WCK4282 (High-Dose Cefepime-Tazobactam) Antimicrobial Activity against Gram-negative ECCMID 2016

JMI Laboratories

Organisms from United States and Latin American Medical Centers (2014) North Liberty, IA, USA

P1263 HS SADER, M CASTANHEIRA, RK FLAMM, DJ FARRELL, RN JONES 110,665.3370. fo 310,600 3301

JMI Laboratories, North Liberty, 1A, USA helio-sader@jmilabs.com

ABSTRACT MATER|ALS AND M ETHODS Table 1. Summary of cefepime-tazobactam (tazobactam at fixed 8 mg/L) activity
stratified by geographic region.

Table 3. Cumulative frequency distributions of cefepime and WCK 4282 (CefTaz8; cefepime + tazobactam at fixed concentrations of 8

Mg/mL) MIC results when tested against 3,008 bacterial isolates (USA)

Background: WCK4282 (cefepime-tazobactam) is curren_tly l_mder c_Ilnlcal development at Orqar_nsm collection: A total of 3,655 unique patient isolates collected as part of a global _ Cefepime-tazobactam MICgy/MICq Organism/ No. of organisms (cumulative percentage inhibited at MIC (ug/mL) of:
29/2g g8 as well as q12 hours dosage. We evaluated the in vitro activity of FEP/TAZ8 against surveillance program (SENTRY Program) were evaluated. The collection included 3,008 Organism (% inhibited at <8/8 mg/L [high dose, CLSI])2 antimicrobial <0.06 0.12 0.25 0.5 1 2 4 8 16 32 >32 MICso MICq0
clinical bacteria. from 69 medical centres located in the USA and 647 isolates from eight medical centres (n: USA/Latin America) USA Latin America Enterobacteriacea (2.466) ' ' ' '
Methods: 3,008 isolates from USA and 647 from 4 Latin American (LA) countries (Argentina, located :In fct)u(; I__atzlr(l)ﬁmerlcant C?E:t? trg;:Nﬁgian?’ Brazkl)l_, Cl:g”e ar_ll(lj Mexgo. All isolates Entergbacteriaceae (2,466/466) <0.03/0.25 (98.3) 0.06/1 (94.4) Cefepime 1,772(71.9)  255(82.2) 101 (86.3) 66 (89.0) 35(90.4) 45(92.2) 30(93.4) 31(94.7) 22 (95.6) 29 (96.8) 80 (100.0) <0-06 1
Brazil, Chile, Mexico) were collected in 2014 by the SENTRY Antimicrobial Surveillance were collected in as part of the ntimicrobial Surveillance Program. E.Ecso; L(72r?/17?) — soo.loze;go.zlsz(ggggbg)) 060162/?6255((1100006? _ Cocﬁgrzaoz)s 1953(79.2)  260(89.7) 104 (94.0) 42 (95.7) 26 (96.7) 23 (97.6) 8(98.0) 8(98.3) 21(99.1) 8 (99.5) 13 (100.0) <0.03 0.25
Program and susceptibility tested by a reference broth microdilution method against cefepime- “phenotype -2elU. : 1elV. : ‘ ;
- .y Y . k Antimicrobial susceptibility testing: MIC values for cefepime-tazobactam and comparator Klebsiella spp. (932/167) <0.03/0.25 (95.9) 0.06/64 (85.0) Cefepime 523 (72.6) 79(83.6) 16 (85.8) 12 (87.5) 7(88.5) 15 (90.6) 6(91.4) 14 (93.3) 11(94.9) 11(%.4)  26(100.0) 0.06 2
tazobactam (tazobactam at fixed 8 mg/L) and comparator agents. - : T o CefTaz8 600 (83.3 79 (94.3 25(97.8 5 (985 4(99.0 6 (99.9 0(99.9 0(99.9 1(100.0 <0.03 0.12
agents were determined using CLSI broth microdilution methodology as described in CLSI ESBL-phenotype (145/90) 0.5/32 (78.8) 1/>64 (72.2) ESBT_ 712 type (100 (83.3) (94.3) (97.8) (98.5) (99.0) (99.9) (99.9) (99.9) (100.0) - - = :
Results: Isolates were mainly from pneumonia (26.8%), urinary tract infection (23.8%) and document M07-A10 (2015). Cefepime was combined with tazobactam at fixed K. pneumoniae (751/150) <0.03/0.25 (94.9) 0.06/64 (83.3) ~Pnenotype
i ; 3 AT . ) . . . . . . : . - : : Cefepi 2(1.9 9(10.6 4(144 6(20.2 4(24.0 11(34.6 6 (40.4 14 (53.8 11 (64.4 11(75.0 26 (100.0 8 >64
FECEEIEL (212 Cefepl_me-tazobac_:tam e Cefep|me inhibited (USA/LA) 98.3/94.4% and concentrations of 4 and 8 mg/L. Cefepime susceptible breakpoints published in the CLSI MER-non-susceptible (45/24) 16/>64 (20.0) 64/>64 (20.8) Cz]frzge 45 243;) 30((721)) 1 6((875)) 4 E91_3; 2 E93_3; 6 (539.0)) 0 E99-0; 0 (539.0)) 1 (1(00_0; (__ ) (__ ) 012 05
94.7/72.5% of Enterobacteriaceae strains at <8 mg/L (high dose, CLSI; Table), and N document M100-S26 (2016) for low dosage (s2 mg/L; 1g every 12 h) and high dosage (<8 Klebsiella oxytoca (178/16) <0.03/0.12 (100.0) <0.03/1 (100.0) K. pneumoniae (751)
97'6/91'4% and 92'2(64'8% at <2 mg/L (low dose), respectively. CEfED'me'taZOObaCtam "’}Ct'v'_ty mg/L; 2g every 8 h) were applied to cefepime-tazobactam for comparison purposes only. P. mirabilis (89/23) 0.06/0.12 (100.0) 0.06/0.12 (100.0) Cefepime 545 (72.6) 61(80.7) 21(83.5) 11 (85.0) 7(85.9) 8(87.0) 11 (88.4) 12 (90.0) 11(91.5) 14 (93.3) 50 (100.0) 0.06 8
against E“terobaCte”ar‘]:eaehwasfco_mpaf?‘ﬁ?'e to that of meropenem (97.9/94.8 _/"Isuscept't_"e in Susceptibility interpretations published by CLSI (document M100-S26; 2016) and EUCAST ESBL-phenotype (1/3) 0.12/- (100.0) 0.25 (100.0) CefTaz8 593(79.0)  62(87.2)  23(90.3)  13(92.0) 8(93.1) 3(935) 7 (94.4) 4(94.9) 19 (97.5) 6 (98.3) 13(1000) <003 0.25
Bgﬁll tﬁ) aEnd greia}tger t;[ _aﬂ that o p}llglirau”lré-t?zotéact?m (92.0/82.6% Sl:scepl'jlg 2 LCI(_jSﬂqglgo/ (2016) were applied for comparator agents, when available. Quality control (QC) was Enterobacter spp. (239/56) 0.06/0.5 (99.2) 0.06/1 (98.2) ESBL-phenotype (122)
of isolat()a.s i:ﬁﬁ)ﬁ)ted Zuilg na; S/préf(cefe),ir?le-tgzigoac?;rﬁngitt-:‘:r?dz‘()fg Ieesct:zm B-Iactaer]na;e o performed using Escherichia coli ATCC 25922, ATCC 35218 and NCTC 13353, Klebsiella CAZ-non-susceptible (53/22) 0.25/2(96.2) 0.25/2 (95.2) Cefepime - - 4(3.3) 5(74) 7(13.1) 8(19.7) 11(28.7) 12 (38.5) 11(47.5) 14 (59.0) 50 (100.0) 32 >64
- ; t— g £ IP o h.. et 27 P aess pneumoniae ATCC 700603 and ATCC BAA-1705, and P. aeruginosa ATCC 27853. All QC Morganella morganii (68/8) <0.03/0.06 (100.0) <0.03/- (100.0) CefTaz8 . 37 (30.3) 10 (38.5) 9 (45.9) 8 (52.5) 6 (57.4) 3(59.8) 7 (65.6) 4 (68.9) 19 (84.4) 6 (89.3) 13 (100.0) 0.5 64
( )-phenotype rates among E. coli an were higherin LA (37.4and 53.9%, MIC results were within acceptable ranges as published in CLSI documents, including WCK Citrobacter spp. (153/5) <0.03/0.12 (100.0) 0.06/- (100.0) MER non-susceptible (45)
respectively) compared to USA (14.4 and 15.6%, respectively). Cefepime-tazobactam inhibited ' S. marcescens (93/23) 0.12/0.25 (100.0) 0.06/0.12 (100.0) Cefepime - - - - - - - 5(11.1) 4 (20.0) 7(35.6) 29 (100.0) 64 >64
99.0-100.0% of ESBL-phenotype E. coli at <8 mg/L, and retained activity against some ESBL- 4282 (see Poster P0806). o S 0.05/0.15 (100.0 003 (1000 CefTaz8 - - - - - 1(2.2) 4(11.1) 4(20.0) 17 (57.8) 6 (71.1) 13 (100.0) 16 >64
phenotype KSP (72.2-78.8% inhibited at <8 mg/L). Meropenem (67.6-73.3% susceptible) also roteus vulgaris (81/3) o a (100.0) . - (100.0) Klebsiella oxytoca (178)
showed more limited activity against ESBL-phenotype KSP. Cefepime-tazobactam inhibited Providencia spp. (91/2) <0.03/0.12 (98.9) <0.03/- (100.0) Cefepime 280 (81.2) 16 (85.8) 10 (88.7) 7(90.7) 9(93.3) 8(95.7) 4 (96.8) 4 (98.0) 3(98.8) 2(99.4) 2 (100.0) <0.03 05
99.2/98.2% of Enterobacter spp. from USA/LA at <8 mg/L, and retained activity against most R ES U LTS P. é“:;“g'”osa (390:.13?9)(50/32) 12é/1664(?252-93) 1;‘; 32‘57(2;3)5) . 99;'5?2& i 294 (85.2) 12 (88.7) 9(913) 7(933) 9(95.9) 6(97.7) 3(98.6) 4(99.7) 0(99.7) 1(100.0) - <0.03 0.25
ceftazidime-non-susceptible Enterobacter spp. (96.2/95.2% from USA/LA inhibited at <8 mg/L). -hon-susceptible - > : - Mmirabilis
Cefepime-tazobactam, cefepime, piperacillin-tazobactam and meropenem exhibited similar s . . : . . MER-non-susceptible (56/27) 16/64 (37.5) 16/>64 (44.4) Cefepime 66 (74.2) 21(97.8) 1(98.9) 0(98.9) 0(98.9) 0(98.9) 0(98.9) 0(98.9) 0(98.9) 0(98.9) 1(100.0) 0.06 0.12
) X 1 ' : * The bacterial isolates from USA hospital were collected mainly from patients with urinary - CefTaz8 72 (80.9) 17 (100.0) = = = = = = = = = 0.06 0.12
activity against P. aeruginosa from USA (84.4-86.2% susceptible) and LA (75.2-79.8% o - e A. baumannii (152/72) 4/>64 (53.9) >64/>64 (9.7)
X _' > ’ ’ o ' ' tract infections (28.9%), pneumonia (26.6%) and bloodstream infections (18.6%); , ) ) ) , ) ) Enterobacter spp. (239)
susceptible). Acinetobacter spp. exhibited low susceptibility rates for all B-lactams tested. whereas the isolates from Latin American hospitals were from skin and soft tissue . According o cefepime susceptible breapoint for high dosage (29 48 1) as published in the CLSI documentM100-526. Cefepime 147(615)  26(724) 20 (80.8) 18 (88.3) 4(90.0) 11 (94.6) 9(98.3) 2(99.2) 0(99.2) 1(99.6) 1(100.0) 0.06 2
Conclusion: Resistance rates were h|gher among isolates from LA Compared to USA. infeCtionS (348%), b|00dStI‘eam infeCtiOI’lS (337%) and pneumonia (278%) . J ° ' CA%enﬂoanzgusceptible (53) 154 (644) 30 (770) 27 (883) " (929) 6 (954) 9 (992) 0 (992) 0 (992) 1 (996) 1 (1000) - 0.06 0.5
gﬁ;ﬁ‘;’{;ﬁ:@zzﬁﬁg g:’a?tsa;'dgmif‘ncé'r‘]’i3893'32?&”tEer::’ebriEtggﬁes%;' 'grf:j“g'ngeﬁz?r:‘c;sa . Susceptibility rates were generally much higher in the USA compared to Latin America Cefepime 1(19) 2(5.7) 11(264)  12(49.) 4(56.6) 10 (75.5) 9(925) 2(96.2) 0(96.2) 1(98.1) 1(100.0) 1 4
Jre . ) ’ ’ Vi i - i i CefTaz8 3(5.7 8(20.8 19 (56.6 7(69.8 6(81.1 8(96.2 0(96.2 0(96.2 1(98.1 1(100.0 - 0.25 2
Thesen vitrol resuits support the furher clinical developmentiof WEK 4282 (Tables 1 and 2). Talfa_le 2. Activity of cefepime-tazobactam (WCK 4282) comblnatlons_(tla_zotl)actam Citrobaectjrzspp.(153) (5.7) (20.8) (56.6) (69.8) (81.1) (96.2) (96.2) (96.2) (98.1) (100.0)
MIC,/MICq (% susceptible?) » Against Enterobacteriaceae, cefepime-tazobactam tested at fixed tazobactam at fixed 4 and 8 m_9/ L) all d_ comparator agents tested against bacterial isolates Cefepime 128 (83.7) 3(85.6) 7(90.2) 4(92.8) 6(96.7) 4(99.3) 0(99.3) 0(99.3) 0(99.3) 1(100.0) - <0.03 0.25
gl i CofTaz e Dioter Meropenem concentration of 8 mg/L inhibited 98.3% of strains from USA and 94.4% of strains from from USA and Latin America. CefTaz8 128(83.7)  10(90.2) 9(96.1) 1(96.7) 3(98.7) 1(99.3) 0(99.3) 1(100.0) - - - <0.03 0.12
Enterobacteriaceae  USA (2,466) <0.03/0.25 (98.3)° 0.06/1 (92.2) 2/16 (92.0) 0.03/0.06 (97.9) Latin America at <8/8 mg/L [high-dose, CLSI]. Percentages of Enterobacteriaceae CLSP EUCAST? CLSP EUCAST? S. marcescens (93)
. L/; (466) < 0-0f/5/1 (94.4)° i 0-06/534 (64.8) 4/>/64 (82.6) <0-03/?-06 (94.8) isolates inhibited at <2/8 mg/L [low-dose, CLSI]) were 97.6% in the USA and 91.4% in Antimicrobial Agent  MICsy MiCoo ™ ogg TR s uR Antimicrobial Agent MiCs MiCar o R s IR Cefepime 33(35.9) 34 (72.0) 13 (86.0) 7(93.5) 2(95.7) 2(97.8) 1(98.9) 1(100.0) - - - 0.12 0.5
E. col Ush (120 DOmORES  02E0G  ZBERG  0E00 (1000 Latin America; and results were very similar when cefepime-tazobactam was tested at : iR %S % microt : R__%S % CefTazg 38(409)  29(720)  16(892)  6(957) 0(95.7) 3(98.9) 0(9%89  1(100.0) B - - 0.12 05
Klebsiella spp. USA (932) Sb.03/b.25 (95:9)b 3'0.03/4 (88..9) 2/32 (89:6) 0..03/0.(.)3 (95.0). fixed tazobactam concentration of 4 mg/L, with 98.1/92.9% and 97.1/90.3% of strains USA ) Latin Amencal Morggnfllg morganil. (68) 62 (912 2 (941 2971 0(971 0(971 1(985 1(100.0 <0.03 0.06
LA (167) 0.06/64 (85.0° 4/>64 (49.7) 8/>64 (64.7) 0.03/8 (85.6) (USA/Latin America) inhibited at <8/4 and <2/4 mg/L, respectively (Table 2). Enterobacteriaceae (2,466) i Enterobacteriaceae (466) b Cer‘?p'“;e o (97' 1) , (1 . 3 (87.1) (87.1) (87.1) (98.9) (100.0) . . . . 003 006
Enterobacterspp.  USA (239) 0.06/0.5 (99.2)° 00612 (94.6) 2064 (82.8) 0.03/0.06 (98.7) CefTaz8 <003 025 (983976 - - - CefTaz8 006 1 (9449140 - - - effaz8 (97.1) (100.0) - - - - - - - - - <0. :
. LA (56) 0.06/1 (98.2) 0.06/16 (78.6) 4/64 (78.6) 0.03/0.06 (100.0) + Cefepime-tazobactam in vitro activity against Enterobacteriaceae (MICiyq0, <0.03- CefTazé 006 025 (98.1/97.1° - - - CefTaz4 006 2 (929/903° - - - PfOteC‘JSfV“(Qa”S 1) 430581 I 677 05 1 053 ) (088 1000 006 0
P. aeruginosa USA (350 216 @5 2644 ieia U 0.06/0.25-1 mg/L and 98.3-94.4% inhibited at <8/8 mg/L) was comparable to that of Cefepime 006 1 22 53 904 66 Cefepime 006 64 648 275 633 326 iy - 576'51 = ((1 i 0)) 67.7) ©5.1) (96.3) (98.8) (100.0) - - - - e e
: o) (798p _ (77.1) (76.1) /16 (75.2) meropenem (MICqy 0, 0.03/0.06 mg/L and 97.9/94.8% susceptible in USA/Latin America) Ceftazidime 012 8 889 95 864 111  Ceftazidime 025 >16 659 285 603 341 218 : : : :
a. According to CLSI breakpoints. b. % inhibited at <8/8 mg/L (high dose, CLSI). . - - - Providencia spp. (91)
and greater than that Of p|peraC|”|n'taZObaCtam (MIC50/901 2'4/16'>64 mg/L and Ceftriaxone <0.06 >8 84.5 143 845 14.3 Ceftriaxone 0.25 >8 58.4 408 584 408 Cefeplme 72 (791) 3 (824) 7 (901) 4 (945) 2 (967) 1 (978) 0 (978) 0 (978) 0 (978) 1 (989) . <0.03 0.25
92.0/82.6% susceptible [CLSI] in USA/Latin America; Table 2). Pip-taz 2 16 92 49 89 8 Pip-taz 4 >64 826 118 788 174 CefTaz8 81 (89.0) 6 (95.6) 0 (95.6) 0 (95.6) 2(97.8) 1(98.9) 0(98.9) 0(98.9) 0(98.9) 1(100.0) - <0.03 0.12
i ) ) Meropenem 0.03 0.06 97.9 18 982 13 Meropenem 0.03 0.06 94.8 45 955 34 P. aeruginosa (390)
. o
INTRODUCTION Exfetpt K'i‘f’;.’f"; Stpfé’/g" E?Eer?bafte.”aciae Sé’ect'es fr?”"k');‘helusp‘ had 298.9% of Levofloxacin <012 >4 844 141 831 156  Levofioxacn 025 >4 635 354 627 365 Cefepime - 2(0.5) 2(1.0) 2(15) 47(136)  154(53.1)  65(69.7) 57 (84.4) 38 (94.1) 12(972)  11(1000) 2 16
isolates inhibited at <8/8 mg/L. of cefepime-tazobactam (Table 1). Gentamicin <t 4 901 9 884 99  Gentamicin <t >8 727 262 T19 213 CefTaz8 - 2(05) 3(13) 4(23) 51(154)  156(554)  57(70.0)  62(859)  35(949)  14(985)  6(1000) 2 16
. . ; - Acinetobacter spp. (152)
« Extended-spectrum B-lactamase (ESBL)-phenotype rates among E. coli and Klebsiella P. aeruginosa (390) P. aeruginosa (109) .
WCK 4282 consists of cefepime combined with tazobactam. Cefepime is a parenteral fourth- hp her i f in Ameri ( 37 4) pd 53 9%5) ivel J d to USA (14.4 CefTaz8 2 16 (859) - - - CefTaz8 4 32 (79.8)° - - ) Cefepime - - 1(0.7) 0(0.7) 6 (4.6) 23 (19.7) 29 (38.8) 12(46.7) 13(55.3) 18(67.1) 50 (100.0) 16 >64
: o : - : spp. were higher in Latin America (37.4 and 53.9%, respectively) compared to (14. CefTaz8 39 (25.7) 4(28.3) 7(32.9) 3(34.9) 9 (40.8) 9.(46.7) 5 (50.0) 6 (53.9) 12 (61.8) 20 (75.0) 38 (100.0) 4 >64
generation oxyimino-cephalosporin that was initially approved by the United States (USA) Food and 15.6%, respectively: data not shown). CefTazd ) 16 (86.2)° . . . CefTazd 4 39 (78.9)° . . . - : : - - - - - : : :
and Drug Administration (FDA) in 1997. Cefepime has a broad-spectrum of activity against Cefepime 2 16 84.4 59 844 156 Cefepime 4 32 77.1 128 771 229
aerobic Gram-positive and Gram-negative bacteria, including Pseudomonas aeruginosa. » Cefepime-tazobactam inhibited 99.0-100.0% of ESBL-phenotype E. coli at <8/8 mg/L; Ceftazidime 2 16 87.2 10 872 128 Ceftazidime 4  >16 70.6 211 706 294
Cefepime clinical indications in the current FDA product package insert include the treatment of and retained activity against some ESBL-phenotype Klebsiella spp. (72.2-73.8% - PR 86.2 67 862 138 Pip-taz 4 6 76.1 19 764 239 CO N C L U S I O N S R E F E R E N C ES
moderate to severe pneumonia, complicated and uncomplicated urinary tract infections, inhibited at <8/8 mg/L; Table 1). Meropenem also showed more limited activity against Meropenem 05 4 856 95 856 33 Meropenem 05 16 759 193 752 147
complicated intraabdominal infections and uncomplicated skin and skin structure infections, as ESBL-phenotype Klebsiella spp. (67.6-73.3% susceptible [CLSI]; data not shown). Levofloxacin 05 >4 79 156 67.7 21 Levofloxacin 05 >4 67 284 596 33 + Cefepime-tazobactam combinations demonstrated potent activity against 1. Burgess SV, Mabasa VH, Chow |, Ensom MH (2015). Evaluating outcomes of
wgll as empiric therapy for febrile neutropenic patients. Cefepime doses are administered as a 30 _ o _ ' Amikacin 9 8 979 18 98 28 Amikacin 4 16 908 73 899 92 Enterobacteriaceae. including ESBL-phenotvoe E. coli. ceftazidime.non- alternative dosing strategies for cefepime: a qualitative systematic review, Ann
min infusion. + Cefepime-tazobactam inhibited 99.2/98.2% of Enterobacter spp. from USA/Latin America o o . , g p Lype E. , _
o _ _ . at <8/8 mg/L; and retained activity against most ceftazidime-non-susceptible C’”e;‘r’bader spp- (152) . s . C’”e;‘r’bader SPP. (723 . e - susceptible Enterobacter spp. and P. aeruginosa isolates from hospitals from Pharmacother 49: 311-322.
Cefepime clinical breakpoints have recently (2014) been revised by the Clinical and Laboratory Enterobacter spp. (96.2/95.5% from USA/Latin America inhibited at <8/8 mg/L; Table 1 CefTaz8 o B9 CefTaz8 o4 > O USA and Latin America. 2. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance
Standards Institute (CLSI) based on results from clinical and pharmacokinetic/ [USA]) CefTaz4 8 >4 (533) - - - CefTaz4 >64  >64  (8.3) - - - dards f imicrobial il o 26th inf onal :
. ] ) T . : Cefepime 15 >4 7T ST R ] Cefepime 64 64 69 03 - ] _ _ standards for antimicrobial susceptibility testing: 26th informational supplement.
pharmacodynamics (PK-PD) studies and contemporary MIC distributions. According to the « MIC results for cefepime-tazobactam tested at a fixed 8 mg/L of tazobactam Wayne, PA: CLS|
current CLSI breakpoint criteria for Enterobacteriaceae published in the M100-S26 document, * When tested against P. aeruginosa, the in vitro activities of the cefepime-tazobactam Ceftazidime 8 >32 54.6 M4 - - Ceftazidime >16  >16 9.7 889 - - were similar to those obtained with tazobactam at fixed 4 mg/L. o '
cefepime susceptible and resistant breakpoints are <2 and 216 mg/L, respectively, and combinations (tested at fixed 8 and 4 mg/L) were similar to that observed for cefepime, Pip-taz 8  >64 53.9 428 - - Pip-taz >64  >64 6.9 917 - - 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and zone diameters.
‘I‘Enterobe}cteriaceae isolates v’\’/ith cefepime MIC pf 4 and 8.mg/L_sh(_)uId be re_zported as with MICg,q0 Of 2/16 mg/L in the USA and 4/32 mg/L in Latin America for the three Amp-sulbactam >32 63.6 25 - - Amp-sulbactam 32 >32 18.1 59.7 - - - These in vitro results support the further clinical development of WCK 4282 for Version 6.0, January 20_15. Available a_t:
susceptible-dose dependent” (SDD). The SDD interpretative criteria essentially provides three compounds (Table 2). Meropenem 1 >3 56.6 428 56.6 388 Meropenem 32 >3 1.1 889 111 875 the treatment of serious infections caused by Gram-negative bacilli, including http://www.eucast.org/clinical _breakpoints/. Accessed January 2016.
susceptible breakpoints for cefepime according to the dosage, i.e. <2 mg/L for 1g q12 hours Levofloxacin 025 >4 53.3 447 526 467 Levofloxacin >4 >4 11.1 875 97 889 . . . ' - .
d low-d <4 ma/Lfor1aa 8h 29 a12 h d d <8 mal/L for 20 g8 » Cefepime-tazobactam (fixed 8 mg/L) inhibited 85.9/79.8% of P. aeruginosa isolates from — L multidrug-resistant isolates. 4. Maxipime Package Insert (2012). Available at
Osage (OW Osage), mg or g q ours or g q ours Osages an mg or g q . . . G epe Amikacin 4 >32 78.1 192 748 219 Amikacin >32 >32 13.9 84.7 125 86.1 h /) d fd /d fd d /label/2012/050679s036Ibl.pdf
hours (high-dosage). USA/Latin America at <8/8 mg/L, and P. aeruginosa susceptibility rates were 84.4/77.1% orovialons. CorT ozt = Cotoome tarobaciom Fired 8. Corasd = Celoome fasohnctom Fid & Pro-on = Plooraalim tascbactam: Aosaboactor = Amercl ltp://WwWw.accessdata.fda.gov/drugsatida_docs/labe S .paf.
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