PAs (Brilli et al. Crit
Care Med 2001; 29: 2007).

Recent reports have examined both
the utility and cost-effectiveness of
ACNPs and PAs on the critical care
management team (Caserta et al. ] Neu-
rol Sci 2007; 261:167; and Bloomfield

be more expensive
than house staff coverage, but costs
varied widely across the three sites
studied due to the numbers of avail-
able house staff. The cost of house staff
did not take into account the inefficien-
cy of house staff rotation and orienta-
tion to the ICUs or the costs related to
the role of attending physicians in the
educational program of house staff,
but neither did it account for Medicare
direct and indirect medical education
reimbursements.

A recent study examined the impact
of providing 24/7 continuous, rather
than on-demand, attending coverage in
a single medical ICU that was staffed
by residents and fellows at all times
(Gajic et al. Crit Care Med 2008; 36:36).
Continuous, rather than on-demand at-
tending coverage, was associated with
a small, statistically insignificant reduc-
tion in readmission to the ICU, with
improved patient satisfaction and a
modest increase in adherence to rec-
ommended processes of care (to which
there was already very high adher-
ence). There were no changes seen in
length of stay or mortality. The mar-
ginal benefit of continuous intensivist
coverage requires additional study in
different settings and with various
models of care.

A plan for optimizing ICU staffing
should also take into account the level
of experience of the nursing and ancil-
lary staff during day and night shifts.
Studies cited by the Agency for
Healthcare Research and Quality
(www.ahrq.gov) demonstrate that a
more experienced staff, especially at
night, improved patient outcomes and
lowered overall costs of care. Having
a more experienced staff during off
hours, however, increases the ICU’s
budget for salaries.

Each facility and their specific needs
should dictate the model for care

teams and integration of house staff,
attending physicians, and ACNPs/PAs.
In situations where house staff is either
not available or not present in suffi-
cient numbers to provide coverage,
ACNPs or PAs appear to provide an ac-
ceptable and cost-effective staffing
model. House staff and ACNP/PA
staffing models are not mutually exclu-
sive, and both can be integrated into
models that provide 24/7 bedside cov-
erage for critically ill patients. Indeed,
ACNPs/PAs assigned to specific ICUs
would likely adhere more strictly to
guidelines and recommended practices
than house staff who rotate across
multiple hospital services.

Areas that require discussion and res-
olution of potential conflict include the
following: (1) the institutional commit-
ment (both administrative, financial,
and cultural) to the ACNP/PA pro-
gram; (2) implementation of a compre-
hensive program with a defined
ACNP/PA coordinator (rather than
hiring a single practitioner); and (3)
orientation and education for attending
staff, house staff, bedside nurses, and
ACNPs/PAs that stresses the comple-
mentary roles of house staff and
ACNPs/PAs and a team-based ap-
proach to care (Jastremski. Semin
Respir Crit Care Med 2001; 22:89).

Recently, Levy and colleagues (Ann
Intern Med 2008; 148;801) reported that
intensivist care resulted in increased
costs and mortality. However, the level
of intensivist involvement (consulta-
tion, co-management, full manage-
ment) and intensivist presence in the
ICU and responsibility for unit man-
agement (all components of the
Leapfrog IPS) were not reported.

While the bulk of evidence indi-
cates that high intensity staffing (eg,
Leapfrog IPS) is associated with im-
proved outcomes and lower global
costs, studies examining the impact
on cost and quality of care of these
differing practice models are urgently
needed.

Until the various practice permuta-
tions have been comprehensively
analyzed, development of an optimal,
institution-specific staffing model
remains as much an art as it is a
science. [

Dr. David L. Bowton, FCCP, FCCM
Professor and Head, Section on Critical Care
Department of Anesthesiology

Wake Forest University School of Medicine
Winston Salem, NC

Dr. Peter Spiro, FCCP

Assistant Professor of Clinical Medicine
Columbia University

College of Physicians and Surgeons
Head, MICU

Harlem Hospital Center

New York, NY
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Chest Infections

Recently, two T-cell based interferon-gam-

ma release assays (IGRAs) for the diagno-
sis of 'TB infection have been licensed for
commercial distribution: the QuantiFER-
ON® -TB Gold (Cellestis, Victoria, Aus-
tralia) and the T-SPOT. TB® (Oxford
Immunotec, Oxford, UK). IGRAs have

several advantages over the tuberculin skin

test (TST), mainly related to ease of test
administration and patient convenience.
An additional advantage is that IGRAs do

not cross-react with antigens in the Bacille

Calmette-Guerin (BCG) vaccine.

How should these new tests be used?
The US Centers for Disease Control and
Prevention recommends that IGRAs may

be used in place of the TST in “all circum-

stances” where the TST is currently being

used, including the evaluation of suspected

TB disease and screening for latent TB in-
fection (LTBI). Other groups have issued

more conservative guidelines. The UK Na-

tional Institute for Clinical Excellence has

NeTWORKS

Updates on New TB Tests, IPFnet, and Sleepy Workers

suggested screening most patients initially
with the TST and using IGRA as a second
test if the TST is positive. Both the IGRA
and TST may be negative in the setting of
the individual patient with active TB. Simi-
larly, neither the IGRA nor the TST can be
used to distinguish active from latent TB.
What is the role of IGRAs for large scale
screening programs? We feel the IGRA
may have a role in screening for LTBI in
health-care workers, particularly those
who have received prior BCG vaccination.
In July 2007, the Cleveland Clinic began
testing all new employees at our institution
with IGRA in lieu of the TST. This led to a
number of laboratory and financial chal-
lenges related to large-scale implementa-
tion of a new test (over 2,000 tests in the
first 9 months). We also observed an 8%
prevalence of indeterminate IGRA results
that necessitated additional protocols for
weekly tracking of indeterminate results.
A number of questions regarding large-
scale IGRA testing remains, including the

Specialty Medicine.
Specialty Codes.

Coding for
Chest Medicine

Preprint Offer $98

« Preorder and prepay to receive
Coding for Chest Medicine 2009

for $98, plus shipping and handling.
« Offer valid through November 21, 2008.
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New! 13th Edition

For a coding resource as precise
and specialized as the medicine
you practice, turn to Coding

for Chest Medicine 2009. The
updated 13th edition includes
detailed coding information

for pulmonary, critical care,

and sleep medicine, with a

new chapter on rapid response
teams. This resource is perfect
for physicians, nonphysician
providers, and administrative
staff. Available for delivery
December 2008.

Price after November 21
Member $125
Nonmember $160
Product #1132

Act Now!

(800) 343-2227 or
(847) 498-1400

www.chestnet.org

reproducibility of T-cell responses
over time and the appropriate thresh-
old (cutoft) to define an IGRA conver-
sion. Successful implementation of
IGRA requires education of all stake-
holders involved and flexibility, as new
studies evaluate the feasibility and
value of these tests.

Dr. Carlos M. Isada, FCCP
Steering Committee Member;
and Dr. Steven M. Gordon

Interstitial and Diffuse Lung Disease
Last year, we reported on the devel-
opment of the IPFnet projects spon-
sored by the NIH. We would like to
take an opportunity to update you on
the progress involved in this very im-
portant clinical research effort.

The IPFnet is charged with the devel-
opment and implementation of clinical
trials. The steering committee consists
of 11 centers (University of Chicago,
University of California San Francisco,
University of California Los Angeles,
University of Washington, Weil Cor-
nell, Mayo University, University of
Michigan, Vanderbilt University, Tulane
University/ University of Alabama
Birmingham, Emory University, and
National Jewish Medical Center in Den-
ver) and now several additional centers
(St. Lukes - St Louis, Cleveland Clinic,
University of South Carolina, University
of Pennsylvania, Highland Hospital-
University of Rochester, Duke Universi-
ty, University of Miami, Yale University,
and University of Utah) are being added
to more comprehensively provide an
opportunity for subjects to enroll.

Two trials have been developed, and
a third is being designed. The IPFnet
hopes that these efforts will improve the
care of these difficult-to-treat patients.
The IPFnet is currently enrolling sub-
jects into the STEP (sildenafil trial of
exercise performance in idiopathic pul-
monary fibrosis) with great success. As
its name implies, this study is focused
on improving 6-min walk testing with
sildenafil. The implications for an im-
proved quality of life in patients with se-
vere disease are clear. This category of
patients has not been and will likely not
be involved in pharmaceutical trials.

The Panther protocol, looking at
prednisone, azathioprine and N-acetyl-
cysteine, is fully approved and awaiting
completion of study drug production.
The IPFnet hopes to answer the ques-
tion once and for all regarding the mer-
its of what has been described as the
“standard of care” with this placebo-
controlled trial. This critical question
can only be answered with enthusiastic
enrollment on everyone’s part.

The IPFnet is developing a third
protocol with more details to come.
We hope that pulmonary practition-
ers will take advantage of the IPFnet

and the protocols to offer treatment
options to these patients. Only with
enrollment in such efforts will effec-
tive therapies be found.

Dr. Imre Noth, FCCP, NetWork Vice-Chair

Sleep Medicine

As part of its 11th annual Sleep Aware-
ness Week, the National Sleep Founda-
tion published its “Sleep in America”
poll in March 2008. (Read about the
results of the ACCP’s “ECHO” Poll
on page 19 of the May 2008 CHEST
Physician at www.chestnet.org/
physician/0508.pdf.)

One thousand Americans, age 18
years and older and working at least
30 hours per week, were interviewed
by telephone for this year’s poll,
which focused on American workers.

Those surveyed work, on average,
nearly 45 hours weekly. Workdays aver-
age 9 hours and 28 minutes, and 13% of
the respondents work greater than or
equal to 60 hours weekly. American
workers, on average, sleep only 6 hours
and 40 minutes on workdays. On non-
workdays, they sleep about 7 hours and
25 minutes. One in six sleeps less than 6
hours nightly.

Nearly half awaken not refreshed at
least a few days each month. In > 40%,
sleep problems occur nightly or almost
nightly; and 5% never get a good night’s
sleep! Nearly half of the respondents
nap at least twice per month, for nearly
1 hour per nap; 10% of workers have
napped at work. Of those interviewed,
32% reported that they drove while
drowsy at least once a month in the past
year, while 36% of drivers have nodded
off or fallen asleep while driving,

Eleven percent report difficulty in
falling asleep, staying asleep, waking up
too early, and that sleepiness interferes
with their daytime functioning. Sixty
percent of those with insomnia drive
drowsy! Similar impairments were ex-
perienced among the 11% found to sat-
isty clinical criteria for restless legs
syndrome (RLS) and the 14% at risk for
obstructive sleep apnea (OSA).

Despite meeting clinical criteria for
insomnia, OSA, or RLS, respondents
are underdiagnosed by their physi-
cians. While 14% meet criteria for be-
ing at risk for OSA, only 9% have
been diagnosed, and only about one-
third are being treated.

Modern economic pressures and
modern technology have caused the
workplace to encroach more on free
time at the expense of sleep. Poor
sleep, short sleep, and long hours con-
tribute to multiple effects on the qual-
ity of work, including injuries to
themselves or others at work.

Dr. Steven M. Brown, FCCP
NetWork Member

AUGUST 2008
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ACCP Congratulates
Three for Achievements

» Dr. Mary Anne McCaffree, FCCP,
has been elected to the AMA Board
of Trustees.

Currently, Dr. McCaffree is the
chair of the Council on Science and
Public Health, a prominent advisory
committee to the AMA, and a mem-
ber of the Pediatric Section Council
of the AMA. Dr. McCaffree is a pro-
fessor of pediatrics at the University
of Oklahoma Health Sciences Center
in Oklahoma City, and she is recog-
nized as an experienced researcher
and leader.

She is committed to ensuring that
all patients receive quality health care
and previously led the state of Okla-
homa to expand care for sick new-
borns, working within the medical
community groups to implement
changes to improve care for infants
and children. Dr. McCaffree chaired
the ACCP Women’s Health Network
and is actively involved in the outreach
programs for school children, focusing
on prevention of tobacco use.

» Dr. Richard S. Irwin, FCCP, and
Cynthia French, NP, MS, have been
awarded the MDA Lou Gehrig

Humanitarian Award by the Muscular
Dystrophy Association for their work
providing interdisciplinary and pa-
tient-focused care for more than 25
years to people with amyotrophic lat-
eral sclerosis (ALS).

Dr. Irwin and Ms. French, who be-
gan treating patients with ALS for
pulmonary-related complications in
the Lung and Allergy Center at
UMass Memorial Medical Center al-
most 25 years ago, noticed that most
of their patients had difficulty manag-
ing appointments with multiple doc-
tors at multiple locations. They
worked to foster an interdisciplinary
approach to treatment with services
centralized in one location.

The award was presented to Irwin
and French by Dr. David Chad, direc-
tor of the MDA/ALS Center at
UMass Memorial Medical Center, and
winner of last year's MDA Lou
Gehrig Humanitarian Award. Dr. Ir-
win is the Editor in Chief of the jour-
nal CHEST, and Ms. French is the
Assistant Editor.

The ACCP congratulates you on
these great achievements! m

Journal Citation Report:
CHEST Impact Factor Increases

In June, the Journal Citation Report
statistics (including impact factor)
for 2007 were released by the Insti-
tute of Scientific Information (ISI).
CHEST fared well, with its impact fac-
tor rising from 3.924 to 4.143—its
highest impact factor ever. CHEST's
impact factor ranking remains 6th
out of 34 respiratory journals.
CHEST also scored highly in the

following Journal Citation Report cat-
egories:

» Total Citations: 35,675 (ranked 2nd
of 34 journals)

» Number of Articles: 560 (ranked
2nd of 34 journals)

» Immediacy Index: 0.918 (ranked
5th of 34 journals)

» Cited Half-Life: 7.0 (ranked 10th of
34 journals) [

NOW SHOWING

on chestnet.org

Slide Presentation

Culturally Competent Health Care: An
Education Program for Chest Physicians

www.chestnet.org/networks/
cultural_diversity/slides.php

This Month in CHEST:
Editor’s Picks

BY DR. RICHARD S.
IRWIN, FCCP
Editor in Chief, CHEST

> Long-term Use of Sildenafil in
Inoperable Chronic Thromboembolic
Pulmonary Hypertension.

By Dr. J. Suntharalingam, et al.

» Comparison of a Combination of
Tiotropium Plus Formoterol to
Salmeterol Plus Fluticasone in
Moderate COPD.

By Dr. K. E. Rabe, et al.

» Predictors of 30-Day Mortality and
Hospital Costs in Patients With
Ventilator-Associated Pneumonia
Attributed to Potentially Antibiotic-
Resistant Gram-Negative Bacteria.
By Dr. K. E. Kollef, et al.

> Impact of Cough Across Different
Chronic Respiratory Diseases:
Comparison of Two Cough-Specific,

Health-Related Quality of Life
Questionnaires.
By Dr. L. Polley, et al.

> Role of the Ethics Committee:
Helping To Address Value Conflicts
or Uncertainties.

By Dr. M. P. Aulisio, and Dr. R. M. Arnold

> Illnesses at High Altitude.
By Dr. R. B. Schoene

www.chestjournal.org
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Proposed Staging System Aids Lung Cancer Patients

BY DOUG BRUNK
Elsevier Global Medical News

SAN DIEGO — Application of a staging
system proposed by the International As-
sociation for the Study of Lung Cancer re-
sulted in a statistically significant interstage
shift in 17% of patients, results from a
large single-center study demonstrated.

In addition, the stage shift may alter dis-
ease management in 12% of patients, Dr.
Edmund S. Kassis reported at the annual
meeting of the American Association for
Thoracic Surgery.

“We conclude that the IASLC system is
more effective than the UICC-6 [Union
Internationale Contre le Cancer—sixth edi-
tion] at differentiating operable patients
based on stage,” said Dr. Kassis of the de-
partment of thoracic and cardiovascular
surgery at the University of Texas M.D.
Anderson Cancer Center, Houston.

“Use of this system will help to identi-
fy those patients at higher risk for recur-
rence and will facilitate adjuvant treatment
decisions and research,” he said.

Adopted in 1997, the UICC-6 staging
system has remained unrevised despite
advances in imaging and statistical
methodology. The IASLC staging com-
mittee recently proposed changes to the

T, M, and overall stage groupings. The
committee’s proposal was recently sub-
mitted to the UICC and a decision is ex-
pected to be rendered in 2009.

The proposed changes to the overall
stage groupings could lead to stage
changes that might alter treatment, Dr.
Kassis said. These include node negative
tumors greater than 5 cm (J. Thorac. On-
col. 2007;2:593-602). “This will change the
stage from IB where surgery alone is the
current treatment to ITA or IIB where ad-
juvant therapy is frequently recommend-
ed,” he explained. “Also, tumors greater
than 7 cm with N1 disease will be restaged
from stage IIB to stage IITA.”

Primary lobe satellite tumors will be re-
classified as IIB or IIIA depending on the
presence or absence of nodal disease.
Satellite nodules in nonprimary lobe will
also be reclassified with stage depending
on the presence of nodal disease.

To determine the effects of applying the
IASLC staging system on patients’ stage
and to directly compare the IASLC and
UICC-6 systems’ effectiveness at stratifying
operable patients, Dr. Kassis and his asso-
ciates studied 1,154 patients who under-
went complete surgical resection for
non-small cell lung cancer at M.D. Ander-
son Cancer Center between 1998 and 2006.

Pre- or postoperative chemotherapy or ra-
diation therapy were not exclusion criteria.
Pathologic data for each patient were
entered into a prospectively collected data-
base and the T, M, and overall stage group-
ings of both the UICC-6 and IASLC
systems were applied to each patient.

The mean age of the patients was 66
years and 53% were male. Most patients had
either adenocarcinoma (57%) or squamous
cell disease (34%), and the majority (82%)
underwent lobectomy or bilobectomy.

Dr. Kassis reported that application of
the IASLC system resulted in a statistical-
ly significant shift of patients between
stages, with a total of 202 (17%) patients
changing stage. Of these 202 patients, 73
were upstaged and 129 were downstaged.

Of the 73 patients who were upstaged,
63 stage IB patients were upstaged to ei-
ther stage IIA or IIB, and 10 stage IIB pa-
tients were upstaged to IIIA.

Of the 129 patients who were down-
staged, 67 IIB patients were downstaged to
IIA. Of 59 IIIB patients, 8 were down-
staged to IIB and 51 were downstaged to
IITA. Of the three stage IV patients, two
were downstaged to IIIA and one was
downstaged to IIIB.

Dr. Kassis said the IASLC system poten-
tially altered management in 134 (12%) of

patients. No patients were upstaged to an
unresectable stage, 63 patients were up-
staged to a stage where adjuvant
chemotherapy is frequently offered, and 61
patients were downstaged from IIIB or IV
to a stage often offered surgical resection.

The researchers were concerned that
shifting patients from UICC-6 IIIB/IV into
IASLC IIIA would compromise 5-year sur-
vival. However, the 5-year survival for
IASLC IIIA and UICC-6 IIIA were compa-
rable at 39% and 37%, respectively.

Dr. Kassis had no conflicts of interest. m
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Don’t Miss These Sessions

Focused Pleural and Vascular Ultrasaund
September 18-19

Designed for program directors with

working knowledge of ultrasound theory
and operation, this 2-day course will offer
advanced training in ultrasound guidance of
pleural and vascular access, as recommended
by ABIM for fellowship training.

Instruction in Education:
Walk Through Simulation-Enhanced
Curriculum Development

September 25 - 26

Learn strategies for developing,
implementing, and evaluating a clinical
curriculum for pulmaonary, critical care, or
sleep medicine. Using a systematic approach
to developing curricula, you will learn to
create learning plans with educational
impact.

Register now.
www.chestnet.org/simulation

ACCP Board Review.

The Proven Leader in Comprehensive

Review Programs

Rely on the ACCP, the leader in board review curriculum for over 30 years, to
bring you comprehensive review programs of proven success. World-renowned
clinicians present exam-focused content to offer relevant board preparation
courses that make best use of your study time.

CRITICAL CARE

ACCP Sleep Medicine
Board Review Course 2008

August 22 - 25

Walt Disney World Dolphin
Orlando, Florida

ACCP Critical Care
Board Review Course 2008

August 22 - 26

Walt Disney World Dolphin
Orlando, Florida

PULMONARY

ACCP Pulmonary
Board Review Course 2008

August 27 - 31

Walt Disney World Dolphin
Orlando, Florida

e 2 WAYS TO SAVE

1. Save $55 or more. Register by July 21 for an early registration discount.

2. Save 15%. Register online for two board review courses, and save 15% off
the combined registration fee. Online offer only.

Learn more and register:
www.chestnet.org
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Also available at www.elsevierhealthcareers.com

PROFESSIONAL OPPORTUNITIES

Northern, New Jersey

Desirable location within a short drive from
New York City. Located in the rolling hills of
northern New Jersey is a fully renovated
community hospital. Intensivist needed to
join a successful single specialty practice of-
fering partnership in twenty-four months.
Submit CV to ffldcomd@hotmail.com for
immediate consideration.

Suburban Pittsburgh

Pulmonary and Sleep Medicine Physician
needed in suburban Pittsburgh, PA. Excel-
lent salary and fringe benefits. Equal Op-
portunity Employer. J-1 Visa consideration.
Please send CV to Chest #84, P.O. Box 996,
Abingdon, MD 21009.

Pulmonary/Critical Care/Sleep

West Central Florida group seeks BC/BE to
join practice encompassing all aspects of
pulmonary, critical care and sleep medi-
cine, office and hospital practice. Early
partnership, competitive salary and fringe
benefits. Please respond with CV to Chest
#74, P.O. Box 996, Abingdon, MD 21009.

Sutter Medical Group is seeking a Hospitalist to join their

successful expanding Hospitalist
program in Auburn, CA. Candidate must
have two years of recent experience
doing procedures and be able to handle

Al
B AS
A
ICU coverage.

+ 2-year shareholder track e
+ Generous compensation . “
« Competitive benefits package

+ Excellent retirement package

+ Wide variety of shifts available @

+ School system is one of the best in CA

+ Great quality of life

Sutter Auburn Faith Hospital, has 95 beds, a 24/7 Hospitalist
program, open ICU, high resolution CT scan, cardiac cath lab,
full nuclear medicine department, bronchoscopy suites and
a pulmonary function laboratory.

The community of Auburn is nestled in the Sierra Nevada
Foothills approximately 35 miles northeast of Sacramento.
Auburn is known for its family-oriented atmosphere and for
its excellent schools. Residents enjoy year-round outdoor
recreations such as golfing, hiking, biking, and white water
rafting.

L\%ﬂ Sutter Health

Sacramento Sierra Region

Pulmonary Critical Care Opportunity

Northern California

Sutter Medical Group
(SMG) is seeking a BE/BC
Pulmonary Critical Care
physician in Auburn, CA.
Good call schedule.
Option  for  hospitalist
work if desired.

SMG is a multi-specialty group of over 300+ members.
SMG offers an income guarantee with shareholder track,
generous compensation, benefits, and retirement
package.

Sutter Auburn Faith Hospital is a medium sized hospital
with a 24/7 hospitalist program, open ICU, high resolution
CT scan, cardiac cath lab, full nuclear medicine depart-
ment, bronchoscopy suites and a pulmonary function
laboratory.

Auburn is centrally located in the Sierra Nevada foothills
between Sacramento and Lake Tahoe. Auburn is close to
shopping and restaurants, and offers a variety of outdoor
activities.

Physician Recruitment

800-650-0625 L%ﬂ Sutter Health

916-643-6677 fax Sacramento Sierra Region

develops@sutterhealth.org With You. For Life.
www.sutterhealth.org

KEEP UP-TO-DATE

Watch our Classified Notices
for Post Graduate Course Information

BC/BE PULMONARY
CRITICAL CARE

PHOENIX, AZ - BC/BE PULMONARY
CRITICAL CARE - Join an established, pro-
gressive, pulmonary group with five mem-
bers seeking to add a sixth. Partnership
opportunity available for the right candidate.
J1 OK. Fax CV to 623.523.6475 or email
hresources @phoenixmedicalgroup.com

NORTH CAROLINA-
NEAR PINEHURST
PULMONOLOGIST

Assume private practice or be employed in
family community located less than two
hours from beaches, Charlotte, Raleigh and
just 35 minutes from golf resort of Pinehurst.
Contact Melisa Ciarrocca at 800-764-7497,
Fax: 910-276-0470 or email:
Melisa.Ciarrocca@scotlandhealth.org
Website: www.scotlandhealth.org

Pulmonary, Critical Care and Sleep Medicine

Nestled in the backyard of

F

Yellowstone &
Grand Teton
National Parks

e 289- bed Level 2
trauma center

e (Critical Care is performed in the Intensivist
supported open model 29-bed ICU

e Participates in National Research studies

e | argest regional medical facility — a
healthcare hub for Idaho Falls, surrounding
communities, Montana and Wyoming

e Benefits include malpractice insurance,
reimbursable CME, and relocation allowance.
The salary is nationally competitive.

For information about these and other available
opportunities please contact Carrie Retter, Recruitment
Director, 866-397-0004 or carrie@intensivistjobs.com.

INTENSIVISTOJOBS

A DIVISION OF PHYSICIAN TECHNOLOGIES

All inquiries will be kept in strict confidence.

ScIENCE OF THORACIC SURGERY
201H ANNIVERSARY COURSE

Meeting: October 3-4, 2008,
Taj Hotel, Boston MA

For more information, contact:
David J. Sugarbaker. M.D.,
Division of Thoracic Surgery,
Brigham and Women’s Hospital,
75 Francis Street, Boston, MA 02115
(telephone: 617-732-6824;
Website: Please go to
www.cme.hms.harvard.edu/
courses/thoracicsurgery
for syllabus
and registration information).
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Severe Sleep Apnea Raised
All-Cause Mortality in 14-Year Study

BY HEIDI SPLETE
Elsevier Global Medical News

BALTIMORE — Moderate to severe
sleep apnea significantly increased the
risk of all-cause mortality, according
to 14 years of follow-up data from a
large community sample.

“Sleep apnea is a disease of public
health significance,” said Nathaniel
Marshall, Ph.D., of the University of
Sydney, who presented results from
the Busselton Health Study at the an-
nual meeting of the Associated Pro-
fessional Sleep Societies.

Previous studies have suggested
that obstructive sleep apnea (OSA) in-
creases the risk of death from cardio-
vascular disease, Dr. Marshall said.
Until recently, however, the role of
sleep apnea as an independent pre-
dictor of all-cause mortality has not
been well studied, he added.

The Busselton Health Study is an
ongoing community-based study in
Busselton, Western Australia. For the
study, the researchers analyzed data
from 400 community-dwelling adults
aged 45-60 years. The participants
were tested for OSA using a home
sleep apnea monitoring device. Sleep
apnea was quantified using the respi-
ratory disturbance index (RDI), and
moderate to severe apnea was defined
as an RDI score of 15 or more respi-
ratory disruptions per hour of sleep.

Complete data were available from
380 participants (278 men and 102

participants with moderate to severe
apnea (six deaths), compared with
6.5% among the 77 participants with
mild OSA (five deaths) and 7.7%
among the 285 participants without
OSA (22 deaths).

Compared with people who did not
have sleep apnea, the mortality hazard
ratio was 6.24 for people with mod-
erate to severe sleep apnea, after the
researchers controlled for age, gender,
body mass index, mean arterial pres-
sure (as a measure of blood pressure),
smoking status, total cholesterol,
HDL cholesterol, diabetes status, and
physician-diagnosed angina.

“I was suspicious of the size of this
effect,” Dr. Marshall said. “If you put
this same model into an odds ratio,
you get an odds ratio of about
10.” To put it another way,
“sleep apnea has about the
same effect on mortality as
getting 18 years older,” he said.

But the results reflect simi-
lar recent findings from two
studies in the United States—
the multicenter Sleep Heart
Health Study and the Wis-
consin Sleep Study—that also
show significant independent
associations between OSA
and all-cause mortality.

The association between
moderate to severe OSA and
all-cause mortality in the Bus-
selton Health Study persisted
even in a partly adjusted

because OSA is a known cause of hy-
pertension, Dr. Marshall noted. How-
ever, the researchers found no
significant association between mild
sleep apnea and an increased risk of
death, which is good news, he said.

The study was limited by a lack of
information about any treatment of
sleep apnea in the study group, but
the community-based format of the
study kept it free of clinical referral
bias, said Dr. Marshall.

The findings emphasize the need
for randomized controlled trials of
sleep apnea treatments that are de-
signed to identify reductions in mor-
tality risk, Dr. Marshall noted.

Dr. Marshall reported that he had
no financial conflicts to disclose. =

Higher All-Cause Mortality
With Severe Sleep Apnea

Moderate to Mild None
severe (n=77) (n = 285)
(n=18)

Severity of obstructive sleep apnea
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Apnea May Promote
Insulin Resistance

BALTIMORE — Obstructive sleep apnea in chil-
dren did not contribute to insulin sensitivity direct-
ly, but it was significantly associated with lower
adiponectin independent of obesity and puberty in
a study of 97 children.

“We hypothesized that obstructive sleep apnea
syndrome worsens insulin resistance independent-
ly of both obesity and puberty by lowering the adi-
pose-derived insulin sensitizer, adiponectin,” noted
Dr. Andrea Kelly, an endocrinologist who present-
ed the results of the study at the annual meeting of
the Associated Professional Sleep Societies.

Obstructive sleep apnea (OSA) has been linked to
metabolic syndrome, but its effect on insulin resistance
has not been well studied in children because it is as-
sociated with both obesity and puberty, which are rec-
ognized contributors to insulin sensitivity, she said.

In this study, Dr. Kelly and her colleagues at the
Children’s Hospital of Philadelphia collected
polysomnography data from 97 children aged 4-18
years (mean age 10.5 years). The researchers cate-
gorized the children as pubertal or prepubertal based
on Tanner stages and obtained data on fasting blood
glucose, insulin, and adiponectin. The children were
generally overweight (the average BMI z score was
2.1) and the average insulin sensitivity based on
homeostatic model assessment was 2.7.

After adjustment for puberty and BMI, none of the
polysomnographic indicators of OSA was signifi-
cantly associated with insulin resistance. But three
polysomnographic indicators of OSA—the apnea-
hypopnea index, the end-tidal CO,, and the percent-
age of time that oxygen saturation was less than
90% —were negatively associated with adiponectin.

More research is needed to confirm a causal rela-
tionship between OSA and lower adiponectin, but if
such a relationship is confirmed, long-term OSA in
children may contribute to an increased risk of insulin
resistance, diabetes, and atherogenesis, Dr. Kelly said.

model that did not control for
blood pressure. That model
was used for comparison

women) after an average of 13.4
years. The mortality rate was signifi-
cantly higher (33.3%) among the 18

Note: Based on an average 13.4-year
follow-up of adults aged 45-60 years.
Source: Dr. Marshall

Dr. Kelly reported that she had no financial con-
flicts to disclose.
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Marietta Pulmonary Medicine
Suburban Atlanta

Well-established, busy eleven-physician single-specialty Pulmonary practice in suburban Atlanta,
Georgia, looking for one or more BC/BE Pulmonary/Critical Care physicians. Sleep certifica-
tion is a plus. Practice includes all aspects of pulmonary medicine, including critical care, sleep
medicine, out-patient clinic, pulmonary rehab and clinical research. Practice located at two large
acute-care hospitals, with one being the busiest ER in Georgia, and also rounds at a near-by
long term acute care hospital. Competitive salary with bonus potential and generous benefits
package. Fax CV to: 770-792-1738.

SOUTHERN CALIFORNIA
PULMONARY/CRITICAL CARE OPPORTUNITY

Our well-established, dynamic group is looking for BC/BE Pulmonologist/CCM Physician
to join as a future partner to one of the largest, most well respected, successful pulmonary
practices in the Greater Los Angeles and San Gabriel Valley areas. Join an excellent group
of physicians who are life style and family oriented. Live in a great location which offers
an abundance of cultural and recreational activities. This busy inpatient/outpatient
practice encompasses all aspects of Pulmonary and Critical Care for great growth
opportunities. Offers competitive compensation and excellent benefits leading to early,
full partnership. Fax CV to: 626-795-2716 Attn: Tania or email to taniakure@yahoo.com

BEAUTIFUL COAST OF MAINE
BC/BE Pulmonologist

Modern, multi-specialty community hospital seeks full-time physician for outpatient prac-
tice. Belfast offers beautiful views of Penobscot Bay. Ideal for outdoor enthusiasts. Fam-
ily oriented with excellent schools. Immediate availability. Contact Mark Biscone,
Executive Director, Waldo County General Hospital, PO Box 287, Belfast, ME 04915, 207-
338-9302, E-mail: ceo@wchi.com Website: www.wchi.com

Help Fight Leukemia
Donate Blood
and Platelets
For information on
donating blood,

Call 1-800-GIVE-LIFE
Or contact your
local Red Cross

Intensivist

NEW YORK — Desirable Coastal Long Is-
land Community. Intensivist needed for
new program at state of the art community
hospital. Just a short drive or train ride to
metropolitan area. Excellent schools and
beautiful homes. Excellent salary and earn-
ing potential and full benefits. Submit CV to
ffldcomd @hotmail.com




DORIBAX™

(doripenem for injection)
for Intravenous Infusion

Brief Summary: The following is a brief summary only. Before prescribing,
see complete Prescribing Information in DORIBAX™ (doripenem for
injection) labeling.

To reduce the development of drug-resistant bacteria and maintain
the effectiveness of DORIBAX™ and other antibacterial drugs,
DORIBAX™ should be used only to treat infections that are proven or
strongly suspected to be caused by susceptible bacteria. When
culture and susceptibility information are available, they should be
considered in selecting and modifying antibacterial therapy. In the
absence of such data, local epidemiology and susceptibility patterns
may contribute to the empiric selection of therapy.

CONTRAINDICATIONS

DORIBAX™ s contraindicated in patients with known serious
hypersensitivity to doripenem or to other drugs in the same class
or in patients who have demonstrated anaphylactic reactions to
beta-lactams.

WARNINGS AND PRECAUTIONS

Hypersensitivity Reactions: Serious and occasionally fatal
hypersensitivity (anaphylactic) and serious skin reactions have been
reported in patients receiving beta-lactam antibiotics. These
reactions are more likely to occur in individuals with a history of
sensitivity to multiple allergens. Before therapy with DORIBAX™ is
instituted, careful inquiry should be made to determine whether the
patient has had a previous hypersensitivity reaction to other
carbapenems, cephalosporins, penicillins or other allergens. If this
product is to be given to a penicillin- or other beta-lactam-allergic
patient, caution should be exercised because cross-hyperreactivity
among beta-lactam antibiotics has been clearly documented.

If an allergic reaction to DORIBAX™ occurs, discontinue the drug.
Serious acute hypersensitivity (anaphylactic) reactions require
emergency treatment with epinephrine and other emergency measures,
including oxygen, IV fluids, IV antihistamines, corticosteroids, pressor
amines and airway management, as clinically indicated.

Interaction with Sodium Valproate: Carbapenems may reduce serum
valproic acid concentrations to subtherapeutic levels, resulting in loss
of seizure control. Serum valproic acid concentrations should be
monitored frequently after initiating carbapenem therapy. Alternative
antibacterial or anticonvulsant therapy should be considered if serum
valproic acid concentrations cannot be maintained in the therapeutic
range or seizures occur. [see Drug Interactions]

Clostridium difficile-Associated Diarrhea: Clostridium difficile-
associated diarrhea (CDAD) has been reported with nearly all
antibacterial agents and may range in severity from mild diarrhea to
fatal colitis.

Treatment with antibacterial agents alters the normal flora of the
colon and may permit 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. [see Adverse Reactions]

Development of Drug-Resistant Bacteria: Prescribing DORIBAX™ 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.

Pneumonitis with Inhalational Use: When DORIBAX™ has been used
investigationally via inhalation, pneumonitis has occurred.
DORIBAX™ should not be administered by this route.

ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in
other sections of labeling:

¢ Anaphylaxis and serious hypersensitivity reactions [see Warnings
and Precautions]

¢ Interaction with sodium valproate [see Warnings and Precautions
and Drug Interactions]

e Clostridium difficile-associated diarrhea [see Warnings and
Precautions]

¢ Development of drug-resistant bacteria [see Warnings and
Precautions]

¢ Pneumonitis with inhalational use [see Warnings and Precautions]

Adverse Reactions from Clinical Trials: Because clinical trials are
conducted under widely varying conditions, adverse reaction rates
observed in clinical trials of a drug cannot be compared directly to
rates from clinical trials of another drug and may not reflect rates
observed in practice.

During clinical investigations, 853 adult patients were treated with
DORIBAX™ |V (500 mg administered over 1 hour g8h) in the three
comparative phase 3 clinical studies; in some patients, parenteral
therapy was followed by a switch to an oral antimicrobial. [see
Clinical Studies (14)in full Prescribing Information] The median age of
patients treated with DORIBAX™ was 54 years (range 18-90) in the
comparative cUTI study and 46 years (range 18-94) in the pooled
comparative clAl studies. There was a female predominance (62%) in

the comparative cUTI study and a male predominance (63%) in the
pooled clAl studies. The patients treated with DORIBAX™ were
predominantly Caucasian (77%) in the three pooled phase 3 studies.

The most common adverse reactions (> 5%) observed in the
DORIBAX™ phase 3 clinical trials were headache, nausea, diarrhea,
rash and phlebitis. During clinical trials, adverse drug reactions that
led to DORIBAX™ discontinuation were nausea (0.2%), vulvomycotic
infection (0.1%) and rash (0.1%).

Adverse reactions due to DORIBAX™ 500 mg q8h that occurred at a
rate >1 % in either indication are listed in Table 1. Hypersensitivity
reactions related to intravenous study drug and C. difficile colitis
occurred at a rate of less than 1% in the three controlled phase 3
clinical trials.

Table 1: Adverse Reactions™ with Incidence Rates (%) of >1% and
Adverse Events™ Having Clinically Important Differences in
Frequency by Indication in the Three Controlled,
Comparative DORIBAX™ Phase 3 Clinical Trials

Complicated Urinary
Tract Infections
(one trial)

Complicated Intra-
Abdominal Infections
(two trials)

System DORIBAX™  Levofloxacin DORIBAX™  Meropenem

organ 500 mg 250 mg IV 500 mg 19

class q8h q24h q8h q8h
(n=376) (n=372) (n=477) (n = 469)

Nervous
system
disorders
Headache 16 15 4 5

Vascular
disorders
Phlebitis 4 4 8 6

Gastro-

intestinal

disorders
Nausea 4 6 12 9
Diarrhea 6 10 1" "

Blood and
Lymphatic
System
Disorders
Anemia' 2 1 10 5

Renal and
Urinary
Disorders
Renal
impairment/
Renal failure™ <1 0 1 <1

Skin and

subcutaneous

disorders
Pruritus <1 1 3 2
Rash” 1 1 5 2

Investigations
Hepatic enzyme
elevation™ 2 3 1 3

Infection and
Infestations
Oral candidiasis 1 0 1 2
Vulvomycotic
infection 2 1 1 <1

includes reactions reported as allergic and bullous dermatitis,

erythema, macular/papular eruptions, urticaria and erythema

multiforme

includes reactions reported as alanine aminotransferase

increased, aspartate aminotransferase increased, hepatic enzyme

increased, and transaminases increased

T An adverse drug reaction was defined as an undesirable effect,
reasonably associated with the use of DORIBAX™ that may occur
as part of its pharmacological action or may be unpredictable in its
occurrence.

' An adverse event refers to any untoward medical event associated

with the use of the drug in humans, whether or not considered drug-

related.

Postmarketing Experience: The following adverse reactions have
been identified during post-approval use of doripenem outside of the
U.S. Because these reactions were reported voluntarily from a
population of uncertain size, it is not possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.
Anaphylaxis
Neutropenia

The following treatment-emergent adverse events (known to occur
with beta-lactams including carbapenems) have been reported
voluntarily during post-approval use of DORIBAX™ outside of the U.S.
They are included due to their seriousness, although it is not possible
to estimate their frequency and causality has not been established:

Stevens Johnson Syndrome

Toxic epidermal necrolysis

Interstitial pneumonia

Seizure

DRUG INTERACTIONS

Valproic Acid: A clinically significant reduction in serum valproic acid
concentrations has been reported in patients receiving carbapenem
antibiotics and may result in loss of seizure control. Although the
mechanism of this interaction is not fully understood, data from in

vitro and animal studies suggest that carbapenem antibiotics may
inhibit valproic acid glucuronide hydrolysis. Serum valproic acid
concentrations should be monitored frequently after initiating
carbapenem therapy. Alternative antibacterial or anticonvulsant
therapy should be considered if serum valproic acid concentrations
cannot be maintained in the therapeutic range or a seizure occurs.
[see Warnings and Precautions]

Probenecid: Probenecid interferes with the active tubular secretion of
doripenem, resulting in increased plasma concentrations of
doripenem. [see Clinical Pharmacology (12.3) in full Prescribing
Information] Coadministration of probenecid with DORIBAX™ is not
recommended.

USE IN SPECIFIC POPULATIONS

Pregnancy: Category B: Doripenem was not teratogenic and did not
produce effects on ossification, developmental delays or fetal weight
following intravenous administration during organogenesis at doses
as high as 1 g/kg/day in rats and 50 mg/kg/day in rabbits (based on
AUC, at least 2.4 and 0.8 times the exposure to humans dosed at 500
mg g8h, respectively). There are 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.

Nursing Mothers: 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 DORIBAX™ is administered to a nursing
woman.

Pediatric Use: Safety and effectiveness in pediatric patients have not
been established.

Geriatric Use: Of the total number of subjects in clinical studies of
DORIBAX™, 28% were 65 and over, while 12% were 75 and over.
Clinical cure rates in complicated intra-abdominal and complicated
urinary tract infections were slightly lower in patients >65 years of
age and also in the subgroup of patients >75 years of age versus
patients <65. These results were similar between doripenem and
comparator treatment groups.

No overall differences in safety were observed between older and
younger subjects, but greater sensitivity of some older individuals
cannot be ruled out.

Elderly subjects had greater doripenem exposure relative to non-
elderly subjects; however, this increase in exposure was mainly
attributed to age-related changes in renal function. [see Clinical
Pharmacology (12.3)in full Prescribing Information]

This drug is known to be excreted substantially by the kidney, and the
risk of adverse reactions to this drug may be greater in patients with
impaired renal function or pre-renal azotemia. Because elderly
patients are more likely to have decreased renal function or pre-renal
azotemia, care should be taken in dose selection, and it may be useful
to monitor renal function.

Patients with Renal Impairment: Dosage adjustment is required in
patients with moderately or severely impaired renal function. [see
Dosage and Administration (2.2) and Clinical Pharmacology (12.3) in
full Prescribing Information/ In such patients, renal function should
be monitored.

PATIENT COUNSELING INFORMATION

* Patients should be advised that allergic reactions, including
serious allergic reactions, could occur and that serious reactions
require immediate treatment. They should report any previous
hypersensitivity reactions to DORIBAX™, other carbapenems,
beta-lactams or other allergens.

*  Patients should be counseled that anti-bacterial drugs including
DORIBAX™ should only be used to treat bacterial infections.
They do not treat viral infections (e.g., the common cold). When
DORIBAX™ 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 DORIBAX™ or
other antibacterial drugs in the future.

e Keep out of the reach of children.

MINI-BAG Plus is a trademark of Baxter International Inc.

Manufactured by:
Shionogi & Co. Ltd.
Osaka 541-0045, Japan

Distributed by:
Ortho-McNeil Pharmaceutical, Inc.
Raritan, NJ 08869
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UNLEASH THE POTENCY
BREAK THROUG
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* DORIBAX™ is indicated as a single agent for the treatment of
complicated intra-abdominal infections caused by susceptible
strains of E coli, K pneumoniae, P aeruginosa, B caccae, B fragilis,

B thetaiotaomicron, B uniformis, B vulgatus, S intermedius, S constellatus,
or P micros.

T DORIBAX™ is indicated as a single agent for the treatment of
complicated urinary tract infections caused by susceptible
strains of E coli, including cases with concurrent bacteremia,
K pneumoniae, P mirabilis, P aeruginosa, or A baumannii.

To reduce the development of drug-resistant bacteria and
maintain the effectiveness of DORIBAX™ and other antibacterial
drugs, DORIBAX™ should be used only to treat infections that
are proven or strongly suspected to be caused by susceptible
bacteria. When culture and susceptibility information are
available, they should be considered in selecting and modifying
antibacterial therapy. In the absence of such data, local
epidemiology and susceptibility patterns may contribute to the
empiric selection of therapy.

Important Safety Information

DORIBAX™ is contraindicated in patients with known serious
hypersensitivity to doripenem or other carbapenems, or in
patients who have demonstrated anaphylactic reactions to
beta lactams.

Serious and occasionally fatal hypersensitivity (anaphylactic) and
serious skin reactions have been reported in patients receiving
beta-lactam antibiotics. These reactions are more likely to occur
in individuals with a history of sensitivity to multiple allergens.
If an allergic reaction to DORIBAX™ occurs, discontinue the drug.

0
ORTHOMCNEIL

ivision of
Ortho-McNeil-Janssen
Pharmaceuticals, Inc.

Clinical efficacy proven in complicated
intra-abdominal infections® and complicated
urinary tract infections, including
pyelonephritist

Demonstrated safety and tolerability
profiles—no seizures reported in
4 large Phase III clinical trials

Carbapenem potency that
breaks through today’s
gram-negative pathogens*-3

Proven in vitro activity vs P aeruginosa,
Enterobacteriaceae, and A baumannii'

t In vitro activity does not necessarily
correlate with clinical results.

Please see brief summary of full Prescribing
Information on following pages.

DORIBA {

doripenem for injection

TOUGH TO RESIST

Serious acute anaphylactic reactions require emergency
treatment with epinephrine and other emergency measures,
including oxygen, IV fluids, IV antihistamines, corticosteroids,
pressor amines and airway management, as clinically indicated.

Carbapenems may reduce serum valproic acid concentrations to
subtherapeutic levels, resulting in loss of seizure control. Serum
valproic acid concentrations should be monitored frequently
after initiating carbapenem therapy. Alternative antibacterial or
anticonvulsant therapy should be considered if serum valproic
acid concentrations cannot be maintained in the therapeutic
range or seizures occur.

Clostridium difficile-associated diarrhea (CDAD) has been reported
with nearly all antibacterial agents and may range in severity
from mild diarrhea to fatal colitis. 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 2 months after administration of
antibacterial agents. If CDAD is suspected or confirmed,
ongoing antibiotic use not directed against C difficile may

need to be discontinued.

When doripenem has been used investigationally via inhalation,
pneumonitis has occurred. DORIBAX™ should not be administered
by this route.

Safety and effectiveness in pediatric patients have not been
established.

The most common adverse reactions (=5%) observed in clinical
trials were headache, nausea, diarrhea, rash, and phlebitis.

REFERENCES: 1. Evangelista AT, Yee C, Pillar CM, Aranza-Torres MK, Sahm DF, Thornsberry C. Surveillance profiling
of doripenem activity against Pseudomonas aeruginosa isolated from inpatients and ICU patients: results of the
TRUST surveillance initiative. Presented at the 45th Annual Meeting of the Infectious Diseases Society of America
(IDSA); 2007: San Diego, CA. 2. Data on file. Ortho-McNeil-Janssen Pharmaceuticals, Inc. 3. Jones ME, Draghi DC,
Brown NP, Aranza MK, Thornsherry C, Sahm DF, et al. Baseline surveillance profile of Doripenem (DOR) against key
gram-negative pathogens encountered in the United States. Presented at the 46th Annual Interscience Conference on
Antimicrobial Agents and Chemotherapy (ICAAC); 2006:San Francisco, CA.

For more information, visit us at www.doribax.com
@ SHIONOGI & CO., LTD.
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