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i Les molécules ... classigues...

= Methicilline = Amox/Ac clav
= Rifampicine = C3G/C4G
= Vancomycine = Ureido

= Imipénéme
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= Probleme essentiellement de portage
= Peu d’infections invasives
= Différent de la problématique US
[ DO e et e B SO B (5 RiRERGA T Seee | RUE
¥ ICU Patients, 1895-2004 > 1995.2004
Diapositive _ ] _
7 POUFC]UOI pourralt-on avolr
* besoin d’élargir I'arsenal?
= Résistance et écologie
s G+
. G-
= Toxicité des anciennes molécules
= Spectre plus large
= Nouvelles cibles
= Confort de vie
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Duree de perfusion
i p Doripéneme
25 1 —e— 500 mg IV administered over 1 h
4 —a— 500 mg IV administered over 4 h
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Chastre et al, CCM 2008
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1 Pourquoi pourrait-on avoir
i besoin d’'élargir I'arsenal?

= Résistance et écologie

= Toxicité des anciennes ... et des
nouvelles molécules

= Spectre plus large
= Nouvelles cibles
= Confort de vie
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Toxicité

= Pénicillines

= Allergies vraies
= Vancomycine

= Rénale

= Réactions immuno-allergiques
= Linezolide

= Toxicité médullaire

= Digestif

Dlap05|t|ve B TYGACIL® EN MONOTHERAPIE VERSUS L'ASSOCIATION

13 VANCOMYCINE + AZTREONAM
#» Taux de succes clinique dans la population cliniquement
évaluable (CE) et dans la population en c-mlITT (critére
principal)
g n=3s0ians 86,54 5 e pour
g ladiffé[enoe:
3 n = 364/411 88 6% O8%22T%
% =
§ 1% 28%
e n = 425/519 81,9%
H 20 a0 n'n 80 100
B Vancomycine +Aztréonam [ Tygacil® * p < 0.001 pour |2 non-infériorits
ité ot Gi dans le trai das infecti 63 de la peau et des tissus mous. D'aprés Eilis-Grosse L1 & al.
1D£:ap05|t|ve B TYGACIL® EN MONOTHERAPIE VERSUS L'ASSOCIATION

VANCOMYCINE + AZTREONAM : EFFICACITE EN FONCTION
DE L’ETIOLOGIE DE L'INFECTION

» Taux de succes clinique dans la population CE en fonction de
I’étiologie de I'infection

n=227/263
n = 226/259

- |86,3% [81,6-90,2
|87,3% [82,6-91,11

Infections des |
nussus mous

n=101/116
n = 106/116

C eraw (796028
91,4% [84,7-95,4]

Abcés

Cjeeow (iaza)
82,6% [61,2-95,0]

Uicares |
infectés

A
1100,0% [6E.4-100,0]

Briluras

_ pooowse-wog
1100,0% (3¢,8-100,0]

o 2 b 60 [3 1bo
I Tygacile E vancomycine + Aztréonam Résultals en % [IC 95%]
Efficacité et tolérance dans le traii des infecti

pliguées de la peau et des tissus mous. D°aprés Ellis-Grosse EJ & al.
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15 B TYGACIL" : TAUX D'ERADICATION VERSUS

L'ASSOCIATION VANCOMYCINE + AZTREONAM SUR LES
GERMES IMPLIQUES DANS LES INFECTIONS DE LA PEAU
ET DES TISSUS MOUS

*» Taux d’éradication par patient dans la population
microbiologiquement évaluable (ME) et dans la population en

m-miTT
B21% 1C 85% pour
Population ME la différance -
-10,6% & 2 4%
86,2%
Population IC 95% pour
m-miTT la différence :
-9,1% & 3,2%
13 20 a0 80 B0 100
W Tygacil® W Vancomycine + Aziréonam
Efficaciié et tolé dans Ie trail des i it ées de la peau et des tissus mous. D'apreés Ellis-Grosse EJ & al.
16 [Evéncments indésirables Tygacil Vancomycine Test exact de Fisher
par appareil * (n = 566) i+ aztréonam (n = 550) P
Systéme sanguin a9 002 o8t
et lymphatique
Allangemant du temps 20 (2,6) ] o
de céphaline activée
Anémie 10(1.8) 238 006
Allangemant du tempe 18 (22) 508 o010
de prothrombing
Métabolisma et nutrition as (189 g @781
Elévation des ASAT 0.8 28 (5,1) 0,003
Elgvation des ALAT 014 34 (6,2) < 0,001
Systéme nerveux 5 (9.0 55 (102 0582
Efat vertigineus 20 (85) 222 02
Insomne 18 (25) 21 (3 023
Appareil iratois 3005.8] ai [69) 0.416
Peau et annexes B0(10.6) 106 (19,3 <0001
Prurit. 24 (42) A0 (7,3) 0,039
Eruption cutEnee 108y 52 (5,8) <0001
Apparell uro-génital a8 21 (3,8) 0,008
Evénement indésirable 19 (3.4) nes 0,788
avec facteurs divers
Reéaction lecele au traitement 19 [34) 16 (28] 0735

NOTE. Les données expriméas sont des nombres [U4) de pationts. ALAT : alanine aminotransférase ; ASAT : aspartate aminotransférase
2 Les totaux par appareil ne correspondent pas forcément a la somme des différents événements indésirables car un méme patient peut
rapporter 2 événements indésirables différents ou plus affectant le méme appareil.

" Différence significative entre les groupes pour p < 0,05.

Efficacité et tolé; dans le trai des infectit iquées de la peau et des tissus mous. D'aprés Ellis-Grosse EJ & al.

Di itiv - .
17ap05t ¢ Nafcillin vs Vancomycin dans la

prévention des rechutes des bactériemies
a SASM

251 Nafcilline (n=18)
21 Vancomycine (n=70)
20 19
g
P 15 7
S 11
= 10
©
o 6 7
5
| 0 0 0
Persistance  Persistance Rechute Echec
>3 >7 Bacteriologique

Chang et al. Medicine (Baltimore). 2003.
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18 Pourguoi pourrait-on avoir
besoin d’élargir I'arsenal?

Résistance et écologie

Toxicité des anciennes molécules
Spectre plus large

Nouvelles cibles

Confort de vie

Diapositive A Randomized, Double-Blind Trial Comparing

19 Ceftobiprole Medocaril with Vancomycin plus
Ceftazidime for the Treatment of Patients with
Complicated Skin and Skin-Structure Infections

Gary J. Noel, Karen Bush, Partha Bagchi, Juliana lanus, and Richard $. Strauss

Proportion (%) of cured patients

Vancomycn plus
Infection charactenstic Ceftobiprole arm  ceftazidime arm G5% CI
Type
Diabetic foot infection 126/145 (86.2) 63/77 (81.8) -54t015.7
Wound 1021110 {92.7) 48751 (24.1) =921 95
Abscess 1327144 {91.7) 77180 196.3) =11.31034
Cellulitis BO/EE 93.0) 32/36 (88.9) 60te 198
Surgically debnided at baseline 185/204 {90.7) 92100 (92.00 =78t 64
Hot surgically debrided at baselne | 254/281 (90.4) 128144 (88.9) “d4 B4

Proportion (%) of patients wha
experwnced chinical cure or
rmicrobiokogical eradication

Vancomyon plus

Diapositive
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Gary 1. Noel," Richard
Rienk Pyvps

Characteristic Cefrobiprole arm  cafazidime arm a8% Cl
Chrscal cure
Gram-positive bacteria present 262/318 (51.8) 1457185 (50.3] —36t0 76
Gram-negative bacteria present  108/124 (87.8) 61/6% {89.7) =1M0twsl
Micrebiolegical eradication
Gram-positive bactera prezent 2831318 (88.00 14771665 (88,11 -G8t B
Grar-negative bacteria pressnt 108124 (84.7) 5768 (838 951t 128

CID 2008:46 (1 March)

Results of a Double-Blind, Randomized Trial of Ceftobiprole Treatment
of Complicated Skin and Skin Structure Infections Caused by

Gram-Positive Bacteria”

s, Karen Amsler,! Markus I'Iu;p.:
a.% and Joseoh S. Solomkin®

Ceftahipmol
Characteristic” B Cure rate (oo, of ]
{ir = 39Ty patients cured total W% Clof
Populstion 0o of paticats [ ) difference
n curc
Na, (%) of ITT lation with 153 (385) 140 {385) Ceftohiprole Vancomyein I[JIU\
primary Eroup group
site of infection
o T 0307(TTH) J0DMT(TTH  -55.61
No. (%) of ITT population with o [ 16.6) 65 (16.8)
diabetes iy . .
Oaly gram-positive bacteria 223276 (R1S) 219267 (820)  -7.0,6.0
- - owlated at the baseline
Infection type (no. [%] with 396 185 Dnly gram-negative bacterin 27736 (75) TP (50) 30400
infection type) wlated at the bascline
Abscess 195 (49
Wound 127(32) : 6D (U2.2)
Surgical wounds 43 Wound mfections T80 {96,
Traumatic wounds 72 Alsces LIS
Wounds associated with 12 Cellulitis H4/50 (SR.0)
T4 7018 ME 213226 (%4.2) 03217 (935 3852

“ Cures oocurred in 3 of 4 subjects who reo

ed aztreonam with vascomycin

and 14 of 30 whjects who recerved vancomycn alone.

ANTIMICROBIAL AGENTS AND UHEMOTHERAPY, Jan. 2008
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21 Pourquoi pourrait-on avoir
i besoin d'élargir I'arsenal?

= Résistance et écologie

= Toxicité des anciennes molécules
= Spectre plus large

= Nouvelles cibles

= Confort de vie

Diapositive
22 Impact of selective antimicrobial agents on staphylococcal adherence to
biomedical devices
Antibiotic lock model Adherence to silastic catheter
Edmiston et al, Am J Surg 2006
Diapositive
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Impact of selective antimicrobial agents on staphylococcal adherence to
: biomedical devices

+

Baseline

. ® Ceftriaxone
Vancomycin
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Impact of selective antimicrobial agents on staphylococcal adherence to

biomedical devices

= Daptomycine, rifampicine et linezolide

= Meilleure efficacité et vitesse d’éradication
des isolats de Staphylocoque sur matériel
versus vancomycine, gentamicine et
ceftriaxone

= Intérét de la daptomycine et du

linezolide dans les infections sur
matériel étranger

Edmiston et al, Am J Surg 2006

Diapositive Complicated bacteremia

25 Presence or spread of infection
Infection involving prostheses
not removed within 4 d

Study Design

Final Diagnosis*

= Uncomplicated bacteremia
= Complicated bacteremia

= Right-sided endocarditis

= Left-sided endocarditis

Positive Entry Diagnosis According to Modified Duke Criteria
S. aureus = Definite endocarditis

blood = Possible endocarditis

culture = No endocarditis

Work-up includes TEE
within 5 days

— End of Therapy Test of Cure

L 4 @
days I I
Dual-Therapy Comparator

« Vancomycin 1 g IV twice daily Outcome Outcome

+ gentamicin 1 mg/kg IV 3 times daily x 4 days Primary

« Semisynthetic penicillin 2 g IV 6 times daily Endpoint
+ gentamicin 1 mg/kg IV 3 times daily x 4 days

Fowler et al, N Engl J Med. 2006.
Diapositive
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i Diagnostic final

Daptomycin Comparator

B Uncomplicated bacteremia (UBAC)
B Complicated bacteremia (cBAC)
I Right-sided endocarditis (RIE)

B Left-sided endocarditis (LIE)

Fowler et al, N Engl J Med. 2006.
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Success Rate (%)

Taux de succes a 6 semaines en
fonction du diagnostic (ITT)

707 B Daptomycin
|
60 Comparator
%07 421 438
40
30
22.2
20
111
101
0-
Uncomplicated Complicated Right-sided Left-sided
Bacteremia Bacteremia Endocarditis Endocarditis*

Fowler et al, N Engl J Med. 2006.

Echecs de traitement

= Comparable D 55.8% vs Comp 58.3%

= Motifs
= Dapto:

= Persistance ou rechute de l'infection a S aureus

(15.8% Vs 9.6%, NS)

= Augmentation de CMI sous traitement (n=7)

= Comp:

= Effets secondaires (14.8% vs 6.7%, NS)
= Augmentation de CMI sous traitement (n=1)

Fowler et al, N Engl J Med. 2006.

Pourquoi pourrait-on avoir
besoin d’élargir I'arsenal?

= Résistance et écologie

= Toxicité des anciennes molécules

= Spectre plus large
= Nouvelles cibles
= Confort de vie



Diapositive Once-Weekly Dalbavancin versus Standard-of-Care
30 Antimicrobial Regimens for Treatment of Skin
and Soft-Tissue Infections

Elyse Seltrer, Mary Beth Dorr, Bath P. Goldstein, Mare Perry, James A Dowell, Tim Henkel, and the Dalbavancin
Skin and Soft-Tissue Infection Study Group®

Treatment group, iV (%)

Vanable 1-Dose dalbavancin | 2-Dose dalbavancin | Comparator®
Response to treatment
Clirical success
At EOT wisit
ITT populaticn 15/20 {76 1821 {31) 17/21 g1}
Clinically evaluable population 1316 {81} 1817 (24} 17/21 81}
At follow-up viet
ITT population 12120 (60 19/21 91 1821 (78]
Clinically evaluable population 813 (62) 1617 (34) 1621 (76}
Microbiclogie success” 2 581 121392} 127 (7
Staphylococcus aureus isolated 510 (500 910 (20) &0 (B0}
Miscellaneous streptococcal species isolated 23 1671 4f5 8oy &7 (1°
1-Dose dalbavancin 24Daose dalbavancn
Day 8 Day 10 Day 24 Day 8 Day 20 Day 34
Value {n = 1@ tn = 16) fn =17 n =17 tn = 16} In =16
Meanmg/ml = SO 310 £ 71 252248 102£35 304282 2122100 90 +44
Range, mafmlL 1694656 14.7-32.3 57-17.4 172-437 7.6-40.1 4.4-165

Diapositive Efficacy and Safety of Weekly Dalbavancin Thempyr ‘
31 for Catheter-Related Bloodstream Infection Caused
by Gram-Positive Pathogens

lssam Raad," Rabih Darouiche,” Jose Varquez” Amold Lontnek,* Ray Hachem," Hend Hanna,' Beth Goldstein®
Tim Henkel and Elyse Seltzer”

Dalbavancin ~ Vancomyein

Population and visit, response aroup Qraup

microl TT population at EOT
No. (%} of isolates Crwverall success 223 1.3 18028 Ba3)
o Clinical success. /23 1.3 18/28 (6431

albavancin Vancomyein . | )

group® group Microbiclogical success 22/23 195.6) 26/28 (92.9

Type of izclate in = 26) in = 28) micralTT population at TOC
Staphylococcus aureus Overall success” 20023 (g7.01" 14128 150.01°

Al 123 1242l Br'—“'"“‘“" slatus
MASAY 5 (19.2} 3 B2.1) Retaned at basaline 68 {75.0 410 40.01
) ' Removed at or
Cols . " ISD'.O' 121464 before baseline 14115 (93.3) 1018 {55.6)
Enterococcus fascalis 2027 30107
Evaluable population at TOC
Overall success 1314 i32.90 820 W5.0)
Clinical success 1314 (92.9) 920 45.00
Microbioksgical success 1414 (100,00 16/20 80.0
CID 200540 (1 February)
Di apOSItIVE Randomized, Double-Blind Comparison
32 of Once-Weekly Dalbavancin versus Twice-Daily

Linezolid Therapy for the Treatment of Complicated
Skin and Skin Structure Infections

Luix E. Jusrogui,’ Simon Babaradeh Elyen Seltzee” Lis Goldbery " Dainis Kriewin.” Mark Froderick.”
David Krause lgors Saibovs.” Ditvinas Endrinas,” Jotirey Bres,* and Willian 0Risrdas’

Dalbavancin - Linezchd

arm am

Characteristic in =871 (0= 283}
Type of infection

Majer abscess 190 (23) 86 (300

Cellulitis 157 27) &4 (300

Other deep soft-tissue mfection 86 017 46 (161

Traumatic wound infection &30 3302

Surgical wound infection 47 @ 27 o

Infactad major bum® 18 {3 7@ W Dalbavancin Linezolid

=

| szamz

00 -
P 90 7s¥2  grgmna 12 B8y Bag,
80
2
g0 |
s %
@ 50
Z 40
53
20
& 10
" Ciinical Micro- ~ Overal |~ Clinical |~ Micro-  Overall
~ b‘ﬁ'ﬁ' s TI =
EOT

CID 2005:41 {15 November)



DlapOSItIVE Telavancin Versus Standard Therapy for Treatment OAD
33 of Complicated Skin and Soft-Tissue Infections Due

to Gram-Positive Bacteria

Martia E Saryjewski'! William 0. 0 Riordan " Willism K Lau." Francis D. Pien" Lala M. Dusbac* Marc Valles

WVance G Fowder o' Vivian H Chu ™ Elizabeth Spancer’ Steven L Barriers” Michasl M. Kin®
Chrivtopher B Caboll " and 6 Ralph Corey'” tor the FAST liveatigator Group

Ma. (%) of patiants,
by treatment group

Population, response Telavancin®  Standard therapy®  P° ag% CI°
Alltreated

Achsaved cure 66/24 {791 66/83 (301 52 =013 005

Had treatment failure 684 {7} 383 id}

Indeterminate 12/24 (14) 1483 (17]
Infected with Staphylboccocus aureus, achieved cure 40450 {801 40052 (771 B0 =016, 011
Infected with MRSA, achieved cure 1822 (82 18/26 (69) 100 -0.21, 021
Clinically evaluable, achieved cure 6672 (92 6659 (96) 53 -013, 005
Microbi i duabl i hisved cure  52/56 (93) 5356 (95) 79 0,13, 009

Proportion (%] of patients,
by tréatrnent group

Microbiological
eradication Telavancin®  Standard therapy® £
At the EOT evaluation
MRSA 12118 (63) 11115 (58} 58
Total 42156 (75) A2/56 (75} 83
At the TOC avaluation
MRSA 16119 ig4) 14019 (74} 53
Total 44156 (B0) 46/56 (821 B3

CID 200540 (1 Tune)

Diapositive Telavancin Versus Vancomycin for the Treatment
34 of Complicated Skin and Skin-Structure Infections
Caused by Gram-Positive Organisms
Madtin £ Stryjewski'” Domald B. Grabam' Samuel E Wikson.' William O Riordan” David Young' Amold Lentnek "

Douglas P, Ros,” Vanca . Fowlor Alan Hopkins,” K. David Friedband,’ Steven L Basrier,” Mickesl M. Kin! asd
6. Ralph Carey on behall of the Assessment of Telavancin in Complicated Skin and Skin-Structure Infections
Sy

Tahle 5. Patients cured at test of cure in studies 0017 and 0018: pooled analysis. 1867 patients

Proportion of patients (%)

Telavancin Vancormyain Difference in cure rates
Population treatment arm  treatment arm  (85% Cl for the difference)®
Study 0017
Clinically avalusbla 304/345 (B7.9)  302/349 (86.5) 1.3(-36106.3)
All treated 3230426 (75.80  321/423 (74.8) 1.0 (481068
Study 0018
Clinically evaluable 354399 BB 7} 348/395 (87 B} 1.1 {-34 568
Al troated 387/B02 700 ATE510 (7371 341-19wav
Pooled analysis (studies 0017 and 0018}
Clinically evaluable BEG/TAS (B8.3)  B48/744 (87.1) 12 (2.1 to 4.6}
All treated 710/928 (76.5)  697/939 (74.2) 23(-16w8632)
CID 200846 (1 June)
v VAN
% sucoass % success
Favars VAN Favors TLY Ny M)
| i Cirical cure 9% Fral]
| 1 1 CF patents (745 (744)
| 16| 24 64 ol e rpor s2% 86.7%
| 1 ME pabent 537 15361
| =22 st Civcal cure in ME 50.6% 86.4%
| I 1 palonts with MESA nfechon 278 20
| ©2 L2 Microbciogical sadicalion in ME 89.5% 85.4%
E palents wilh MRSA infechon 2rs 301}
[ 03 31 no.s OVeroN TIO0RUTC MS0RSe" It ME s 87%
I ! patiants with MESA infection (278 1301}
=15 -10 = o 5 0 15

Cifference in success rates (TLV-VAN %) with 85% CI

CID 2008:46 (1 June)
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= Quinupristine-dalfopristine

= Oritavancine

= Iclaprim: diaminopyrimidine qui inhibe
la dihydrofolate reductase.

= Ceftaroline

L'arsenal thérapeutique actuel est-il
suffisant :quand peut-il étre nécessaire
d'élargir les choix ?

= Résistance et écologie

= Non

Toxicité des anciennes molécules
= Indications encadrées

Spectre plus large

= Evaluation a réaliser

= Nouvelles cibles

= Prometteur ...

Confort de vie
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