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Revised Abst t * Ceftazidime-nonsusceptible (CAZ-NS) PSA: MIC >8 mg/L * Forty of 498 P. aeruginosa (8.0%) isolates were resistant to MER (MIC range, 8—32 mgl/L) but susceptible Table 3 Activity of ceftolozane-tazobactam and comparator antimicrobial Table 4 Activity of ceftolozane-tazobactam and comparator antimicrobial
eVIse S rac » Meropenem-nonsusceptible (MER-NS) PSA: MIC >2 mg/L to CAZ (MIC range, 2—8 mg/L; data not shown). This unusual resistance phenotype was observed in 8 - . - - - : -
P P - 9 AT S e I . PS4 ORI agents when tested against Enterobacteriaceae from Latin America agents when tested against Pseudomonas aeruginosa from Latin
Background: Ceftolozane-tazobactam (C-T) was approved by the US FDA (2014) and EMA (2015) to treat  Multidrug-resistant (MDR) ENT and PSA nations, including Braz;l [number of isolates (n) - 17, 11.6%], Argentina (n = 6; 6.3%), Mexico (n = 5; 6.4%), —— s T —— s T America
. . . . ‘g . . . . . =75 = 3 - - rou a a rou a a
complicated urinary tract infections, acute pyelonephritis, and complicated intra-abdominal infections. The » Nonsusceptible (NS; EUCAST breakpoints) to at least 3 antimicrobial classes® Venezuela (n = 5; 10.4% °)j and Pe”_J (n=3; 13_'6 %) C-T (MIC,, 1 mg/ l_‘) was 4 fOk_j more potent than antimﬁcrobim MIC,, | MIC, antimﬁcrobim MIC,, | MIC, G Tantimicrobial CLSE EUCAST:
Program to Assess Ceftolozane-Tazobactam Susceptibility (PACTS) is a global surveillance program that . - e CAZ (MIC,,, 4 mg/L) against such isolates, with only 2 P. aeruginosa isolates, which were collected from agent % | %R | %S | %R | |agent %S | %R | %S | %R Lo p ¢ antimieronia MIC,, MIC,, ; : ] :
Extensively drug-resistant (XDR) PSA : : . = : agent %S %R %S %R
monitors resistance to C-T in gram-negative isolates Argentina and Venezuela, resistant to C-T Enterobacteriaceae (n = 1,957) Levofloxacin | >4 >4 | 201 | 76.9 | 17.6 | 80.6 P aeruginosa (n = 498
' » Susceptible (S) to 2 or fewer antimicrobial classes® Ceftolozane- Meropenem |<0.015| 0.03 | 100.0 | 0.0 | 100.0 | 0.0 'Ceﬁof’ozane_taz'obaciam 0.5 4 91.2 79 91.2 8.8
Methods: G(rsg;\?egatlve ba”CI”I ((Cjal\éB), mcl;(c)i1|2922) ,19657]c EnteqobaLcter/axeae (ENTg and 498 Pseudomonas . EUCAST (2017) clinical breakpoints for C-Té f;ci)f:;;am 0.225 2 gg.; 12043 gg.g 13552 fa.sggzcg:grr}] . v | 657 | e1 | 79s | 103 ~iacin i 25 578 55 e 155
aeruginosa , were collected during - rom 17 Latin American hospitals in 11 countries = . . : . - . . - . . : : e : : - : : : : Cefepime 2 >16 81.3 10.8 81.3 18.7
* Enterobacteriaceae susceptible (S) / resistant (R) breakpoints were <1 / >1 mg/L - Cefepime <05 | >16 | 66.2 | 29.9° | 64.8 | 32.0 MDR E. coli (n = 191) "
(including 4 sites in Brazil) and tested against C-T, amikacin (AMK), cefepime (FEP), ceftazidime (CAZ), P , S/Rb kp it ) <4 | >4 ( )/L P J Table 2_Ant|m|c_r0bla| aCtIVIty o.f ceftolozane t_aZObaCtam tested agamSt Ceftazidme | 025 | >16 | 67.4 | 29.2 | 629 | 32.6 Ceftolozane- gef.tat?'d'me f >;6 ;g'g 11561 ;g'g 21067
colistin (COL), levofloxacin (LVX), meropenem (MER), and piperacillin-tazobactam (TZP) using CLSI broth - acruginosa rearpoints Wer? = mg the main organisms and organism groups of isolates (mg/L) Colistn | <05 | >8 81.6 | 18.4 tazobactam | 05 | 2 | 937 | 52 | 874 | 126 soistn N 2 99 .2 o 9
microdilution methodology. Data were stratified by country and various resistant subsets. EUCAST (2017) * CLSI (2017) clinical breakpoints for C-T Organism / No. of isolates at MIC in mg/L (cumulative %) MIC. | MIC kﬂe;zfg;zc&]n 8'32 0>142 82'; 351 '24 83'2 346'21 Cr:fue;?:‘r; >16 | >16 | 121 | 811°| 84 | 842 Meropenem 0.5 16 73.9 19.5 73.9 13.3
) , Enterobacteria- 0 36 526 599 353 146 57 39 29 22 30 120 ot Meropenem-nonsusceptible P. aeruginosa (n = 130)
. . tazobact 2 64 | 83.0 | 10.9 | 779 | 17.0 Colist <0.5 | <0. 74 | 2
Results: C-T inhibited 84.8% of ENT at the susceptibility (S) breakpoint of <1 mg/L (MIC_.., 0.25/8 mg/L). P. aeruginosa S | R breakpoints were <4 /216 mg/L ceae (1,957) (0.0) | (1.8) | (28.7) | (59.3) | (77.4) | (84.8) | (87.7) | (89.7) | (91.2) | (92.3) | (93.9) |(100.0)| **° | © ETR—— - . olstin | =0 =05 : : Ceftolozane-tazobactam 1 >32 715 24.6 715 28.5
50/90 ESBL CRE 0 1 29 137 164 90 40 18 12 9 10 38 ESBL non-CRE Enterobacteriaceae (n = 541) Levofloxacin 4 4 6.8 91.6 2.1 94.2 k.
Susceptibility to other drugs ranged from 59.8% (LVX) to 94.8% (MER; Table). C-T S varied somewhat b non- 05 | 16 Ceftolozane- Meropenem |<0.015| 0.06 | 995 | 05 | 995 | 05 Amikacin 8 252 or.1 23.9 o1.5 52.
A 2 [EE J (541) 0.0) | (02) | (43) | (296) | (59.9) | (76.5) | (83.9) | (87.2) | (89.5) | (91.1) | (93.0) |(100.0) tazobactam | 0.5 | 16 | 83.9 | 128 | 765 | 235 veradil Cefepime 16 >16 43.8 34.6 43.8 56.2
country, being lowest in Brazil and Colombia (78.7%) and highest in Guatemala (98.3%). An extended-spectrum VDR (632) 0 1 17 | 110 | 151 | 90 | 44 31 21 18 30 | 19 [ | o, A;ikacin ; s 974 1 13 900 | 25 ggggi‘é't'grr}] o 64 | 770 | 94 | 565 | 230 Ceftazidime 16 >16 46.9 385 46.9 53 1
B-lactamase (ESBL) non-CRE phenotype was found in 27.6% of the ENT isolates, and of these, 76.5% were 0.0) | (0-2) | (28) |(20.3) | (44.1) | (58.4) (6%3) (72'3) (72'6) (767'4) (81162) (1%'0) Cefepime >16 | >16 | 10.2 | 80.5° | 6.9 | 859 Klebsiella pneumoniae (n = 587) | | - - Colistin 1 2 99.2 0.8 99.2 0.8
S to C-T (MIC,,,,, 0.5/16 mg/L). CRE isolates comprised 5.0% of the ENT set, and S rates were <1.0% for CRE (97) 00) | (1.0) | 31) | (10.3) | 26.8) | (100.0) 732 | >32 Ceftazidime | 16 | >16 | 185 | 708 | 7.0 | 815 Ceftolozane- Levofloxacin >4 >4 34.6 54.6 20.8 79.2
all B-lactams tested, 52.6% for AMK, and 57.7% for COL. For multidrug-resistant (MDR) isolates (32.3% of « The number of ENT and PSA isolates from each country, as well as the relative percentages of each Escherichia coli | 0 o4 | 317 | 250 | 117 | 41 14 2 2 5 1 4 oos | 0s Colistin <0.5 | <05 944 | 5.6 fzofactam 0é5 >1362 ;g-g 254-37 gg-; 38063 '\P/'if);‘iz‘zm?nmtazobactam ;g Zgi 40406 ;g'f 40406 gg'i
Ve ! ' ' ' : : : : - Levofloxacin | >4 >4 | 315 | 646 | 228 | 713 mikacin . . . . - - : : :
ENT), AMK (79.0%S), COL (77.7%S), and MER (84.0%S) were the most active, 58.4% were S to C-T (MIC, analyzed phenotypic subclass of isolates, are shown in Table 1 09 80 W80 | UBD (B0 (84) ) (502) [950) | O87) | (94)  (99.5) (10D Meropenem | 0.03 | 006 | 972 | 00 | 991 | 00 | | Cefepime 8 | >16 | 483 | 485°  47.3 | 50.9 Ceftazidime-nonsusceptible P aeruginosa (n = 103)
1/>32 mg/L) and all remaining comparators were <40.9%S. C-T was active against 91.2% of the PSA at <4 * The fraction of each subclass varied by country (eg, CRE ranged from 0% in Costa Rica, Guatemala, (273) 0.0) | (5.9) | (37.0) | (75.1) | (90.1) | (95.2) | (96.0) | (96.7) | (98.5) | (98.9) | (100.0)] °° 1 Piperacillin- Ceftazidime 8 >16 | 499 | 46.3 | 46.2 | 50.1 gef_tEIO_Zane-tazobactam g >§§ gg-? 22-2 gg-g gg-g
. . = -
mg/L (MIC,,,,. 0.5/4 mg/L), while S to other antimicrobials ranged from 64.7% (LVX) to 99.0% (COL; Table). Panama, and Peru to 11.2% in Brazil) MDR (191) 000 g% 3336 77117 83704 91327 958 928 9?4 971 . 104(3 o 05 | 2 Mgéogsfet?orzacteriaieae (: 34632)70'9 157 | 578 | 231 E;ll'gﬁgxacin 50055 >1 7 802 | 369 g;'g 482'60 Cr:f;si%r; 16 16 8.2 466 8.2 718
Susceptibility to C-T varied somewhat by country, from a low of 68.2% (Peru) to a maximum of 100.0% (Costa » The MIC distributions for C-T against ENT and the 4 most commonly isolated GNB species are shown in Table 2 Kiebsiclla . (1'0) (11'0) (16'1) ( 74'1 L 54'1 L 25 L 11‘ L 1é L 1(‘) L 25 L 10(‘) ) Ceftolozane- Meropenem | 0.03 | 32 | 825 | 15.7 | 84.3 | 12.9 Ceftazidime >16 >16 0.0 72.8 0.0 100.0
Rica, Ecuador, Guatemala); S for Brazil was 95.2%. Agglnst MDR PSA (29.5%), COL (97.3%S) and C-T » The antimicrobial activity of C-T and comparators for major ENT species and P. aeruginosa is summarized in p5178e7l,lmoniae 00) | (1.7) | 20.4) | (47.9) | 60.5) | 69.7) | (73.4) | (75.3) | (77.3) | (79.0) | (83.0) | (100.0) 05 | >32 f;?f:;:]am 1 >3322 gg.g 279_17 gg.g ﬂ.g gssgzz.g% . ot | s | o6 | sao | a5 E;)\I/ﬁllgxacin >14 >24 22.8 517.03 2579.2 712.08
(70.1%S; MIC;,q,, 2/>32 mg/L) were the most active antimicrobials. In contrast, 55.1% were S to AMK and all Tables 3 and 4, respectively e ronCREl 1 5 40 | 54 | 45 | 21 | 11 | 10 | 3 o | % | . | . Cefepime | >16 | >16 | 13.0 | 78.2° | 10.3 | 83.0 | |ESBLnon-CRE K. pneumoniae (n=234) | | Meropenem 8 >32 33.0 55.3 33.0 40.8
remaining drugs were 342-2%3_- S_USCGPth"lty to C-T for MER-nonsusceptible (NS), extenswe_ly drug-resistant * The C-T %S values for ENT and PSA isolates from each Latin American country that participated in the (234) (0.0) | (0.4) | (2.6) | (19.7) | (42.7) | (62.0) | (70.9) | (75.6) | (79.9) | (81.2) | (85.0) |(100.0) Ceftazidime | >16 | >16 | 193 | 739 | 11.2 | 80.7 Ceftolozane- Piperacillin-tazobactam 64 >64 21.4 40.8 21.4 78.6
(XDR), and CAZ-NS PSA was similar to the MDR subset at 71.5%, 56.0%, and 60.2%, respectively. - VDR (288 0 1 3 31 46 35 18 10 12 9 23 | 100 |, | g, Colistin <05 | >8 77.7 | 22.3 tazobactam 1 >32 | 709 | 244 | 62.0 | 38.0 MDR P, aeruginosa (n = 147)

_ o _ | _ study are shown in Figure 1 (288) (0.0) | (0.3) | (1.4) | (12.2) | (28.1) | (40.3) | (46.5) | (50.0) | (54.2) | (57.3) | (65.3) | (100.0) Levofloxacin | >4 >4 | 282 | 684 | 158 | 76.9 Amikacin 2 16 | 962 | 13 [ 89.7 | 38 Ceftolozane-tazobactam 2 >32 70.1 24.5 70.1 29.9
Copclusmps: C-T der.nonst.ra}ted poter.lt gctlwty against a Iargg co.llectlon of _contemporary GNB isolates from » Enterobacteriaceae: C-T inhibited 84.8% of all ENT at the susceptible breakpoint of <1 mg/L (MIC_., Ic:_/gtaecggi%tggies 0 40 67 35 13 3 9 3 5 5 1 | s | 16 |\P/|_erope_r|1|<_em 003 | 32 | 821 | 16.0 | 84.0 | 13.1 ggifap;irgie:n - :g :g 172.70 874é16b gg gg.; ér;ctaicr;:]r; 186 :32 28.2 gg.g 4518'513 gg.;
Latin America, and .thIS activity Was_S|m|Iar among the participating countries for ENT gnd P-SA. AMK and 0.25/8 mg/L); only AMK (92.8%S) and MER (94.8%S) were slightly more active than C-T (Table 3) complex (202) (0.0) | (19.8) | (63.0) | (70.3) | (76.7) | (80.7) | (85.1) | (89.1) | (92.1) | (94.6) | (100.0)| te;ggt;zz't;r: 6 | 64 | sa8 | 307 | 400 | 459 Calictr o: : : : e Ceftapzidime = ST o ot o —
MER were more active than C-T against ESBL (non-CRE) and all ENT tested. For PSA (including MDR), C-T * C-T %S varied somewhat by country, being lowest in Brazil and Colombia (78.7%) and highest in Non-CRE (198) 0 40 67 35 13 8 9 8 6 3 9 025 | 8 CRE Enterobacteriaceae (n = 97) Levofloxacin | >4 >4 | 421 | 532 | 27.0 | 62.7 Colistin 1 2 97.3 2.7 97.3 2.7
was more active than all comparators except COL. Guatemala (98.3%) (Figure 1) ’ ' (0.0) (2%-2) (5‘;0) (711:-37) (7%-3) (826-3) (8%-9) (9(31-9) (9%-9) (955-5) (1(1%0) ' Ceftolozane- Meropenem | 0.03 1 936 | 21 | 97.9 | 0.0 Levofloxacin >4 >4 29.9 59.9 14.3 85.7

' MDR (58 2 32 tazobactam | >32 | >32 | 0.0 | 99.0 | 0.0 | 100.0 Piperacillin- Meropenem 8 >32 23.1 62.6 23.1 44.9
% susceptible [EUCAST (2017)]  Against the 3 most prevalent ENT species, C-T activity was greatest against E. coli (MIC_, ., 0.25/0.5 oo (°8) ; 5 (060) (?éj) (2256.3) (47194) (521%7) (61261) (6%.0) (74;.1) (Si.8) (1%05-0) ” Amikacin 8 >32 | 59.8 | 28.9 | 526 | 40.2 tazobactam 16 | >64 | 53.2 | 279 | 38.6 | 46.8 Piperacillin-tazobactam 32 >64 40.8 27.9 40.8 59.2
Organism/subset N C-T CAZ FEP MER TZP AMK COL LVX . 0 - - . 0 seuaomonas 05 4 Cefepime >16 >16 0.0 [100.0°| 0.0 | 100.0 MDR K. pneumoniae (n = 288) XDR P. aeruginosa (n = 84)
ENT 1,957 84.8 62.9 64.8 94.8 77.9 92.8 81.6 59.8 mg/L; 96.4%5) and somewhat lower against K. pneumoniae (M|C50/%0’ 0-5/>32 mg/L; 69.7%3) and aeruginosa (498) | (0.0) | (0-4) | (1.6) | (14.5) | (66.7) | (82.5) | (88.0) | (91.2) | (92.8) | (94.2) | (95.0) |(100.0) Ceftazidime | >16 | >16 | 0.0 | 100.0 | 0.0 | 100.0 | | Ceftolozane- Ceftolozane-tazobactam 4 >32 56.0 38.1 56.0 44.0
ESBLNon-CRE | 541 76.5 7.0 6.9 99.1 57.8 90.0 94.4 22.8 Enterobacter cloacae species complex (MIC,,,,, 0.25/16 mg/L; 76.7%S; Table 3) Meropenerm | 0 1 0 5 | 34 | 28 | 12 | 13 | 5 7 3 | 22 Colistin <05 | >8 57.7 | 42.3 tazobactam | 4 | >32 | 46.5 | 500 | 40.3 | 59.7 Amikacin 32 >32 48.8 36.9 40.5 51.2
_MDR 632 58.4 2 | 103 [ es0 | 409 | 700 | 777 15.8 + A total of 541 ENT isolates had an ESBL non-CRE phenotype (C-T MIC, ., 0.5/16 mg/L; 76.5%S) and (SISO | (00) | (08) | (08) | 46) | (308) | (523) | (615) | (715) (754) (808) | ®31) |(1000) | 7 Lovofloxacin_|_>4 | >4 | 93 | 866 | 3.1 | 928 | | Amkacn 4 | »32 844 | 104 ) 771 | 155 Cefepime >16 >16 18.1 57.1 131 86.9
. 79. . 73. 79.1 84.7 99.0 64.7 — eropenem | > > . . . . efepime : - : : Ceftazidime >16 >16 17.9 61.9 17.9 82.1
was 90.0%S to AMK, 6.9%S to FEP, 7.0%S to CAZ, 94.4%S to COL, 22.8%S to LVX, 99.1%S to MER Ceftazidime- : e T o
MDR 147 70.1 42.2 40.8 23.1 40.8 55.1 97.3 14.3 ’ ’ ’ ! ’ ’ - 0 5 26 20 11 7 6 3 25 Piperacillin- Ceftazidime | >16 | >16 | 7.3 | 86.8 | 24 | 92.7 Colistin 1 2 08.8 1.2 8.8 1.2
XDR 84 56.0 7.9 13.1 10.7 7.9 405 08.8 0.0 and 57.8%S to TZP nonsusceptible (0.0) | (4.9) | (30.1) | (49.5) | (60.2) | (67.0) | (72.8) | (75.7) |(100.0)| * | 7% tazobactam | >64 | >64 | 0.0 | 99.0 | 0.0 |100.0 | | Colistin <05 | >8 83.2 | 16.8 Levofloxacin >4 -4 1.9 78.6 0.0 100.0
CAZ-NS 103 60.2 0.0 28.2 33.0 21.4 58.3 99.0 27.2  For 632 (32.3%) MDR isolates, AMK (79.0%S), COL (77.7%S), and MER (84.0%S) were the most active 109) 0 3 27 38 19 16 8 7 4 o5 Escherichia coli (n = 777 Levofloxacin >4 >4 260 | 694 | 146 | 774 Meropenem 16 >32 10.7 77 .4 10.7 59.5
MER-NS 130 71.5 46.9 43.8 0.0 44.6 61.5 99.2 20.8 While £8 40/' W;re Sto T an’d he reméini;g ’C Omparat'ors°we’re 40 998 =0 ! MDR (147) (0.0) | (2.0) | (20.4) | (46.3) | (59.2) | (70.1) | (75.5) | (80.3) | (83.0) | (100.0) 2 | 732 tCeftg'OZta”e- 095 | 05 | 082 | 15 | 064 | 36 Meropenem | 006 | >32 | 64.2 | 319 | 68.1 | 264 Piperacillin-tazobactam 64 >64 17.9 36.9 17.9 82.1
470 B =aU.970 0 2 21 13 11 5 7 2 23 azovactam ' ' ' ' ' ' Piperacillin- * Criteria as published by CLSI* and EUCAST®
. Atotal of 97 (5.0%) isolates were CRE, and <1.0% were S to any B-lactam tested, 52.6% were S to AMK, XDR (84) 00) | (24) | (27.4) | (42.9) | (86.0) | (61.9) | (70.2) | (72.6) |(100.0)] * | >32 ég}ﬁ;f;”e YRS A T TP A T Eﬁ?j;%iffer?c,oa;ipecizgtomp3|§;<8(n - 22)22) s onE
and 57.7% were S to COL Ceftazidime | 0.25 | >16 | 71.2 | 246 | 669 | 28.8 Ceftolozane-
- . - . C.T inhihi 0 - - Colistin <0.5 | <0.5 99.0 | 1.0 tazobactam | 025 | 16 | 80.7 | 149 | 76.7 | 23.3
IntrOd uct|on P. aeruginosa: C-T inhibited 91.2./0 of the .PSA.lsoIates at thg EUCAST S brgakpomt of <4 mg/L (MIC, ... _ o _ Cevcioaar T 05 T 54 1523 Ta59 56 263 Arikacin 1 2 960 25 936 40
0.5/4 mg/L) and was the most active antimicrobial tested against these organisms, except for COL (99.0%S) Figure 1 Activity of ceftolozane-tazobactam versus ENT and PSA in each Meropenem |<0.015| 0.03 | 999 | 01 | 99.9 | 0.1 Cefepime <05 | >16 | 726 | 214° | 692 | 239
. ; T i tmi : At : (Table 4) iCi i i i i Piperacillin- Ceftazidime 0.5 >16 | 64.9 | 327 | 57.9 | 35.1
Ceftolozane tazobactarr? (C-T) is an antimicrobial combination the Unlte-d States Food and Drug | e " T U participating Latin American nation Piperaglin- 6 | azs | 28 | a73 | 79 o ot S RETT
Administration (US FDA; 2014) and European Medicines Agency (EMA; 2015) approved to treat complicated ough the results for countries with sSmail RUmbers of tested Isolates must be Interpreted with caution, ESBL non-CRE E. coli (n = 273) Levofloxacin | <012 | >4 | 847 | 134 | 782 | 188
urinary tract infections, acute pyelonephritis, and complicated intra-abdominal infections'? the susceptibility to C-T varied somewhat by nation, from a low of 68.2% (Peru) to a maximum of 100.0% ) A. Enterobacteriaceae ) B. Pseudomonas aeruginosa Ceftolozane- Meropenem | 0.03 | 012 | 975 | 20 | 98.0 | 15
 The Program to Assess Ceftolozane-Tazobactam Susceptibility (PACTS) is a global surveillance program that (Costa Rica, Ecuador, Guatemala); S for Brazil was 95-2% (Flgure. 1) f;?f:;:]am 045 :3 32;?, 1:2 32;; ?:2 f’;;’g{,i‘;‘t'gg o | s64 | 792 | 104 | 738 | 208
monitors resistance to C-T in gram-negative isolates * A total of 147 PSA were MDR (29.5%). The most active drugs against MDR PSA were COL (97.3%S) and Guatemala, n = 60 Guatemala, n = 16 Cefepime >16 | >16 | 10.7 | 805°| 7.4 | 853 | aCriteria as published by CLSI* and EUCASTS
C-T (70.1%S); 55.1% S to AMK, and th ining d 42.2%S 98.3%S 100.0%S Ceftazidi 16 16 | 183 | 69.6 | 62 | 81.7 | ‘Intermediate interpreted tible-dose dependent
. . . . E . ) . _ . _ _ : _ were 0O .an e remainin ruas were <42. 070 o /0 _ eftazidime > . : . ) b|ntermediate interpreted as susceptible-dose dependen
Here we report on the ant!mlcroblal. activity of C-T gnd comparators against gram-negative clinical isolates v 0 9 g . 0 o Costa Rica, n = 59 Costa Rica, n = 30 Colistn 05 | <0t 059 1 Acknowledgements
collected from Latin American medical centres during 2014 through 2016 * Susceptibility to C-T for MER-NS, CAZ-NS, and extensively drug-resistant (XDR) PSA was similar to or - 94.9%S i Pa1n0a0r:r9aA)§= ;
slightly lower than the MDR subset at 71.5%, 60.2%, and 56.0%, respectively Mexéc;oa;;464 ' _i"ng%”S' Me)gg%"/n S= " Aot 714%S Funding for this research was provided by Merck & Co., Inc., Kenilworth, NJ, USA
0 Venezuela, n = 150 270 Venezuela, n = 48 o S
= Colombia, n = 47 ’ Colombia, n=8 ’
! 94.7%S ! 95.8%S
Materials and Methods T89S 75.0%8
e Ve [ |
Ecuador, n =47 Ecuador, n =2 CO"CIUS'O"S
- A total of 2,831 gram-negative bacilli (GNB), including 1,957 Enterobacteriaceae (ENT) and 498 Pseudomonas Table 1 Frequencies of tested Enterobacteriaceae and P. aeruginosa 93.6%3 Brazll n = 484 100.0%5 References
aeruginosa (PSA), were collected in 2014 through 2016 from 17 Latin American hospitals located in 11 countries phenotypic classes from Latin America Peflsr;l.’srz’/o_s64 - Pegg.’zrl/o_szz  C-T demonstrated potent activity against a large collection of contemporary gram-negative isolates from
(mcludlr?g 4 glte§ in Brazil) and testgd for antlmlcrot?lal.susceptlblllty to Ceftolozane-’Fazobactam (C-T) using CLSI T ——— P. aeruginosa Chile. 1 = 230 Chile. n = 44 Latin America (PACTS 2014-2016) 1. Cluck D, Lewis P, Stayer B, Spivey J, Moorman J. Ceftolozane-tazobactam: A new-generation cephalosporin. Am J
broth microdilution methodology®# in a central monitoring laboratory (JMI Laboratories) %ESBL 81 6%S 79.5%S - Against Enterobacteriaceae, C-T exhibited MIC. . values of 0.25/8 mg/L (84.8%S). Of the tested Health Syst Pharm. 2015;72:2135-2146.
« For C-T MIC testing, tazobactam was used at a fixed concentration of 4 mg/L Country No. non-CRE | %CRE %MDR No. %MER-NS | %CAZ-NS | %MDR %XDR NI ’ 2o 2. ZERBAXA package insert (2014). Available at http://www.merck.com/product/usa/pi_circulars/z/zerbaxa/zerbaxa_pi
o . e Argentina 295 19.0% 5.1% 30.8% 96 30.2% 31.3% 35.4% 27.1% antimicrobials, only AMK and MER were more active than C-T pdf. Accessed January 2016,
e Other antibiotics tested included amikacin (AMK), Cefepime (FEP), ceftazidime (CAZ), colistin (COL), Brazil 484 16.5% 11.2% 29.5% 147 25.2% 15.6% 32.0% 12.9% 0 o Among Carbapenem_susceptib|e ENT isolates with an ESBL phenotype (ESBL non_CRE) 76.5%
. . - : 0 0 0 0 0 0 0 60-69% 60-69% _ T 3. Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution antimicrobial susceptibility tests for
levofloxacin (LVX), meropenem (MER), and piperacillin-tazobactam (TZP) Chile 239 28.5% 0.8% 29.3% 44 36.4% 43.2% 43.2% 31.8% . . . ) o
_ ’ ’ Colombia 47 19.1% 4.3% 21.3% 8 50.0% 37.5% 50.0% 50.0% 70-79% Argentina, n =295 70-79% Argentina, n = 96 were susceptible to C-T bacteria that grow aerobically; approved standard—tenth edition. Wayne, PA: CLSI.
* Phenotypic classes analyzed: Costa Rica 59 25.4% 0.0% 15.3% 30 16.7% 6.7% 10.0% 10.0% 80-89% o 83.1%S 80-89% \% - 87.5%3 * For P. aeruginosa (including MDR, XDR, CAZ-NS, and MER-NS) isolates, C-T was the most active 4. Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for antimicrobial susceptibility
e Carbapenem-resistant ENT (CRE Ecuador 47 25.5% 2.1% 27.7% 2 0.0% 0.0% 0.0% 0.0% M 90-100% W 90-100% - _lactam tested testing: 27th informational supplement. Wayne, PA: CLSI.
P B
. _ o Guatemala 60 26.7% 0.0% 23.3% 16 6.3% 0.0% 6.3% 0.0% _ _ . _ _ | _ _
* Resistant to doripenem, imipenem, and/or meropenem Mexico 464 40.5% 4.3% 39.7% 8 17.9% 11.5% 19.2% 5.1% EUCAST, European Committee on Antimicrobial Susceptibility Testing; EUCAST, European Committee on Antimicrobial Susceptibility Testing; * Among the non-B-lactams tested, only COL was more active than C-T . Maglolra.kos AP’ Srlr_uvasan A, Carey RB, et_al. I_\/Iultldrug-reS|sta_n’F,_ extensively (_:Irug-res_lstant and_ pan.drug-.reS|stant
: Panama 48 39 6% 0.0% 52 1% 7 28 6% 28 6% 28 6% 28 6% o . N . : L : : : bacteria: an international expert proposal for interim standard definitions for acquired resistance. Clin Microbiol Infect.
. Extended-s.pef:trum B-lactamase (ESI?L) non-CRE Enterot.)aiacte.r/aceae | " o =0 90, 00 1540, > 70,90, G5 oo 000, 70 50, S, susceptible; n, number of isolates S, susceptible; n, number of isolates « C-T appears tg repregent 3 valualc?le treatment option for gram-negative infections, including those 2012:18:268-281.
: !ESBL Crlten.a from CLSI M1QO-827 wer.e-used for classification, except that carbapenemase-resistant Venezuela 150 26.0% 2.0% 28.0% 48 27.1% 10.4% 22.9% 6.3% The figure displays the number of isolates and percent susceptibility values for ceftolozane-tazobactam [%S; EUCAST (2017)] for each of the 11 Latin caused by various resistant organism groups 6. EUCAST (2017). Breakpoint tables for interpretation of MICs and zone diameters. Version 7.0, January 2017. Available
isolates (which might otherwise be classified as ESBL) were excluded from these analyses All 1,957 27.6% 9.0% 32.3% 498 26.1% 20.7% 29.5% 16.9% American countries participating in the study. at http://www.eucast.org/clinical_breakpoints/. Accessed January 2017.

Copyright © 2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved.




