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Les staphylocogues

» 1 - Introduction

» Les Staphylocogues sont des Coccli a Gram
positif classiguement diSpeses en amas.

» Actuellement, on distingue 44 especes.

» |'espece S. aureus se distingue des
staphylocogues appeles staphylocogues a
coagulase negative (SCN) par la présence d’'une
coagulase.

» S. aureus est un germe tres important aussi
bien dans les infections communautaires gue
nosocomiales.
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Pathogenecite

» |l est Important de distinguer S. aureus des
SCN. S. aureus a un potentiel de
pathogeénicite tres important et est
responsable aussi bien d'infections
communautaires gque nesecemiales.

» Par epposition, lesi SCNisont en regle
generale des bacteries opportunistes
essentiellement responsables d’infections
noesecomiales.
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Daptomycin

» Description

Cyclic lipopeptide indicated to treat complicated skin and skin
structure Infections caused by S aureus Streptococcus
pyogenes, Streptococels and Enterococcls faecalls.

Binds to bacteriallmembranes and causes rapid membrane
potential depolarization, thereby inhibiting protein, DNA, and
RNA synthesis and ultimately causing cell death.

» Adult Dose

4 mg/kg IV g24h - g48h infused over 30 min
Pediatric Dose <18 years: Not established

» Interactions

Coadministration with tobramyecin slightly increases daptomycin
Cmax and AUC and decreases tobramycin Cmax and AUC;



Daptomycin

» Pregnancy.
B - Fetal risk not confirmed In studies in humans

» Precautions

Decrease dose with renal function <30 mL/min; monitor CK levels
and discontinue daptomycin with elevated CK and unexplained
myopathy, not indicated for pneumonia (higher death rate in
daptemycin-treated patients during phase Il trials);

» not compatible with dextrese-containing solutions
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Quinupristin/dalfopristin

» Description

Belongs to the streptogramin group of antibiotics. Inhibits protein
synthesis and Is usually bacteriostatic.

» Adult Dose
7.5 mg/kg IV g8h

» Interactions

May decrease elimination and increase toxicity of cyclosporine A,
midazolam, nifedipine, terfenadine astemizole, cisapride,
alfentanil, alosetron, alprazolam, carbamazepine, delavirding,
diazepam, diltiazem, disepyramide, dofetilide, donepezil,
erythromyecin, ethinyl estradiol, felodipine, fexofenading, indinavir,
lidocaine, lovastatin, methylprednlsolone nevirapine,
norethlndrone qumldlne ritonavir, saquinavir, simvastatin,
tacrolimus, trlazolam trimetrexate, verapamil, vinblastine, and,
possibly, other drugs



Quinupristin/dalfopristin

» Pregnancy.

C - Fetal risk revealed in studies in animals but
not established or not studied inrhumans; may
use If benefits outweigh risk to fetus

» Precautions

Arthralgias and myalgias are common and may
be severe; venous Irrtation common When
administered through a peripheral line;
administration threugh central venous line
recommended; asymptomatic elevation of
Lunconjugated bilirubin level may eccur



Vietronidazole:

Fluoroquineliones Cell wall
@l e synthesis
Sulfonamides
TVIP=-SVX DNA replication

Topo-
isomerase

Nucleotide
biosynthesis Protein

synthesis

Glycylcyclines

/ Aminoglycosides

Peptide @ Cytoplasmic Macrolides

r){-': LA 0 V. e Nes
antibiotics membrane RRifampin Oxazolidinones
integrity Streptogramins

Lincosamides
letracyclines

TMP-SMX = trimethoprim-sulfamethoxazole.

Adapted from: Chopra I. Curr Opin Pharmacol. 2001;1:464-469. 10



Tigecycline

» Description

A glycylcycline antibiotic that inhibits bacterial protein
translation by binding to 30S ribosomal subunit, and
blocks entry ofi amino-acyl tRNA molecules in
ribosome A site. Indicated for complicated skin and
skin structure Iinfections and complicated: intra-
abdominal infections.

» Adult Dose

Infuse each dese over 30-60 min

100 mg IV once, then 50 mg IV g12h

Severe hepatic impairment (ie, Child Pugh class C):
100 mg IV once, then 25 mg IV gl12h

» Pediatric Dose

<18 years: Not establishead
=18 years: Administer as in adults



Tigecycline

» Interactions

Coadministration decreases warfarin clearance and
Increases warfarin Cmax and AUC (moniter aPTT and
INR); coadministration of antibiotics with oral
contraceptives may decrease contraceptive effect

» Pregnancy

D - Fetal risk shown in humans; use only If benefits
outweigh risk to fetus

» Precautions

Caution In severe hepatic impairment (reduce dose);
may adversely effect tooth development; may permit
clostridia overgrowth, resulting in antibiotic-associated
colitis
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Linezolid

» Description

Prevents formation ofi functional 70S initiation complex.
Bacteriostatic against staphylecocci (MSSA/MRSA).

» Adult Dose
400-600 mg PO/IV gi2h

» Interactions

May cause hypertension when used concomitantly with
adrenergic agents, including pseudoepinephrine,
sympathemimetic agents, Vasopressors, or
dopaminergic agents (reduce dose of dopamine or
epinephrine if concurrent use required); serotonin
syndreme may occur If used concomitantly with
serotonergic agents, including TCAs, meperidine,
dextromethorphan, trazedone, venlafaxine, and
selective serotonin reuptake inhibitors



Linezolid

» Pregnancy.

C - Fetal risk revealed in studies in animals but not
established or not studied in humans; may use If
benefits outweigh risk to fetus

» Precautions

Has mild MAOI properties and has interactions as other
MAOIs; caution in uncentrolled hypertension,
pheochromocytoma, carcinoid syndrome, or untreated
nyperthyroidism and in and patients who are at
Increased risk for bleeding, have preexisting
thrombocytopenia, receive concomitant medications
that may decrease platelet count or function, or who
may reguire > 2 wk of therapy (monitor platelet
counts);
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Oritavancin

» Oritavancin Is a new glycopeptide derived from
vancomyein with excellent activity against MRSA
10 [0 VA ISTAVAVARESTAN

» Results fremi a phase Il trial evaluating
oritavancin versus vancomycin—cephalexin in
complicated skin and skin structure infections,
show once again no statistically significant
differences in outcomes between the twos study.
groups.
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Dalbavancin

» Dalbavancin Is another glycopeptide

» derived firom teicoplanin with' similar anti-staphyloceccal
activity' as oritavancin.

» It Is characterized by a long half-life that allews a ence a
Week dosage.

» The results ofi a recent phase Il trial on the efficacy of
dalbavancin single dose versus vancemycin in; catheter-
related bacteremia by gram-positive pathegens, including
MRSA, indicate a significantly higher overall success rate in
patients receiving dalbavancin (87.0% versus 50.0%)
which rises great expectations from the trials underway.
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Telavancin

» Telavancin is a novel lipeglycopeptide with activity against
gram-positive bacteria, including MRSA and VISA/VRSA

» A phase 2 clinical trial on the efficacy of telavancin ence
daily versus standard therapy in patients with MRSA In
complicated skin and soft-tissue infections shows a clinical
cure rate of 82% for telavancin versus 69% for the
standard therapy.

» Microbiologic eradication in these patients was achieved in
84% for the telavancin and in 74% in the standard therapy
group.

» Similar Incidence and spectrum of adverse events was
observed In the two groups.

» Telavancin Is on current phase 11 trial in patients with
hospital-acquired pneumonia.
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Ceftobiprole

» Ceftobiprole (BAL9141) is a novel broad-spectrum
parenteral cephalesporin with high affinity to
PBP2, the methicillin-resistant determinant for
beta-lactam resistance in staphylococci, and
displays in-vitro activity: against both MRSA and
VRSA .

» In a rabbit modell of endocarditis due toe MRSA anad
VISA, ceftebiprole was as effective as vancomycin
against MRSA and superior to vancomycin against
VISA

» It Is currently on trial in patients with hospital-
acguired pneumonia and complicated skin and: skin
structure infections.
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