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Abstract Introduction Susceptibility Test Methods. All 1solates were tested by the CLSI Table 1. Distribution of 128,444 Gram-positive isolates and medical Table 2. Percent distribution of doripenem MIC values for all Conclusions
N PP et " o o] broth microdilution method (M07-A8, 2009) using validated centers by geographic region and country organisms tested (2003-2009)
. . . mpiric antimiCroolal therapy in healthcarc scttings that dea : : - Region and Number of  Number of Region and Number of  Number of Cumulative % inhibited at doripenem MIC (ug/mi) e Aoainst a verv laree. seooravhicallv diverse
Background: Dorlpenem (DOR) 1S 4 carbapenem approved 1n ith a hieh ‘ f ’ Iv 111 ’ ' b . commermally pIep ared P anels (TREK DlagnOSItCS’ Cleveland’ country medical centers isolates country medical centers isolates ; g y g ? g g p y
with a high proportion of seriously 1ll patients 1s becoming , , _ , _ , : .
, , , . ol ced by d fic - th Ohio, USA) 1n cation-adjusted Mueller-Hinton broth (with 5% Asia Western Pacific Europe Organism (no. of strains) <0.06 012 025 05 1 2 4 8 collection of contemporary Gram-posmve
many countries for the treatment of hospital-acquired bacterial PTOZICSSIVELY INOTC COMPIOMISCA DY Gramatic ICTCAsSes 1h the tvsed horse blood added o of . . Australia 12 3986 Belgium > 1147 .. . ; oo
prevalence of extended spectrum f-lactamase (ESBL)-producing ysed horse blood added for testing of streptococci) against a Hong Kong 1 472 France 6 7606 S. aureus (62,753) 56 60 64 71 77 8 83 88 clinical 1solates, doripenem exhibited
. : . . : : . . - 7 . . : 11 : 1 India 14 1351 Germany 4 5987 « o . *11° .
pneumonia (HABP), ventilator-associated pneumonia (VAP), Enterobacteriaceae (primarily Escherichia coli and Klebsiella variety of antimicrobial agents representing .tl.le mos.t common e : - cermel : o8 VIRSA (26.787) . & 17 a3 48 54 1 T excellent activity against oxacillin-susc eptlble
, , L , , spp.), constitutively-expressed chromosomal AmpC (Bush group classes and examples of drugs used for empiric or directed Japan 27 5118 Ireland 2 2401 : : :
complicated intra-abdominal infections (cIAl), and complicated . . . L . Korea 4 1670 israel 1 1459 MSSA (35,965) 97 995 999 >393 >999 >399 100 StaphleCOCCI and B—haemolytlc StI‘GptOCOCCl,
1 enzymes in Enterobacter spp., Citrobacter spp. and Serratia treatment of these indicated pathogens. Interpretation of MIC New Zealand 2 205 taly . 207 .. : :
. . . . . . . . . . . . _ CoNS (16,283) 25 32 39 49 o6l 71 79 87
urinary tract infections (cUTI). We report the 1n vitro Spp.), serine carbapenemases (primarily KPC 1n Klebsiella results was 1n accordance with CLSI (2010) and EUCAST PR. China 19 4255 Poland 1 1163 but activity was compromlsed against
. _ . . _ . i ) i i Philippines 2 280 Portugal 1 310 ) ‘112 . .
ntimicrabial activity of DOR tested against prevalent Gram spp.). and multidrug-resistant (MDR) nonfermentative Gram- = (9010) published eriteria. Concurrent testing of ATCC qualit Sngopor 1 o e 1 o WRCNS(2451) 5 12 2 3 49 63 T & oxacillin-resistant staphylococci and most
- n 1 1111. 1Stan 1ra - an rin-generation . . ' i . .
cEALIVE Dab T RESISIANEES 10 s TOUTT-EHIetatio control (QC) strains included: Staphylococcus aureus ATCC South Afrcs . o8 opaln : 2510 MS-CoNS (3,830) 91 99 993 997 998 999 100 enterococci. Doripenem demonstrated ver
Taiwan 3 994 Sweden 2 3390
positive pathogens i1solated worldwide cephalosporins, {-lactam/p-lactamase inhibitor combinations, 29213, Ent faecalis ATCC 29212, and Strept Thailand 3 538 Switzerland 1 1970 E. faecalis (13,865) 1 1 1 1 2 29 83 96 '
. : . . , LLnlerococcus jaecatls . repliococcus allan witzerian . faecalis (13, 1
fluoroquinolones and aminoglycosides have also become o ATCC 49616 P Total 95 20447 Turkey 2 2760 gOOd potency against 5. prneumonide (MIC9O>
. - . : . neumoniae . i i i
. . commonplace in various geographic regions, requiring the P U AT Ul 2 2891 S IEEON (012 & & 1 . & & % 2
Methods: During 2003-2009, a total of 128,444 consecutive, HHHOTD SEOBTap 1L ITE HHTHS | Argentina > 2779 Total 3 28053 0.5 pug/ml).
utilization of carbapenems, glycylcyclines, combination therapies Bragil 4 6359 North America R-haemolytic strep. (8,100) 995 >99.9 >99.9 100
non-duplicate 1solates from a variety of infections were or ‘agents of last resort’, such as the polymyxins. Results mfc ) g ;igj Sggada 866 52256831 Viridans strep. (3,362) 76 8 92 94 97 98 993 994 * This data define doripenem actiVity against
collected from the following regions (n countries: n isolates): As an antimicrobial class, carbapenems are 1nnately stable to * Against 62,753 §S. aureus 1solates, doripenem was very active \T/st”aefzue'a 112 122?4 Total 92 55230 S. pneumoniae (16,232) o = e @m eaT 600 906 s666 the vast maj Orlty of Gram_posr[lve organisms
most [-lactamases of Ambler class A, C and D, and are widel ' 11lin- ible i . - : :
| | | | 3 mase Ambl S A, C. : dely against the oxacillin-susceptible 1solates (MSSA; MIC ., both on a global scale, and is potentlally useful in
Asia Pacific (13; 20,447), Europe (15; 38,253), Latin America used for serious infections involving resistant Enterobacteriaceae <0.06 pg/ml) but much less active against the oxacillin-resistant Table 3. Antimicrobial activity of doripenem and comparator agents when tested against Gram-positive bacterial isolates s th decisi h falized
(including ESBL-producing and AmpC over-expressing 1solates), lation (MIC 2/>8 uo/ml: Tables 2 and 3). Simil MIC in pg/m MIC in pg/m empiric therapy decisions to treat hospitalize
(5, 14,514), and NOI’th America (2, 55,230) Susceptlblhty (S) b P d . d Aci f b f popu ation ( S0/907 HE/ M, 1abIes < al ) tmar Organism (no. tested)/Antimicrobial agent MIC MIC Range CLSI" EUCAST Organism (no. tested)/Antimicrobial agent MIC MIC Range CLSI UG tl nt lth rl nd t 1 11 dlfﬁ lt t
%na§r0 €S, Iseu omonlas aeruglndaiva En cine dOUac. ei(fi sg)p. results were observed for coagulase-negative staphylococci : o %S / %R %S / %R e %S / %R %S / %R paucnts wiiil SCrious 4 ypicCally CUIl-1O-
: . . aureus (62, _ ! o o
testing was performed using CLSI methods (M07-AS). oripenem was recently app TOVEE T BUTOPL dll I}lte .tates (CoNS; Table 2). Overall, 42.7% of isolates were oxacillin- Doripener <006  >8  <0.06->8 e v Doripenem o N SR S treat (MDR) infections, such as HABP, VAP,
(USA) for treatment of complicated intraabdominal infections <tant (MR) and 37.3% levofloxacs tant. 590,00 Oxacili 05 >  <025->2  573/427  57.3/427 pmeiin : o =i si/on 3/91 AT and cUTI
' ° : : : : - : : Cefepi 4 >16 ~ <042->16  57.3/427  57.3/427 =000 =2 0/ "/
Results: DOR had high activity against methicillin-susceptible (cIAI), complicated urinary tract infections (cUTI) and in Europe res.ls ant (MR) an 7 WELE IEVO oxaf:m 1.‘es1s a.n = 0 Gt s votorac 4 4 W sesmmz o/ CIAL, and C -
° . . . . . - inezoli 25 - > : : : :
and other countries, including Israel and Turkey, hospital-acquired of 1solates were susceptible to vancomycin, linezolid and oo o Y e eraran el Quinupristin/dafopristin 1 2 <025->2 804/100 804/100
(MS) S. aureus (SA), MS-coagulase-negative staphylococci bacterial pneumonia (HABP) — including ventilator-associated daptomycin (Table 3). -cvonoaen =0 Do o /37(')31 oo /37(')31 \T/Z'sggﬁyn;n T e <o1s -1 ;i;:ﬁg 222;32; Selected References
. inezoli <0.06 - > >99.9 / <0. >99.9 / <0. _ _ . T ' ' ' '
, - , pneumonia (VAP). The agent has a spectrum and potency versus . . : . . : : Tetracycline <2 -8 <2_>8  880/115 87.3/126 B-haemolytic streptococei (8,100)
(CoNS), B-haemolytic streptococci, viridans streptococci, and A | S e o * Limited doripenem activity was observed against enterococcli Timethonrimsulfamethosazole 05 <05 <05-0  ondsas ondsas Doripener 006 <006 <006-05 /- 100.0 / 0.0 . Chastre J, Wunderink R, Prokocimer P, Lee M, Kaniga K. Friedland I (2008).
-p Ve COCCI IOSU S1mildr to tnat oI 1mipencm, an ram- with pot be: 1 : E : han E Ji S, 1 1 <012 - 4 599.9/00 99.9 /<041 Penicillin <0.015  0.06 <0.015 - 1 99.9/ - >99.9 / <0.1 _ _ _ . 0 )
: .. : potency being lower against L. faecmm than L. faeca IA) S e (5 G Cefepime <0.12  <0.12 <0.12 - 2 99.9 /- >99.9 / <0.1 Efficacy and safety of intravenous infusion of doripenem versus imipenem in
S. pneumoniae with MIC,, values ot <0.06, <0.06, <0.06, 0.25, negative aCtlYlt}., like that of memp?ner.n (€.g. two- to four-fold (Tables 2 and 3) Ig?)filpg]r;ztrfcepl T <006 <006  <0.06 - 4 /- /- Ceftriaxone <025 <025  <0.25-4 99.9/-  >99.9/<0.1 ventilator-associated pneumonia: a multicenter, randomized study. Crit Care
greater than imipenem). The agent is highly B-lactamase stable, | Cefepime 2 4 <012->16 >999/<01  1000/00 cindamyein A Med 36(4):1089-96.
d05 'ml ivelv. DOR - : f : : : : : : , . o , Ceftriaxone 4 4 <0.25 - 32 99.7 / 0.0 100.0 / 0.0 aptomycin =0 - =OhEIe = 07/- 0/0. s .
and 0.5 pg/ml, respectively. was active against a few is resistant to inactivation by renal dehydropeptidases and, when * Doripenem exhibited excellent activity against 8,100 Daptomycin 025 05  <006-4  >099/-  >99.9/<0.1 Erythromyer 0 E oo TRe/208 T86/208 2. Clinical and Laboratory Standards Institute (2009). M07-45, Methods of
: : - - , , Imipenem <05 <05 <05 - 4 100.0/0.0  100.0/0.0 evotioxacin =0 =05 == Y == S dilution antimicrobial susceptibility tests for bacteria that grow aerobically,
MRSA and MR-CoNS both with an MIC-. of 2 ug 'ml. DOR Compared with several other antl_p seudomonal agentsa lnChldlng B-haemOIYtIC StreptOCOCCI (MICSO/%, both SOO6 Hg/ ml, Tables Levofloxacin <0.5 <0.5 <0.5 - >4 92.8/6.8 92.8/6.8 \L/mezolld | 015 015 iggg _i 1888; ] 1888; 88 approved standard-seventh le?dil‘iOI’ly Waylf; PA: CLSI s g
] 50 ’ ' : : Linezolid 2 2 <0.06 - 4 100.0/0.0  100.0/0.0 ancomyein ] - - =YeLe - e et o i C TS e '
other carbapenems, has the lowest rate of SP OntaneOUSIY OCCUITIng 2 and 3). OVGI’&H, 20.8 and 9.6% of 1solates were resistant to Te:fagyc.me < <D <D _ >8 937 /58 93.2/6.8 Viridans streptococci (3,362) 3. Clinical and Laboratory Standards Institute (2010). M100-S20-U, Performance
. . . . . . i i a7 <0. <0. <05 - > _ _ _ _ Doripenem <0.06 0.25 <0.06 - >8 -/ - 96.8/ 3.2 .. . 7 e7e . th . .
was not active against the vast majority of E. faecium, and had resistance. erythromycin and clindamycin, respectively (Table 3). T T/ SHAMEREGEOIE U ot we09/00 see0/<on Penicili 00 L o%smreR Ba/BA BLe/5A Smm;ardsJ;Oq;;mﬂmlcgzbgig?scepnblmy festing. 207 informationdl
: L : N Cefepime <0.12 1 <0.12->16 921/36  86.6/13.4 supplement. Wayne, PA: .
. .. . . In this study, we report in vitro testing results from a very large . . .. Oxacillin-resistant (26,757) v s . . . , -
marginal activity against E. faecalis (MICsq,, 4/8 ng/ml). Y . p o .g. . y g e Doripenem showed very good potency against 3,362 viridans Doripener 2 >8 <0.06 - >8 /- /- gﬁ;t(; :m‘;;‘; igg: >12 S<062255 ] >322 8982-24// 141-11 ::Z ﬁg 4. EUCAST (2010). Clinical MIC breakpoints. <http:/www.eucast.org/clinical
global collection of Gram-positive clinical 1solates collected . _ Daptomycin 025 05  <006-4  999/-  999/01 e PreC A A o breakpoints/> Version 1.1. April, 2010.
. . . . . ° . Levofi ' >4 >4 <0.5->4 20.4 / 78.4 20.4 / 78.4 ' ' - ' — .. .
Conclusions: Acainst thi 1 lobal lat; r between 2003-2009 in the SENTRY Antimicrobial Surveillance stoup strep tococet (VGS; M.IC50/90’ <0.06/0.25 pg/ml; Tables 2 Lienv;j;acm | . 0_12 e 99_9// o1 99_9/ 704 Erythromycin <025 2 <0.25->2  54.7/43.3 /- 5. Farrell DJ, Moet G, Sader H, Putnam S, Jones R (2010). Antimicrobial
onciusions. Against tnis very large giobal popuiation o Prooram. Dorinenem activity was also compared with that of and 3). Using the MIC,,,, doripenem was four-fold more potent Tetracycline <2 >8 <2->8  803/193  79.3/205 t;";fsi’;ac'“ 1 i 28:3«:2 9:;% 6 - activity of doripenem against clinical bacterial pathogens from Europe, 2009.
2 p y P _ / / . . . .
Trimethoprim/sulfamethoxazole <0.5 1 <0.5 - >2 91.1 /8.9 91.1 /8.9 _
: : : h lact ¢ d b f [ antimicrobial than penicillin, ceftriaxone and cefipime against VGS. Against Vancomyci | | 012-4  >09.9/00 5999 /<01 Vancomycin 0.5 1 <0.12 - 2 99.9 /- 100.0 / 0.0 20th European Congress of Clinical Microbiology and Infectious Diseases
geographically and temporally (including contemporary [2009]) other -lac am agents and memoers of several anumicrooia 9 | . | ' . e S e (5 25 S. pneumonae (16,232) (ECCMID). Abstract P1874.
4 Hection of isol DOR exhibited " classes used in the empiric or directed therapy of cIAI cUTI and these streptococcal species, erythromycin resistance was high Doripener 1 >8  <006->8 /- /- corpenem o0s 4 oo e sodsaa o 6. Fritsche TR, Stilwell MG, Jones RN (2005). Antimicrobial activity of
1verse co GCthIl O 1SO atesj exni lte exce ent potency HABP . . Oxacillin > > <0.25 - >2 23.5/ 76.5 23.5/ 76.5 D sU. <0. : : dor ) . 1 1 11 7i i bhiol
including VAP). 30 . - N . Penicillin <0.03 4 <0.03->4  628/21.0 62.8/106 oripenem (S-4661): A global surveillance report (2003). Clin Microbiol Infect
(neluding YAD (4557, Table 9 o Lo RN ORIV ODUR cin 0% 1l moa0 o/ 159749584
: 41 : jax <O0. <0.25 - > : : . : . . . . .
against most Gram-positive pathogens except for MRSA, MR- Method * Doripenem exhibited high activity against 16,232 oaptomyein S o S LA i ST g ot 7. Lucasti C, Jasovich A, Umeh O, Jiang J, Kaniga K, Friedland I (2008). Efficacy
etnoas . pEneT A o | | | | Erythromycin <0.25 >2 <0.25->2  622/374  62.2/374 and tolerability of IV doripenem versus meropenem 1n adults with complicated
. . S pneumOnlae (MIC <O 06/0 5 “g/ml Tables 2 and Levofloxacin 4 >4 <0.5 - >4 44.4 / 51.3 44.4 / 51.3 _
CoNS and E. faecium. This data supports the use of DOR as Bacterial Strain Collection. Durine 2003-2009. a total of ' 50/90> = ' ’ Linezolid 1 1 <006->8  995/05  995/05 oo . . POTES A io 195680//1620 intra-abdominal infection: a phase III, prospective, multicenter, randomized,
actenal strain & ollection. During ~=UU2, a total 0 3). Overall, 62.8 and 89.4% of isolates were susceptible to o 05 2 <052 610730 610)390 Tetracycline < >8  <2->8  701/201  700/299 double-blind, noninferiority study. Clin Ther 30:868-83.
empiric therapy for hospitalized patientS, 1nm whom Carbapenem 128,444 consecutive, non-duphcate Gram-pOSItlve 1solates peniCiHin at the CLSI oral ( <0.06 ug /ml) and parenteral Vancomylzin a0 5 05 enE / 26 el / 0 Trimethoprim/sulfamethoxazole <0.5 >2 <0.5 - >2 64.8/24.8  71.9/24.38 8. Réa-Neto A, Niederman M, Lobo SM, Schroeder E, Lee M, Kaniga K, Ketter
. . . . . — : Vancomycin <1 <1 <1->1 >99.9 / - 100.0/ 0.0 : - .
Ent faecalis (13,865) .
. . from a Varlety Of 1nfeCt10nS (1nCIUd1ng HABP, VAP, CIAI, and (<2 /ml) break Oints res eCtivel EI’ throm Cin ' gfr?iecrfgrsn aecas 4 8 <0.06 - >8 —/ - _/ - a. Criteria as publ.ished by the CLSI [2010] and EUCAST [2009], for staphylococci only B-lactam susceptibility should be directed by the oxacillin test results. I\I,, PrOI(,OC,:lmer P, Frledlal,ld I (2008) .Efﬁcacy and. Safety Of do.rlpenem VEISus
therap y WOUld be Warranted tO treat SerlOus and typ lcally CUTI) Were COHGCted frOm 233 mediCal Centers (35 COUHtfi@S) in o “g p ’ p Y’ y y ’ Ampicillin <1 2 <1 ->16 99.6 / 0.4 08.6 / 0.4 Ic? in=cIﬁ3ezr:esatkrpe);ltr;tcgicszubsede;s;iz;'zge(gbO isolates), S. equi (four isolates), S. equisimilis (20 isolates), Group A Streptococcus (3222 isolates), Group B p lpera01111n/ taZObaCtam mn nOSOCOmlal pneumonla: d randomlzed’ Open-labeL
. . . . . . . . » . : - _ >99. ) o Streptococcus (3519 isolates), GroupCS?reptqcocc’us (285 isolates), GFOL,Jp F Streptococcus (55 isolz,ates), Group G Streptococcus (757 isoIa'Ees), and multlcenter Stud i Cur]/ Med R@S O ln 242113_26
difficuli-to-treat infections. such as HABP. VAP c[A1L and four geographic regions (Table 1). Species 1dentifications were tetracycline and triemthoprim/suliamethoxazole resistances Ejfjﬁ;“;iij; 1 >24 §826 j 65?59/932_9 f 4 Includee: Stropionoaaus ardominimae (e tsolates) 8, anginosus (305 isolatee), S. bovs (225 isolatee), Streptococeus cans (L olats), Sireptococcus d r
? ? ? ? performed by the Submltting laboratorles Wlth Conﬁrmation Were 37.4, 29.1, and 24.8%, reSpeCthely. SUSCGptlblhty rates Linezolid 1 2 <0.06 - >8 99-8/ 0.1 99-9/ 0.1 gogztrzli)alf:ljs(l(;?;;;?i;e?lit:r(rJrL)IéZLlesls(%((S)GSIS;:(s)lj:i:)s,)Ssgziﬁgilﬁfgiﬁzgz?tga;ess) mitis (539 isolates), S. mutans (20 isolates), S. oralis (209 isolates), S.
: : - : Quinupristin/dalfopristin >2 >2 025->2 08/9>4  0.8/954 (one tolete), 5. themmophies ftwo solates), . aberte (aght iclatos), S. vestalars (24 solatos), nspacieted styentasocc (40 pletes), unepeciated ipha Acknowled gement
CUTI. performed by the Central monitoring laboratory (JMI WCTC hlgh f()r llneZOIId (IO0.0%), VanCOmYCln (>99.9%) and Teicoplanin <2 <2 <2 - >16 976/ 2.3 974 /2.6 haemolytic s:tréptococcii)(54 isolates), and unspeciated vgiridans group streptococci (1124 isolates). ’ i o ’
e. Criteria as published by the CLSI [2010] for ‘Penicillin parenteral (nhon-meningitis)’.
Vancomycin 1 2 <0.12 - >16 96.6/ 3.1 96.6/ 3.4 f. Criteria as published by the CLSI [2010] for ‘Penicillin (oral penicillin V).

Laboratories, North Liberty, lowa, USA).

levofloxacin (98.8%; Table 3).
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