<<List Order.

3rd European Conference
°N" Bloodstream Infections

FINAL PROGRAM

", Supported by educational grant from

‘ Novartis Pharma

24 ¢ 25 April 2009 « Hilton Hotel, Sorrento, Italy

~ Disease
L} Management

Series



The 3rd BSI Conference is dedicated to Dr. Jean-Claude Pechére,

It was under his leadership, that the ISC was renewed,
refreshed and reactivated.

He served the society as Secretary General (1998-2001),
President (2001-2005) and as Immediate Past President
(2005-2008).

We all are very thankful for his work, his infectious
enthusiasm, his leadership, and his great teaching ability.
He had arare way of engaging his audience to help them
understand the complexity of life and biodiversity.

Jean Claude Pechére MD was an Emeritus Professor in the School of Medicine, University
of Geneva and immediate past President of the International Society of Chemotherapy.

He was trained in Microbiology and Infectious Disease in Paris (France) and Seattle (USA).
Previous positions included Director of the Department of Microbiology, University Laval,
Quebec, Canada and Director of the Service of Clinical Microbiology and Infectious
Disease, Hotel Dieu, Quebec, Canada.

He published about 350 papers in peer-reviewed journals, 11 books and 52 book chapters
and gave 650 lectures around the world. His book “The Intelligent Microbe” is a best seller
worldwide. His research interests included different aspects of molecular bacteriology,
including bacterial resistance, efflux systems and quorum sensing. He was involved in
projects of Education and Development in poor areas in Asia and Africa.
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Welcome to Sorrento!

The “3rd European Conference on Bloodstream Infections” is an expert,
international and multi-disciplinary meeting in which clinical medicine, microbiology,
pharmacology, and other relevant disciplines combine to evaluate the latest developments
in the field. After two successful meetings we are pleased to host the 3rd Conference,
to be held from April 24-25, 2009, in Sorrento, Italy.

The “3rd European Conference on Bloodstream Infections” takes place immediately
before the 10th meeting of the International Society for Cardiovascular Infectious
Diseases (ISCVID) (Naples, April 26 — 28, 2009) and will be held as a Joint Meeting
between ISC and ISCVID.

Leading experts in the field have agreed to participate in the programme which
include Management of Sepsis, Appropriate Therapy, role of New Drugs, Catheter
Associated Infections and New Trends in Diagnostics and Therapeutics The meeting
offers a unique opportunity to discuss these issues with interdisciplinary experts in an

intimate and informal atmosphere.
Benvenuto a Sorrento!
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Francesco Scaglione

Conference Chair
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REGISTRATION RATES

Early Bird Registration: EUR 150 (Deadline March 6, 2009)
Standard Registration: EUR 175 (Deadline April 10, 2009)
Late Registration: EUR 200 (After April 10, 2009)

Registration includes: admission to all sessions, coffee breaks and business lunch

CANCELLATION POLICY

Refunds (less a 25% administration fee) will be granted to delegates unable to attend,
provided written notice is received by the Organizing Secretariat by Friday, April 3,
2009. Please note that all refunds will be issued only after the Conference. No refunds

will be made for cancellations received after April 3, 2009.

VENUE

Hilton Sorrento Palace Hotel
Via S Antonio 13

Sorrento 80067

Italy

tel: +39-081-878-4141

fax: +39-081-878-3933

URL: www.sorrento.hilton.com

3RD BSI CONFERENCE SECRETARIAT
Felicissimo, Rossie International (F+A)

1111 St. Urbain Street — Suite 116

Montreal Quebec H2Z 1Y6

CANADA

Tel: 1-514-874-1998

Fax: 1-514-874-1580

E-mail: info@fa-events.com

On-Site Logistics Coordinator

Sara Bruno / F+A Europe

sara@fa-events.com
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SCIENTIFIC PROGRAM

FRIDAY, APRIL 24, 2009

11:30 - 12:15
12:15 - 12:30
12:30 — 14:30
12:30 - 13:00
13:00 - 13:30
13:30 — 14:00
14:00 — 14:30
14:30 — 15:00
15:00 — 16:30

Light Lunch

Opening Remarks
AW Karchmer / President ISCVID

Diagnosis and Management of Sepsis
Chairs : Francesco Scaglione,lItaly; José Miro, Spain

Microbiological Patterns in Sepsis : What Happened in the last
20 years?
David Murdoch, University of Otago, Christchurch, New Zealand

Surrogate Markers of Sepsis
Christopher Wood, Durham VA Medical Center, Duke University,
USA

Problems and Issues Associated with Antimicrobial Treatment
of Sepsis
Pierluigi Viale, University of Milan, Italy

Appropriate Use of Antimicrobials: The Peculiarity of Septic Patients
Francesco Scaglione, University of Milan, Italy

Break

Debate: Early Appropriate Therapy: What about New Drugs?
Chair: Ralph Corey, USA

foreword- Vancomycin: Is it time to Throw it Away?
Francesco Scaglione, University of Milan, Italy

Conservative Approach
Paolo Grossi, Univ degli Stdi dell’Insubria, Varese, Italy

“Liberal” Approach
Stanley Derezinski , Stanford University, CA, USA
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16:30 — 18:30 Blood Stream Infections
Chair: Evangelos Giamarellos-Bourboulis,, Greece

16:30 - 17:00 Blood Culture Systems: Rapid Detection-How and Why?”
Vittorio Sambri, Italy Universita di Bologna, Italy

17:00 — 18:30 Risk Factors and Management

17:00 - 17:30 Gram Positive Bacteraemia
José Miro, University of Barcelona, Spain

17:30 — 18:00 Gram Negative Bacteraemia
Martin Stryjewski, Duke Clinical Research Institute, Durham,
NC, USA

18:00 — 18:30 Fungemia
Claudio Viscoli, University of Genova, Italy

19:00 Dinner (TBA)

SATURDAY APRIL 25, 2009

7:30 - 8:30 Continental Breakfast

8:30 - 9:30 Debate - How Long to Treat Bacteremia
Chair: Riccardo Utili, Italy

Short Term Therapy is Better
Ralph Corey, Duke Clinical Research Institute, Durham, NC,
USA

Long Term Therapy is Better
Wolfgang Graninger, Medical University Vienna

9:30 - 10:30 Catheter Associated Infections
Chair: Vance Fowler, USA
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9:30 - 9:50
9:50-10:10
10:10 - 10:30
10:30 - 11:00
11:00 — 12:30
11:00 - 11:30
11:30 - 12.00
12:00 — 12:30
12:30 - 13:30
13:45

When and How to Save the Catheter
Christoph K Naber, Elisabeth-Krankenhaus Essen GmbH, Ger-
many

Peripheral Venous Catheters: An Under Evaluated Problem
Walter Zingg, University of Geneva Hospital, Switzerland

Different Staph — Different Management?
Vance Fowler, Duke University, Durham, NC, US

Break

New Trends in Diagnostics and Therapeutics
Chair: Ethan Rubinstein, Canada

Diagnostic Techniques: Where are we going?
Stefania Stefani, University of Catania, Italy

New Antibotics: Optimal Use in Current Clinical Practice
Matthew Falagas, Alfa Institute of Biomedical Sciences (AIBS),
Athens, Greece

The Results of Clinical Trials: Are They Fully Applicable to
Clinical Practice?

Ethan Rubinstein, Sellers Professor & Head, University of Mani-
toba, Canada

Round Table

Therapeutics : What are the needs - What’s in the Future?
Ralph Corey, USA , Ethan Rubinstein, Canada & José Miro,
Spain

Arrivederci
Lunch for those remaining
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INVITED SPEAKER ABSTRACTS

FRIDAY, APRIL 24, 2009
12:30 - 13:00

DAVID R. MURDOCH
Department of Pathology, University of Otago, Christchurch, New Zealand

MICROBIOLOGICAL PATTERNS IN SEPSIS:
WHAT HAPPENED IN THE LAST 20 YEARS?

Longitudinal studies have consistently reported changes in microbiological characteristics
of bloodstream infections over the past few decades. Infections caused by gram-positive
bacteria and fungi have become more common, probably as a consequence of the
increased use of intravascular and other medical devices, an increase in invasive
procedures, and the use of immunosuppressant agents. As observed with other
infections, there has been an emergence of multiresistant gram-positive and gram-negative
pathogens. Most of these published data come from wealthy countries in temperate
climates. While many of the same changes have been observed in developing countries,
there are important regional differences in the microbiology of sepsis. For example,
typhoidal salmonellae remain the most important cause of bloodstream infection in
parts of South Asia, non-typhoidal salmonellae infections are predominant in parts
of sub-Saharan Africa, and melioidosis is important in endemic areas. The micro-
biological pattern of sepsis has also been influenced by the rise in prevalence of HIV

infection in many regions.
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13:30 - 14:00

PIERLUIGI VIALE
Azienda Ospedaliero Universitaria di Udine

Cclinica di Malattie Infetive, Italy

The more severe is the sepsis syndrome the more correct must be antimicrobial
treatment. This simple and apparently obvious statement has stood throughout the last
two decades of clinical research in the field of antimicrobial therapy in the critically

ill patient.

A significant burden of literature has demonstrated the linear relationship between an
immediate and correct antimicrobial therapy and a favourable outcome. However, we

must ask ourselves what does the term “correct antimicrobial therapy” means.

In fact, to reach the dual goal to guarantee both the maximal efficacy to each patients
and the minimal pressure to the ecosystem, we need to consider the correctness from
different points of view, namely that of the microorganism, that of the drug and that

of the patients.

The classical approach to antimicrobial therapy, based on a good microbiological
and/or epidemiological criteria, is not sufficient if pharmacokinetics and pharmaco-
dinamics principles are not carefully considered. Besides, we also must keep in mind
that the physiophatological conditions strongly affect the PK behaviour of drugs in an

in vivo setting.

The continuous evolution of microbial species and resistance and, on the other hand,
the increase of the population of patients at high risk for severe infections make
every day more difficult to comply with the principles of correct antimicrobial
therapy, reinforcing the role of the multidisciplinary approach to the management of

severe infections.
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14:00 - 14:30

FRANCESCO SCAGLIONE
Department of Pharmacology, Chemotherapy and Toxicology. University of Milan, Italy

APPROPRIATE USE OF ANTIMICROBIALS:
THE PECULIARITY OF SEPTIC PATIENTS

Patients with sepsis include representatives of all age groups with a range of organ
dysfunction related to severe acute illness, which may complicate long-term illness.
These factors together with drug interactions and other therapeutic interventions may
affect drug pharmacokinetics. Variations occurring in the extracellular fluid content
and/or in renal or liver function are the most relevant and frequent pathophysiological
mechanisms possibly affecting drug disposition in critically ill patients. Hydrophilic
antimicrobials (e.g., Beta-lactams, aminoglycosides and glycopeptides) and renally
excreted, moderately lipophilic antimicrobials (e.g., ciprofloxacin, gatifloxacin, and
levofloxacin) have to be considered at much higher risk of presenting substantial daily
fluctuations of plasma concentrations that may require repeated dosage adjustments.
Hydrophilic antimicrobials, indeed, exhibit a volume of distribution (Vd) limited at the
extracellular space and their plasma and interstitial concentrations may dramatically
drop because of substantial fluid extravasation to the interstitial space, known as ‘third
spacing’. Regarding lipophilic antimicrobials presenting larger Vd, the dilution of
interstitial fluids is less relevant. Several pathophysiological conditions may cause
an increase of Vd, so that an increase in dosage should be considered with the intent
of ensuring optimal care. The hepatic metabolism in critical ill patients, fortunately,
for the majority of antimicrobials is limited and a modification of the dosing regimen
is uncommon. However, patients with severe hepatic disease would require some

lowering of doses for those antibiotics metabolised by the liver.

In septic patients, the high pharmacokinetic variability together with the variability of
bug susceptibility led in a poor predictability of PK/PD markers based on the general
population data. In this way, the best practice is the estimation of the pharmacokinetic
parameter values for each patient, thus allowing calculation of the Cmax/MIC ratio,
AUC/MIC ratio or T> MIC. Once we have a goal of therapy, the first step is to define
the drug dose that will attain the desired target with a high probability.

13
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15:00 - 16:30

PAOLO A GROSSI, MD, PhD

Infectious Diseases Department, University of Insubria, Varese, Italy

EARLY APPROPRIATE THERAPY:
WHAT ABOUT NEW DRUGS? THE CONSERVATIVE APPROACH

Infections caused by multidrug-resistant microbes present daily challenges to infectious
diseases physicians and their patients throughout the world. Bacteria are champions of
evolution, and a few microbes have adapted to a point where they pose serious clinical
challenges for humans. These bacteria have recently been reported as the “ESKAPE”
pathogens Enterococcus faecium, Staphylococcus aureus, Klebsiella pneumoniae,
Acinetobacter baumannii, Pseudomonas aeruginosa, and Enterobacter species, to
emphasize that they currently cause the majority of hospital infections and effectively
“escape” the effects of antibacterial drugs. It is difficult to imagine undertaking today’s
surgical procedures, transplantations, cancer chemotherapy, or care of the critically ill

or HIV-infected without effective antimicrobial agents.

Among the Gram-positive organisms, methicillin-resistant Staphylococcus aureus (MRSA)
and E. faecium represent the biggest therapeutic hurdles. The evolution of MRSA
exemplifies the genetic adaptation of an organism into a first-class multidrug-resistant
pathogen. While glycopeptides such as vancomycin have been the treatment of choice
for MRSA, poor outcomes have frequently been reported, particularly among isolates
with higher minimum inhibitory concentrations (MICs) within the susceptible range
(£2mg/L). Furthermore, vancomycin’s limitations as an antibacterial agent include
slow bactericidal activity and relatively poor tissue penetration. Inadequate dosing may,
however, contribute to vancomycin’s poor performance; the standard recommendation
for trough concentrations of 5-10mg/L is inadequate for serious infections such as
bacteremia and endocarditis. Trough levels of 15-20 mg/L are likely necessary, however
they are often associated with increased nephrotoxicity. Despite the recent dramatic
reduction in antibiotic research by pharmaceutical companies, a few compounds have
been developed to treat Gram-positive infections. Quinupristin-dalfopristin, although
shown to have in-vitro activity against MRSA, it is not FDA-approved for treatment

of MRSA and cannot be recommended, for treatment of S. aureus bacteremia, except
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under exceptional circumstances. Linezolid, although may be useful in specific situations,
it cannot be routinely recommended for treatment of MRSA bacteremia, due to safety
concerns and very limited clinical data. Daptomycin has recently been proven effective
and well tolerated for MSSA and MRSA bacteremia, including right sided endocarditis.
Daptomycin has relatively few side effects, but one that is unique is myopathy. While
patients in early phase I trials developed myopathy with elevated creatine phospho-
kinase, muscle pain and weakness, the dosing regimen was refined and recent studies
have demonstrated elevated creatine phosphokinase to be common but rarely requiring
treatment discontinuation. Daptomycin resistance appears relatively uncommon but
may develop on prolonged therapy. Currently daptomycin represents a safe and effective
treatment for MRSA bacteremia and right-sided endocarditis that may be preferable
to vancomycin. However, a prudent use of this powerful agent will allow clinicians to

rely on this molecule for treatment of severely ill patients.

Though multidrug resistant Pseudomonas aeruginosa and acinetobacter are the best
known therapeutic challenges among the gram-negative bacteria (multidrug-resistant
acinetobacter species are causing enormous challenges in many ICUs around the
world), resistance to the most potent antibiotics has recently extended to members
of the Enterobacteriaceae family, including hospital-associated strains of klebsiella,
Escherichia coli, and enterobacter. Equally worrisome is the fact that multidrug-resistant
gram-negative organisms have been found in otherwise healthy patients outside
of hospitals — for instance, urinary tract infections caused by E. coli that is resistant to
trimethoprim—sulfamethoxazole, fluoroquinolones, or both and that produce extended-
spectrum S-lactamases (enzymes capable of destroying the most potent cephalosporins.
Until recently, carbapenems, such as imipenem, meropenem and ertapenem, were almost
uniformly active against resistant gram-negative organisms, but some strains have now
developed very effective ways to deal with the carbapenems, including the production of
B-lactamases (designated carbapenemases) that demolish the carbapenems; changes
in outer-membrane porins that block the entry of these antibiotics; and active pumping
of the antibiotic out of the cell using complex “efflux pumps.” The situation is further
complicated by the fact that the “permeability” barrier and efflux mechanisms also
affect other classes of antibiotics (e.g., quinolones, aminoglycosides, and tigecycline).
Moreover, the common presence of these 3-lactamase genes of gram-negative bacteria in
transferable mobile elements means that these genes could reach virtually any gram-

negative bacterium and become a major threat in the future. No new antibiotics against
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these nosocomial multidrug-resistant gram-negative organisms are in advanced stages
of clinical development. The resurrected polymixins (e.g., colistin with or without
rifampin) are often the only available alternative for some pan-resistant gram-negatives,
particularly acinetobacter, and pseudomonas although toxicity (mainly renal) is still a

problem, and reports of resistance are emerging.

In conclusion, it is more difficult than ever to eradicate infections caused by antibiotic-
resistant “superbugs,” and the problem is exacerbated by a dry pipeline for new
antimicrobials with bactericidal activity against gram-negative bacteria and enterococci.
A concerted effort on the part of academic researchers and their institutions, industry,
and government is crucial to win this battle against bacteria, a fight with global
consequences. In the meantime a prudent use of the currently available new antimicrobial

agents is strongly recommended.
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15:00 - 16:30

STAN DERESINSKI
Stanford University, CA, USA

OUT WITH THE OLD, IN WITH THE NEW

Glycopeptide antibiotics have long been the mainstay antibiotic in the treatment of
infections due to MRSA. A great deal of information has recently pointed to the
shortcomings of one of these antibiotics vancomycin (teicoplanin likely suffers from
these same problems, but it has been less studied). These shortcomings include
increasing MICs, heteroresistance, slow bactericidal activity, and limited tissue
penetration. Its use is further complicated by potential inaccuracies of MIC measurement
and by lack of detection of heteroresistance by the clinical laboratory. Furthermore,
clinical experience in its use in the treatment of some infections provides concordant
data suggesting its inferiority to some other antibiotics. Attempts to overcome some of
its shortcomings by using much higher doses of vancomycin than are convenetionally
administered may lead to increased toxicity in the absence of demonstrated evidence
of improved efficacy. Another attempted approach to overcome its deficiencies is to
use it in combination with other antibiotics with activity against MRSA, most often
rifampin or gentamicin. There are, however, no clinical data to support this approach,

which may often add toxicity without improving efficacy.

These observations suggest that vancomycin is a potentially inappropriate antibiotic
choice as initial therapy in patients with potentially life-threatening infection due to
Staphylococcus aureus. In contrast, some newer antibiotics have characteristics that
make them potentially more effective in such infections. Relative to vancomycin, linezolid
has superior penetration into relevant pulmonary compartments and some data suggests
its use is associated with more favorable outcomes in patients with MRSA pneumonia.
Daptomycin is the most rapidly bactericidal of available antistaphylococcal agents
and may be a better choice in the treatment of endocarditis and possibly bacteremia.
In the absence of data to the contrary, available evidence is sufficient to warrant the
use of these agents as initial therapy in patients with these life-threatening infections.
A number of antibiotics not yet approved for use in the U.S. have desirable characteristics

that may also make them superior to vancomycin.
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16:30 - 17:00

VITTORIO SAMBRI
Unit of Microbiology, Department of Hematology and Oncology “L. e A. Seragnoli”,
University of Bologna, 40138 Bologna, Italy

BLOOD CULTURE SYSTEMS: RAPID DETECTION - HOW AND WHY?.

Blood stream infections (BSIs) are among the most severe manifestation of bacterial
disease, despite the massive improvements that have been reached in the last years in
the field of microbiological diagnosis. It is now well acknowledged that the etiology
of BSI has modified since the last 20 years. The Gram negative bacteria (GNB) are
nowadays less frequently isolated than Gram positive bacteria (GPB) during BSI. A
new and reverse trend in the epidemiology of BSIs has been identified since the last
5 years in the St.Orsola Hospital in Bologna (Italy) and today the etiology is almost
equally subdivided between GNB and GPB.

Blood culture (BC) is nowadays still considered the reference microbiological method
to achieve a diagnosis in the case of clinical suspect of BSI. A weakness point of the use
of BC, in particular in selected categories of patients, such as those suffering from cancer
(neutropenic), is largely unsatisfactory. This is mainly caused by the low sensitivity of this
method and the time that is necessary before a definitive microbiological identification
or a negative result becomes available to the clinician. In particular, BC exhibits a very
low sensitivity in particular when applied to the diagnosis of BSIs in neonates. The small
bloods volume that is available from the patients taken together with the usually very low

bacterial load in the blood stream are among the principal reasons for this low sensitivity.

Several different strategies are presently available in order to overcome the above described
weakness points of BC. First of all, the rapid management of any positive bottle should
include a prompt Gram staining examination followed by the “‘so called blind” identification
and antimicrobial susceptibility testing performed either by manual or automated methods.
This strategy must also include a fast and immediate notification of these preliminary
findings to the caregivers. In detail, in our laboratory this strategy has been applied
as follows. The standard procedure for the BCs in our Laboratory is the following:
immediately after collection, peripheral venous blood (1.0 ml) was inoculated into 2 blood
culture bottles (BacTAlert, BioMerieux). The blood was cultured at 35°C in an automated
system (BacTAlert 3D, BioMerieux) until a positive result was detected, or for a maximum

of 6 days. Once the BacTAlert instrument give the warning signal the indicates the detection
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of a positive culture, a 5 ml sample is taken from the bottle and used for preparation of
a smear that is immediately processed with Gram staining. Once the Gram positivity or
negativity isdefined, the caregiver is notified by a phone call and the sample is centrifuged
in order to pellet the particulate part (including the micro organisms). The pellet is then used
to prepare a suspension (with adequate McFarland density) that is immediately used for
identification and antimicrobial susceptibility testing of the putative isolate, by using a Vitek2
automated instrument. In parallel, the bottle content is streaked onto blood agar and other
specific selective agar plates that are incubated for 18 hours and further processed following
the standard procedure. At the end of this incubation time a comparative evaluation between
the results obtained with the fast and routine procedure is made and the final results are
delivered. This strategy can reduce the “turnaround time” (TAT) of the BC procedure, thus

improving the clinical significance of the microbiological results.

Another possibility to make the BC results available to the caregivers in a shorter time
has been recently evaluated in our Laboratory: Prove-it™ Sepsis (Mobidiag) assay is a
rapid, DNA-based assay intended for use in identification of sepsis-causing bacteria in

positive blood culture specimens from patients with symptoms of sepsis/bacteremia.

This method is based on the extraction of DNA from a positive blood culture bottle,
followed by a broad range PCR amplification by hybridization, staining and detection
(these steps are performed with a tube that contain a specific DNA-microarray on the
bottom). The results are read by a dedicated instrument and the interpretation is made
by using a dedicated software (Prove-it™ Advisor). The method is capable to identify a
broad range of pathogens, that covers more than 90% of the etiological agents identified
in sepsis. In addition, the Prove-it™ Sepsis assay is capable to identify the presence of
the mecA gene as an aid for the identification of methicillin resistant Staphylococcus

aureus (MRSA) and coagulase negative staphylococci (CNS).

We tested more than 50 different BC positive samples with the Prove-it™ Sepsis method
in comparison with the standard routine techniques used. The agreement of the results
obtained with the different technique is very high in all the cases where the pathogen

found by BS was enlisted in the panel of microbes identified by the Prove-it™ Sepsis.

In conclusion, Prove-it™ Sepsis, has been proven a reliable and very fast method to identify
the pathogens in BC. In particular, the most prominent advantage of this new is the shorter

average time to identification, that in the present study was ranging from 12 to 21 hours.
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17:00-17:30

JOSE M. MIRO
Hospital Clinic — IDIBAPS, University of Barcelona, Barcelona, Spain

GRAM-POSITIVE BACTERAEMIA: RISK FACTORS AND MANAGEMENT

Gram-positive bacteraemia is a common clinical problem in most medical centers
and is associated with high morbidity and mortality. Its incidence has been growing during
the last three decades, as has the antibacterial resistance of some Gram-positive patho-
gens. The epidemiology of this condition is changing too. In my institution, the Hospital
Clinic in Barcelona, Gram-positive bacteraemia accounted for 37% of the 1,229 epi-
sodes of bacteraemia diagnosed in 2008. Sixty-seven percent of cases of Gram-positive
bacteraemia were hospital-acquired (52%) or non-nosocomial health-care associated
(15%). Only one-third of episodes were community-acquired. Coagulase-negative
staphylococci (CoNS) (27%), Staphylococcus aureus (25%), Enterococcus spp. (22%),
Streptococcus pneumoniae (14%), and oral streptococci (6%) were the most common
etiological microorganisms. Less then 6% of episodes were due to beta-hemolytic

streptococci, S. bovis, Listeria monocytogenes, and Leuconostoc spp.

Staphylococcal bacteraemia accounted for 239 (52%) episodes. CoNS bacteraemia was
health-care associated in 92% of episodes, and most involved catheters or other prosthetic
material. S. epidermidis was the most frequently isolated CoNS, and in most cases it
was methicillin-resistant (MRSE). Staphylococcus aureus was the second most common
causative pathogen of Gram-positive bacteraemia in my institution (117 episodes, 25%).
In approximately two-thirds of cases it was health-care—associated and 23% of episodes
were due to methicillin-resistant (MRSA) strains. The source of infection in S. aureus
bacteraemia (SAB) is usually the skin and soft tissue, a catheter, or a wound infection.
‘When no portal of entry is documented, there is a high risk of septic metastasis or infective
endocarditis (IE). Patient populations at a higher risk of SAB and SAB-associated
complications include patients undergoing hemodialysis, intravenous drug users, diabetics,
and patients with pre-existing cardiac or other comorbid conditions. The emergence
of community-acquired MRSA in the USA was rapidly followed by its introduction
into and dissemination in hospitals in countries where the prevalence of community-

acquired MRSA is high. The prevalence of community-acquired MRSA in Europe
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in general and in Spain in particular is still low. One of the most severe complications of
SAB is IE, and S. aureus is now the most common cause of IE in the developed world.
Therefore, echocardiography should be included in the clinical management of all
SAB episodes. Patients with MRSA bacteraemia or IE have higher rates of mortality
than those with methicillin-susceptible S. aureus infections. The rise in the minimal
inhibitory concentrations of S. aureus to vancomycin is becoming a threat. Nasal carriage
is the most important source of SAB. Better eradication and control strategies, including

nasal decolonization and more active antibiotics, are needed to combat SAB.

Enteroccoci accounted for 101 (22%) episodes. Seventy-four percent of cases were
due to E. faecalis. Only 14% were community-acquired. E. faecium was responsible for
24% of cases, and 88% were hospital-acquired. The infections in these cases involved
the urinary tract, abdomen, and pelvic region. The risk factors for enterococcal bacteraemia
were underlying diseases (liver cirrhosis, neutropenia, and solid organ transplantation),
intravascular and urinary catheters, and prior use of antibiotics (cephalosporins). Some
patients can develop IE. Double beta-lactam (ampicillin plus ceftriaxone) treatment is
an effective approach to treat IE due to high-level aminoglycoside-resistant (HLAR)
E. faecalis and non-HLAR strains. Vancomycin-resistant E. faecium has recently been

responsible for dissemination of hospital-adapted isolates in some European countries.

S. pneumoniae was the fourth most common Gram-positive microorganism isolated in
blood cultures in my institution (62 episodes, 14%). Community-acquired pneumonia
was the common infection and meningitis and IE the characteristic complications.
Primary pneumococcal bacteraemia can be associated with asplenia, HIV-infection,
hypogammaglobulinemia, alcoholism, and nephrotic syndrome. In Spain, high-level
penicillin-resistance is present in 20% of cases. Bacteraemia caused by oral streptococci
was identified in 26 cases (6%) and two-thirds of the episodes were community-acquired.
IE was common in patients with primary bacteraemia. Penicillin-resistance was common
in health-care—associated episodes. Bacteraemia due to S. bovis, beta-hemolytic
streptococci, or L. monocytgenes was uncommon and community-acquired in

most cases, and penicillin-resistance was very unusual.

In conclusion, the epidemiology of Gram-positive bacteraemia in Europe is changing and

requires appropriate management and treatment strategies to maximize patient outcome.

21



3rd European Conference on Bloodstream Infections

22

17:30-18:00

MARTIN STRJEWSKI
Duke Clinical Research Institute, Durham, NC, USA

GRAM NEGATIVE BACTERAEMIA

Gram-negative bacteremia (GNB) is both dangerous and challenging. While the
incidence of GNB rises with the age in both men and women there are still some
gender differences in terms of etiology and acquisition. Clinical elements such as organ
dysfunction are helpful in determining prognosis. Knowing the local epidemiology and
better predicting bacteremia at the time blood cultures are drawn could both help to
optimize therapies. During the last few years we have observed dramatic increases in
resistance among Gram-negative organisms, including those producing bloodstream
infections. Gram-negative pathogens producing extended spectrum B-lactamases
are now common and associated with higher rates of inadequate empiric treatment
and mortality as well. In addition, carbapenem resistance is expanding and leaving
clinicians with very limited therapeutic options. Use of cefepime has been questioned
based on a recent meta-analysis showing increased mortality in those patients treated
with the drug. However, there is no clear or plausible explanation for such study
results. Unfortunately, antimicrobial development has not kept pace with resistance,
particularly for GN pathogens. Therefore, we need to better utilize our current antibiotics

and work to prevent these life threaten infections.
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SATURDAY, APRIL 25, 2009
08:30 - 09:30

RALPH COREY
Duke Clinical Research Institute, Durham, NC, USA

SHORT TERM THERAPY IS BETTER

Short is good. Treatment of BSIs in the Immunocompetent Host

Treatment of blood stream infections (BSIs) has been much studied but length of
therapy remains incompletely understood. The most progress has been made in
patients with S. aureus bacteremia. Guidelines for abbreviated therapy has been

proposed for S. aureus catheter-associated BSI but prospective data is lacking.

Even sparser data is available for the other bacteria causing BSIs.
a. CNS
b. Enterococcus
c. Viridans streptococci
d. Gram negative bacilli
e. Candida

The impact on length of therapy of the following factors will be considered:
* origin of infection (community-acquired, nosocomial),
* presence of foreign material,
¢ immune status,

e source control and results of f/u BC.
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08:30 - 09:30

WOLFGANG GRANINGER, M. D., Ph. D.
Medical University Vienna, Department of Internal Medicine I, Division of Infectious

Diseases andTropical Medicine

LONG TERM THERAPY IS BETTER

In bacteremia the treatment duration is not well defined. For some infections such
as S. aureus and E. faecalis bacteremia clear evidence favours prolonged treatment.
Recent treatment guidelines recommend four to six weeks of semisynthetic penicillin
in staphylococcal endocarditis and ampicillin in enterococcal endocarditis. Echocar-
diography should be performed in all patients with bacteremia due to S. aureus and
E. faecalis. Recurrence of S. aureus and E. faecalis bacteremia after treatment is a
well-described phenomenon. Factors linked to recurrence include endocarditis, distal
septic complications and short duration of therapy. Duration of therapy in bacteremia
may be extended for up to 3 months in elder patient with unremovable prosthetic
devices. When optimizing therapy for bacteremia, a lot of variables have to be juggled,
including the choice of antibiotic, the patient’s immune status and the value of the

septic focus.
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09:50 - 10:10

WALTER ZINGG, MD

Infection Control Program, University of Geneva Hospitals, Geneva, Switzerland

PERIPHERAL VENOUS CATHETERS: AN UNDER-EVALUATED PROBLEM

Peripheral venous catheters (PVC) are the most frequently used invasive devices in
hospitals. Up to 70% of patients require a peripheral venous line during hospitalization
and conservative estimates suggest that PVC-days account for 15-20% of the total
number of patient days in acute care hospitals. Most studies focus on thrombophlebitis
and address the issue of scheduled catheter change, but there is still no consensus on
the optimal time point of PVC change or whether catheter replacement is required at
all. Despite the fact that PCV-associated catheter-related bloodstream infection (PVC-
CRBS]) is far more serious than thrombophlebitis, only a few studies have addressed
this issue and a large, multicentre trial is lacking. Although some studies on throm-
bophlebitis mention that no or only a few PVC-CRBSIs were found, these results
must be interpreted with caution. Such studies usually did not have enough power to
comment on PVC-CRBSI which is a relatively rare event. The scanty data available on
PVC-CRBSI suggest incidence density rates of 0.2-0.7 episodes per 1000 device-days
which appear low compared to other catheters. However, when taking into account the
high frequency with which PVCs are used, absolute PVYC-CRBSI numbers may reveal
a serious healthcare problem and there is evidence that exactly this is happening by
a few studies which report absolute PVC-CRBSI numbers approaching the reported
total of central line-associated bloodstream infections. Thus, the occurrence of PVC-
CRBSI may be underestimated and more evidence is needed to capture the dimension

of the problem and to establish efficient measures for its control.
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10:10 - 10:30

VANCE G. FOWLER, Jr. MD, MHS
Duke University Medical Center

“DIFFERENT STAPH - DIFFERENT MANAGEMENT?”

Decisions regarding antibiotic selection and duration of therapy for staphylococcal
bloodstream infections can be complex, but are ultimately based upon the likelihood
of complicated infection in the particular infected patient. The purpose of this presentation
is to review the patient and bacterial characteristics that could contribute to management
decisions of patients with staphylococcal bloodstream infection. Patient characteristics
that increase the likelihood of infection include presence of prosthetic devices and
comorbid conditions that thwart the patient’s ability to resolve the bloodstream infection.
Bacterial characteristics that could increase the likelihood of complicated infection,
and thus the need for different management, are a matter of active investigation.
We have previously shown that specific clonal types of S. aureus are more likely to
be associated with hematogenous complications, thereby making patients infected
with such strains potential candidates for more aggressive management. The clinical
significance of other bacterial characteristics, such as the presence of heterotypic

resistance to vancomycin, are only now being fully evaluated.
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11:00 - 11:30

STEFANIA STEFANI

Department of Microbiology — University of Catania (I) - Email stefanis @unict.it

DIAGNOSTIC TECHNIQUES: WHERE ARE WE GOING?

A rapid and early detection of bacteria in blood has an important role in diagnosis for
a febrile patient for at least three different aspects: i) to establish the presence of an
infection; ii) to reassure the clinician about the chosen empirical therapys; iii) to define
the antibiotic treatment after the assessment of the microrganism responsible for the

infection and its susceptibility to the most adequate drug.

The application of these three points in microbiology laboratory practice can be summarized
in: i) the time needed to report results; ii) the specificity of the detection; iii) the definition

of the predictive role of negative results.

We all agree that blood culture is the gold standard for etiological diagnosis. Unfortunately,
due to the time needed for bacteria to develop and reach an appreciable number of cells
and the insufficient sensitivity of this method towards fastidious pathogens, as well as when
patients have previously received antibiotics or when we are facing a catheter-related blood-

stream infection, new techniques have emerged for the detection of bacteria in blood.

‘We must remember that the current amount of blood culture data constitute an important
epidemiological tool on which clinicians base empirical therapy. Even if the results of
a correct therapy could be seen before the laboratory test results, it is only a positive
blood culture result that clearly and correctly identify pathogens and their susceptibility

to antibiotics, leading to the most appropriate treatment.

Over the last few years there have been many new molecular tests developed, which are
now entering into mainstream analyses. These tests are now rapid, specific and sensitive,
however, there are still some shortcomings: antibiotic susceptibility testing is still lacking;
sometimes the sensitivity is too “sensitive” ; for an accurate interpretation of the results a

skill operator is necessary.

In conclusion, new tests provide new data but it is only the experience of a competent

microbiology laboratory that can give rapid and precise clinical indications.
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11:30-12:00

MATTHEW FALAGAS
Alfa Institute of Biomedical Sciences (AIBS), Athens, Greece

NEW ANTIBIOTICS: OPTIMAL USE IN CURRENT CLINICAL PRACTICE

The optimal choice of antibacterial therapy among the few available options for infections
caused by pathogens with advanced antimicrobial drug resistance is fundamental to
maximize clinical effectiveness and minimize the likelihood for further resistance
development. We reviewed the available data on the effectiveness of antibiotics introduced
in clinical practice during the past 10 years for specific clinical indications. Quinupristin-
dalfopristin, linezolid, daptomycin, and tigecycline increased the available therapeutic
options against specific types of methicillin-resistant S. aureus and vancomycin-resistant
Enterococcus faecalis infections. The newer fluoroquinolones moxifloxacin and
gemifloxacin, along with the ketolide telithromycin and the oral 3rd generation
cephalosporin cefditoren are particularly valuable for the treatment of specific types
of multidrug-resistant S. pneumoniae infections. Tigecycline, additionally, constitutes
a promising therapeutic option for infections caused by Enterobacteriaceae producing
extended-spectrum B3-lactamases ESBLs) or multidrug-resistant A. baumannii. Ertapenem
and doripenem may be particularly useful against infections caused by ESBL-producing

Enterobacteriaceae and multidrug-resistant P. aeruginosa respectively.
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12:00 - 12:30

ETHAN RUBINSTEIN MD, LL.b.,

University of Manitoba, Section of Infectious Diseases, Winnipeg, Manitoba, Canada

“THE RESULTS OF CLINICAL TRIALS:
ARE THEY FULLY APPLICABLE TO CLINICAL PRACTICE?”

Clinical trials are traditionally designed by the pharmaceutical industry or clinical
research organizations to address the requirements and regulations of the approving
agencies (EMEA, FDA, MOH’s etc’). As the recruitment criteria are fairly stiff and
well defined, a large number of individuals have to be screened before entering such
a clinical trial. In a study of bacteremia usually 7-12 individuals with bacteremia (or
suspected bacteremia) are screened for the inclusion of the right candidate, that is,
6-11 individuals having bacteremia or suspect of bacteremia are rejected for each included
appropriate patient. Common exclusion criteria are certain comorbidities, age, pregnancy,
being treated with previous effective antibiotics for the same infection, dysfunction
of certain organs (renal insufficiency, hepatic dysfunction, bone marrow dysfunction,
bleeding tendencies etc’), short perceived survival time etc’. In clinical trials cost,
length of hospital stay, complexity of drug administration, patient and family preferences
are rarely regarded and usually do not find their expression in the trial results, not
even as a foot note. Life however is more complicated than that and the objectives of
treatment are entirely different, saving patient’s life, reducing morbidity at the lowest
possible cost and therapeutic simplicity are usually preferred. Evidently the different
objectives make the results of clinical trials of phase II-III with the aim of obtaining
registration far from the real world in most indications (excluding SSTI, otitis media,
STD’s, HIV etc’). The high exclusion rate is an evidence that more patient were found
appropriate to receive the product, had it been approved and on the free market, than
recruited for a clinical trial. Phase IV clinical trials are more likely to address real
world clinical needs except that their objective is usually to either compare their use
to other similar agents, to prove safety, to perform economical analysis for marketing
needs etc’. It is only later studies, after drug approval, usually performed with little or no
industry support, that assists in positioning the agent, assessing real life toxicity, defining
unforeseen drug interactions and true clinical utility. Unfortunately these studies are
only performed late in the life span of an agent and are very difficult to find financial

support for. These studies normally include a large number of patients and bear a
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great advantage to society, examples are: anti-tuberculosis agents, studies with various
antibiotics in STD’s, the large cardiological trials on aspirin, antihypertensives, statins,
anti-coagulants, etc’. In bacteremia very basic studies, the results of which, are badly
needed in clinical practice are still awaited. For example, single or combination of
antibiotics to improve outcome of patients with staphylococcal bacteremia (includ. MRSA).
One or more agents for suspected Ps. Aeruginosa bacteremia in non-immunocom-
promized patients. The effect of early and late therapy start on outcome. When in the
course of bacteremia should a second agent be added?. Superiority trials are equally
absent (because of the large number of patients needed) and thus we are left with
Non-Inferiority trials which do not allow us clearly to conclude the real advantages
of a given agent. In an ideal world sponsoring non pharmaceutical institutions (NIH)
should perform such studies, this unfortunately is rarely the case and thus patients
are relying on physicians fractional knowledge, experience and instinct for difficualt

therapeutic decisions.
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