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INTRODUCTION — Multidrug-resistance (MDR) was identified as nonsusceptible to 21 drug Iin » Ceftolozane-tazobactam and comparators % susceptible against all isolates Table 1 Susceptibility of ceftolozane-tazobactam and comparators to — North America (US-only) generally had higher susceptibility rates for all
=3 drug classes and the resistance phenotypes analyzed in this study are shown in Table 1 P. aeruginosa and resistance phenotypes comparators than other regions
| | | - — Extensively drug-resistant (XDR) was nonsusceptible to at least 1 agent in — Ceftolozane-tazobactam showed >70% susceptibility to most phenotypes, P acruginosa . . MEI;/" SUSTCZeg“b'e;‘_VX A T oL — Europe generally had lower susceptibility rates than the other regions
. - n n ] ] n n n ] " -
Ceftolozane tazobactam is an_antlbacterlal comblnafuor) C_>f an all but 2 or fewer antimicrobial classes including MDR, colistin-NS, and levofloxacin-NS Al 7115 935 | 745 | 719 | 708 616 | 843 | 993 » MIC distributions for ceftolozane-tazobactam against the resistance
antipseudomonal cephalosporin and a [3-lactamase inhibitor . . . . . . MDR 1789 | 743 | 371 | 17.7 | 255 @ 189 @ 66.0 @ 994 . . .
| | o | * Classes tested included aminoglycosides, antipseudomonal — For isolates nonsusceptible to all other tested 3-lactams, ceftolozane- YDR 013 575 | 167 34 | 86 | 48 | 490 | 991 phenotypes for all isolates and by region are shown in Table 3
— Ceftolozane-tazobactam is active against isolates with common [3-lactam carbapenems, antipseudomonal cephalosporins, quinolones, and tazobactam inhibited 47.5% Amikacin-NS 671 | 453 | 271 | 192 | 228 143 | 00 | 988
resistance mechanisms found in Pseudomonas aeruginosa, including antipseudomonal penicillin/B-lactamase inhibitor combination » Susceptibility for ceftolozane-tazobactam and comparators varied by region ovofloxasin-NS 1004 | 791 | 520 | 364 430 00 | 698 | 995
AmpC production, up-regulated efflux pumps, and porin reductions N L Meropenem-NS 1,788 | 754 468 | 0.0 | 369 | 323 | 69.7 | 99.7 CONCLUSIONS
. Cof . . . . . — 98.2% of isolates were ceftolozane-tazobactam-susceptible in North Ceftazidime-NS 1,385 | 675 | 0.0 | 313 | 53 | 340 | 647 | 994
eftolozane-tazobactam is approved in >50 countries, including the United . . . o . . . . - T -
. . . . . America, 94.9% in Asia-Pacific, 90.7% in Latin America, and 89.2% in Piperacilintazobactam-Ns | 1,671 | /3.7 | 215 | 324 | 0.0 | 3o.1 | 690 | 996
States since 2014 and in Europe since 2015, for complicated urinary tract RESULTS . B-lactam-NSP 753 | 475 | 0.0 0.0 00 | 135 @ 469 | 995 . . .
NP hat includ | it i S ol Europe as shown in Table 2 2 CLS| (2018). » Ceftolozane-tazobactam had activity against most P. aeruginosa
IN eCtlonS t at INCluae aCUte pye Onep rItIS and Comp ICated Intra ademlna b Nonsusceptible to 4 B-lactams: ceftazidime, cefepime, piperacillin-tazobactam, and meropenem i i i i i i i i i
. . . o . . - ’ ’ ’ - iIsolated from patients hospitalized with various infections in 40
infections in combination with metronidazole . . . . L .
Clinical treatment trials for hospital 4 bacteria . * The most common infection was pneumonia (pneumonia in hospitalized countries
— Clinical treatment trials for hospital-acquired bacterial pneumonia i : 0 i ' i i : T i i _ : : - .
filat ted hacterial P qu tlp' patleonts [PIHP]; 51.9%) fqlloweq by skin and skin structure infection (SSSI; Table 2 Antlmlcrobla_l activity of ceftolozane-tazobactam tested against the main organisms and » Ceftolozane-tazobactam was more active than all comparators, except
Vel'n lla I(t)r'-aISSOCIaI ; t_?C e&ac_ﬁ)_ggg%(;rg? are currently In progress 22.0%) and bloodstream infection (BSI; 15.3%) organism groups of isolates colistin, and maintained activity against MDR and XDR isolates and
clinicaltrials.gov ldentifier: . . . . L . . : - : : : . ! .
( J ) — Other infection types included intra-abdominal infections (IAl) and urinary IEEISN ¢ Gl g (e G No. of isolates at MIC (mg/L; cumulative %) MICs, MICq, isolates nonsusceptible to all 4 tested B-lactams
o _ _ isolates) <0.015/ 0.03 /[ 0.06 (0.120.25 05 | 1 | 2 | 4 | 8 [ 16 | 32 | >
’ _The Program 1o Assess Ceftolozane-Taquactam_Suscept|b|l|ty (PACTS.') tract infections (UTI) Pseudomonas aeruainosa (7.115 1 2 | 17 | 60 1,041/3,782/1,227 342 | 179 | 59 |« 37 | 49 1319 . | , — Ceftolozane-tazobactam was active against 12/16 colistin-NS isolates
is a global surveillance program that monitors resistance of gram-negative The distribution of P . <olates by infection t 4 continent i seudomonas aeruginosa (7,115) <01 | <0.1, 0.3 1.1 15.8 68.9 86.2 91.0|93.5 94.3 94.8 955 100.0 - | | |
isolates to ceftolozane-tazobactam B € IS_ rl U lon o1 /= aeruginosa 1solates Ly Intection type and continent IS MDR (1,789) OOO 011 011 12% ?é)? 5529% (?65% 7122 75754 7%75 8‘;92 1?62)80 1 >392 — |solates nOnSUSCeptlble to levofloxacin were 77.1% SUSCeptlble to
. . . shown in Figure 1 S T3 41 288 1571 8 48 | 34 | 4t 304 ceftolozane-tazobactam
* PACTS data for Pseudomonas aeruginosa isolates consecutively collected XDR (1,013) 00 03 43 308 483 875 625 655 700 1000 4 | >32 _ _
from various infection types in hospitalized patients from 2015-2017 were o NS (75 ' 0 5 108 | 139 | 86 | 35 | 25 4o 203 = o o Ceftolozane-tazobag:tam may be_ a gseful_ treatrr_\ent fo_r |nfect|c_>ns
analyzed for this study p-lactam NS (753) 0.0 | 0.7 ' 17.7 | 36.1 | 47.5| 52.2 | 55.5 61.1 100.0 caused by P. aeruginosa, including infections with various resistant
o . 0 | 1 | 7 | 55 131 | 72 | 88 | 35 | 22 @ 40 | 270
Amikacin-nonsusceptible (671) 8 | >32 phenotypes
0.0 01| 12 94 289 39.6|453 505 53.8 59.8 100.0
Figure 2 Susceptibilities of ceftolozane-tazobactam and comparators by region - - 0 | 2 | 13 | 81 | 504 578 185|105 | 51 | 35 | 45 | 305
Levofloxacin-nonsusceptible (1,904) 1 >32
0.0 01 | 08 50 315 619 716|771 79.8 81.6 84.0 100.0
MATERIALS AND METHODS : Pseudomonas aeruginosa from North 0 1 8 26 | 402 |1,487| 498 | 156 | 88 17 ! 3 22
_ North America America (2,715) 0.0 <0.1 0.3 1.3 16.1 1 709 1892 19501982 988 1991 1 99.2 1100.0 0.5 2
100 pE—— 100 . 0 | 13 | 144 240 | 118 | 64 16 7 | 3 | 22 Acknowledgements
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40 countries on 4 continents _and ’Fesfted for susceptibility to ceftolozane_- 2 2 XDR from North America (282_) 00 04 50 461 699 8511901 926 933 1000 2 | 8 USA
tazobactam by CLSI broth microdilution methodology at JMI Laboratories 2 20 2 2 81-I§§>tam NS from North America 0 | 2 44 156 [ 44 | 15 7 | 1 19| , | 4,
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— |solate distribution was: 2,715 from North America (US-only), 2,894 from America (123) 00| 08 24 171 47.2 69.1[78.0 86.2 90.2 91.1 100.0 . .
S .( . _y), o . Levofloxacin-nonsusceptible from 0O | 4 | 45 235 238 | 83 | 48 | 15 | 7 | 2 | 21 Clinical and Laboratory Standards Institute (2018). MT00Ed28E.
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. . (698) 00 1 06 | 7.0 140.7 | 74.8 | 50.7 REGHEM 95.7 | 96.7 | 97.0 100.0 Performance standards for antimicrobial susceptibility testing: 28th
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* Antimicrobial resistance phenotypes analyzed included: 0 e © S America (85) 00 118 271365471 553 588 612 1000 © @ 32 diameters. Version 8.0, January 2018. Avalilable at: http://www.eucast
— Ceftazidime-nonsusceptible (NS), colistin-NS, meropenem-NS, S9S0e® B SR oo e Levofloxacin-nonsusceptible from 0 3 | 4 3 4 9 (12| 7 5 4 36 ., | g5 .org/fileadmin/src/media/PDFs/EUCAST files/Breakpoint_ tables/v_8.0
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