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Activity of Imipenem-Relebactam against Multidrug-Resistant P. aeruginosa from

INTRODUCTION RESULTS RESULTS SUMMARY
Releba_ctam (_RE_L)_’ formerly MK- Figure 1. Proportion of P. aeruginosa among all collected gram- Table 2. Activity of IMI/REL and comparators against MDR Table 3. Susceptibility to IMI/REL and comparators of isolates at * Among Ef‘” gram-negativoe ba(_:i”i COIIECted_in Europe, the p.roportipn of
7655, is an inhibitor of cla_ss .A negative bacill P. acruginosa isolates different MDR levels P. aeruginosa was 15.0%, vv_|th a propc_)rtlon about three times higher
and C p-lactamases that is in 100% = Other . . . among RTI than IAl and UTI isolates (Figure 1)
imipenem (IMI). In this study, we 800/2 — m S. marcescens All sources (n=1763) o% among = Qverall §9§ceptlblllty of P. aeruginosa to IMI/REL V\{)as 89.6%, whereas
evaluated the activity of IMI/REL 70% K. oxytoca Imipenem-relebactam? 2 532 <0.03->32 687 7.7 237 susceptibility to the p-lactam comparators was <73% (Table 1)
~gainst multidrug-resistant S0 = A baumannii mivenem & s30  <05.530 950 47 709 MDR level n alMDR IMVREL2 IMI FEP CAZ PIT o -
" o ' | ' - = QOverall, the MDR rate among P. aeruginosa was 32.4%, with higher
0 ® E cloacae - _ 3-drug resistant 246 14.0 93.9 459 772 618 3406 . _ : :
(MDR) Pseudomonas 2840 "y Cefepime 16 >3 =1->82 176 341 483 ) rates in RTI than IAl or UTI isolates (Figure 2)
aeruginosa collected in Europe X 00/° = P. mirabilis Ceftazidime 32 >32 <1->32 162 142 696 4-drug resistant 341 193 894 633 270 246 6.2 o
as part of the Study for 200/" " K. pneumoniae Aztreonam >16  >16 <1->16 118 259 623 | = Activity of IMI/REL against MDR P. aeruginosa was 68.7%, similar to
. . .. . 0 . - .y eq- . . .
Monitoring Antimicrobial 10% m E. coli Piperacilin-tazobactam  >64  >64  <2->64 75 377 548 5-drug resistant 311 17.6 80.7 286 87 125 23 the susggptlblllty to .amlkacm and only exceeded by colistin, whereas
Resistance Trends (SMART) 0y le— m P. geruginosa Ciprofloxacin >2 >  <025->2 312 57 63.1 6-drug resistant 516 29.3 53 50 02 21 37 susceptibility t08 Imipenem V\{)e_lsl 25.2% and to _Ithe other P-lactam
surveillance program. All sources  RTI Al UTl Amikacin 8 532 <4->32 698 91 211 | comparators <18%. Antimicrobial activity was similar across specimen
METHODS ource (n - All MDR 1763 687 252 176 162 75 . . .
RTI, respiratory tract infection; IAl, intra-abdominal infection; UTI, urinary tract infection RTI_(n 1221) - IMI_/REL was active agal_nSt >80% C_)f_I_SO|a'[ES at the 3-, 4-, and 5'drug
In 2015-2017, 67 hospitals in 22 Imipenem-relebactam® 2 >32  =0.03->32 676 383 24.0 ?In the absence of breakpoints for imipenem-relebactam, CLSI breakpoints for imipenem were applied resistant MDR levels, with susceptibility generally ~20-80 percentage
countries in Europe were N | Imipenem 8 >39 <0.5->32 23 7 50 713 IMI, imipenem; REL, relebactam; FEP, cefepime; CAZ, ceftazidime; P/T, piperacillin-tazobactam points higher than the B-Iactam comparators (Table 3)
requested to CO”eCt up to 250 Table 1. ACthlty of IMI/REL and ComparatOrS aga|n3t all Cefeplme 16 >39 <1 ->32 17.3 33.6 49 1
consecutive aerobic or P. aeruginosa isolates (n=5,447) Ceftazidime 2 330 <1-330 160 138 703 = The ten most common MDR phenotypes are shown in Table 4;
facultatively —anaerobic gram- Drug MIC;, MIC,, MiCrange %S %l %R Aztreonam >16  >16  <1->16 119 262 619 ”YI]I/ REL was dactlv_e ag8a|nls(t)o€3/40/of _ofllsolatefs of ;he 7m?15t common
negative bacilli per year (100 Imipenem-relebactam® 0.5 4  <£0.03->32 896 27 7.7 Piperacillin-tazobactam  >64  >64  <2->64 73 383 544 4 Sheeenrb iyt MUREL of the 10 most commo MDR phenotype and against 85-100% of isolates of another 7 phenotypes
Isolates from lower respiratory Imipenem 1 16 <05->32 650 44 306 Ciprofloxacin >2 >2  <025->2 314 64 623 henot | osa g J
tract infections per year; 100 Cefepime 4 32 <1-332 725 M8 157 Amikacin 8 32  <4-532 685 91 224 PRENEP CONCLUSIONS
isolates from intra-abdominal Ceftazidime 4 >32  <05->32 715 59 227 Colistin <1 <1 <1->8 981 - 19 % among % _ _ . .
Infections in 2015-2016 and 75 in Aztreonam 8 >16 <1->16 655 130 216 = : IMI/REL was active against 68.7% of MDR P. aeruginosa isolates from
| _ _ |Al (n=340) MDR phenotype n all MDR  Susceptible c 44 . higher than imi d bet 51
2017,_ 50 _|sola_tes from urinary Piperacillin-tazobactam 8 >64 <2 - >64 66.6 155 17.9 Imipenem-relebactam? 1 532 012->32 744 50 206 ' ATM. CAZ FEP. ML PIT. CIP 400 2 7 643 urope, percentaqe pomts Igher than Imipenem and between
tract infections in 2015-2016 and Ciprofloxacin <025 >2  <025->2 708 42 249 Imipenem 8  »32  <05->32 294 35 G671 | T D T | ' and 61 percentage points higher than the other 3-lactam comparators.
75 in 2017). Only one isolate per Amikacin <4 32 <4->32 898 32 70 Cefepime 16 >32 4.530 177 379 444 2. ATM, CAZ, FEP, IMI, PIT, CIP, AMK 337 19.1 33.5 Continued clinical development of IMI/REL appears warranted given
patient per species was allowed. Colistin <1 <1 <1->8 994 - 06 Ceftazidime 10 >3 (.53 135 159 706 3. ATM. CAZ FEP PIT 179 102 100 its potential as a therapet_Jtlc option for treating patients with mfgcthns
MICs were determined for 5,447 ?|n the absence of breakpoints for imipenem-relebactam, CLSI breakpoints for imipenem were applied Azt >16 >16 <1->16 94 2956  65.0 caused by multldrug-re3|stant P. aeruginosa, eSpeCla”y conS|der|ng
P. aeruginosa isolates using S, susceptible; |, intermediate; R, resistant £ireonam ) ] ' ' ' 4. ATM, CAZ, FEP, IMI, PIT 141 8.0 85.1 the substantially reduced susceptibilities to other commonly used p-
interpreted  with CLSI  break- Figure 2. MDR rate among P. aeruginosa isolates Ciprofloxacin >2 >2 <025->2 371 44 585
boints: for comparison purposes 50 Amikacin <4 >3  <4->32 771 59 171 6. ATM, CAZ, PIT 57 3.2 100
the IMI susceptible breakpoint of jg Colistin =1 =1 <1->4 91 - 03 7. ATM. IMI. PIT 47 2.7 85.1
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following = 8  sentinel _drugs: o Ciprofloxacin 2 >2 <025->2 195 32 774 e bl testd 25 non-suscaptle seniné agents not shown fssied 25 suscopl. Agents Jested bt o
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