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. » Levonadifloxacin demonstrated excellent activity against all 504 M. : Table 2. Activity of levonadifloxacin and comparator antimicrobial Table 3. Activity of levonadifloxacin and comparator antimicrobial agents
I n t r O d u Ctl O n ReS u ItS catarrhalis isolates (MICs;9,, 0.015/0.015 pg/mL; Table 3) with CO n C I u S | O n S agents when tested against selected Gram-positive isolates. when tested against selected Gram-negative isolates.

_ o _ S . _ N _ inhibition of all isolates observed at an MIC of <0.25 ug/mL. _ _ o _ Organism MIC (ug/mL) Ranae cLsl EUCAST? Organism MIC (ug/mL) Ranae CLsI? EUCAST?
Levonadifloxacin is the S-(-) isomer of the benzoquinolizine Activity against Gram-positive bacteria « Levonadifloxacin demonstrated potent activity against a large (no. total) MICso  MICso J %S %l %R %S %l %R (no. tested) MICso  MICso ’ %S %l %R %S %l %R
: : : : : . - : i : . . I . : : : . S. 4,077 Enterobacteri 3,000
fluoroquinolone nadifloxacin and is two- to four-fold more active than Levonadifloxacin demonstrated good activity overall (MICgqq, 0.015/1 « Levonadifloxacin demonstrated similar activities against all E. coli worldwide contemporary collection of Gram-positive and aureus (4.077) m— .. nterobacteriaceae (3,000) - : : : : : :

) ) . . 0 . 0 Levonadifloxacin 0.015 1 <0.004 — >8 Levonadifloxacin 0.5 >8 0.015 —>8
the racemic mixture. Intravenous (WCK 771) and oral (WCK 2349) Hg/mL) against 4,077 S. aureus with 96.8% of all isolates (91.5% of (MICgyq0, 0.25/>8 pug/mL; Table 3), Klebsiella spp. (MICgyqo, 0.5/>8 -negative bacterial isolates. Levofloxacin 025  >8 003—>8 7.7 01 281 717 01 281 Levofloxacin 006  >8 <0008—>8 781 19 201 769 12 219
formulations of this anti-methicillin-resistant Staphylococcus aureus MRSA,) inhibited at <2 yg/mL which is a suggested breakpoint based on ug/mL), K. pneumoniae (MICgyq0, 0.5/>8 pg/mL), K. oxytoca (MICsyq, Cindarmon w25 22 25— 567 o1 132 563 o4 139 rroons w12 16 w1a—ote 198 21 181 710 28 200

. : . . PK/PD (Bhagwat et. al., 2009) (Table 1). Isolates with levonadifloxacin N . - ” - - : e = =25 — 0 ' 30 ' ztreonam =012 > =0.12—> : : ' : 8 202
(MRSA) fluoroquinolone, levonadifloxacin are in clinical development MIC values >2 pg/mL o,ccurred i all redions amona methicillin-resistant 0.5/4 pg/mL), Proteus mirabilis (MICgyq, 0.5/>8 pg/mL), Citrobacter « Against the Gram-positive organisms, levonadifloxacin was Daptomycin 0.25 05 <0.06 — 4 999 - - 999 - 0.1 Cefepime <05  >16 <0.5— >16 839 34 128 819 35 146
. - . . : : : Eryth i 0.25 16 <012—>16  58.7 47 366 592 12 396 Ceftazidi 0.25 16 <0.12 — >16 81.0 29 161 767 42  19.0
and were awarded QIDP status. US Phase 1 studies for both the (MR) isolates .Il.lh ese MR isolates with Ige vona diﬂoxgcin MICs >2 pg/mL spp. (MICgyeq, 0.25/8 pg/mL), Enterobacter spp. (MICsgqp, 0.25/8 highly active against S. aureus with 96.8% of all isolates and Ak S SN 931 04 66 928 - 72 T 01 o8 ©06—-8 750 15 235 750 15 235
dosage forms have been completed and recently WCK 2349 ' - . o ng/mL), and indole-positive Proteus spp. (MICgyq9, 0.5/>8 pg/mL). For 91.5% of MRSA inhibited at a MIC of <2 pg/mL. Against CoNS, Linezolid 1 1 <012 —2 1000 - 00 1000 - 0.0 Ciprofloxacin <003 >4 <0.03 — >4 750 22 229 730 20 250
.. . . . were aISO Ievofloxacm and C|profloxacm resistant (MIC’ >4 “g/ml—) . . ) . . . . . . Oxacillin 0.5 >2 <0.25 —>2 64.7 - 35.3 64.7 - 35.3 Gentamicin <1 >8 <1—>8 85.7 1.1 13.3 84.5 1.2 14.3
underwent QT, hepatic impairment and intrapulmonary concentrations _ _ _ 664 isolates of K. pneumoniae, a total of 66.3% of isolates were 93.4% of isolates were inhibited at levonadifloxacin MIC values Tetracycline <05 R 05— 8 019 08 73 908 05 87 imipenenm w012 1 <012 >8 o14 54 32 o968 19 13
determination stues. e inibitd at  lovonadioxacin MIG of £2 ugimL. (Tab1s 1. Smlar  Giprofiacin restance st at 27.7.83.0% (CL SIEUCAST, 0 SIS AONT S DTaeEE, SRl sl e Teom e omomsenswme o me [on) e omoom o ammemomnonowomonoa
were inhibited at a levonadifloxacin < mL (Table 1). Similar i i i -33.09 : e . . : 05 =0 <05 — . : 70 : iperaillin-tazobactam <05—> - - - - - -
0 other anti-staphviococcal quinolones %e Olignc éf Ievona)difloxacin C'prOﬂoxaf:'n reS'Sta_mce Was at 27.7-33.0% (CLSI/EUCAST,.data not inhibited at levonadifloxacin MIC values of <2 ug/mL. Vancomycin 1 1 0.25—2 1000 00 00 1000 - 0.0 E. coli (1,058)
Levonadifloxacin has a broad-spectrum of in vitro activity including was lower in Iev?)fl)chacin no(rqlsusceptibl’e strapins ofyS aureus compared shown). Ciprofloxacin resistance ranged from 11.6% (CLSI) in the VRSA (L4 - , 008 58 oo o S
) i ) ) _ - ) 0 . . . . . . . .008 — - - - - - - evofloxacin : <0.008 — : : : : : :
fluoroquinolone-resistant MRSA. In this study, levonadifloxacin was to levofloxacin-susceptible strains (levonadifloxacin MICq,, 4 pug/mL and USAto 56.6% (EUCAST) in Latin America (data not shown). * Against the Gram-negative respiratory pathogens H. Levofloxacin 8 >8 0.06 — >8 308 01 691 308 01 691 Amikacin 2 4 0.5 — >32 997 01 02 90 08 03
. . . . . 90 : : - : : : i _ ) _
tested agalnSt Gram-posmve and -negatlve clinical isolates collected in 0.015 l.lg/ml_ reSpeCtiver (Table 1) Similar results were noted in all e Levonadifloxacin was less active against isolates Showing an ESBL Influenzae and M. Catarrhalls’ levonadifloxacin was hlghly g:::}rggr?l);i?;n <g;5 Zg <%1225 —>>42 égg (Z)g 223 232 0.4 ;;g gz‘fr:;frim S<()d1f)2 :12 S<0()‘152_ >>1166 g;g gi ]:_L:.fb ;3; g; 12;
medical centers worldwide as part of the 2014 SENTRY Antimicrobial four geographic regions 0 : ) active with MIC,, values at 0.015-0.03 pg/mL and activity was Daptomycin 025 05 <0.06 — 2 99.7 - - 997 - 03 Ceftazidime 025 16 <012—>16 848 36 116 803 44 152
_ - phenotype (21.4% of E. coli and 33.9% of Klebsiella spp. [37.8% of K. . . . . - <019 : < oy
Surveillance Proaram similar agalnst B-Iactamase-posmve and -negatlve isolates Erythromycin >16 >16 <0.12 —>16 22.9 4.7 725 233 1.2 75.5 Ceftriaxone <0.06 >8 <0.06 —>8 79.4 0.2 20.4 79.4 0.2 204
9 ' e Similar t | iti taphvl i difl . pneumoniae] when Compared to non-ESBL-phenotypes’ which was ) i _ ST Gentamicin <1 >8 <1—>8 857 0.8 135 856 - 14.4 Ciprofloxacin <0.03 >4 <0.03 — >4 65.6 0.1 343 646 1.0 34.4
Imilar t0 coagulase positive StapnyloCOCC I, levonadirioxXacin A 0 ; : —
o : . : . : . gainst Enterobacteriaceae, 73.2% of isolates were inhibited Linezolid 1 1 <0.12 —2 1000 - 0.0 1000 - 0.0 Gentamicin <1 >8 <1—>8 833 07 161 825 08 167
directly related to the prevalence of ciprofloxacin resistance in the : _ . _
emonstrated potent activity (MICz;,0, 0.06/1 pg/mL) against 620 _ at levonadifloxacin concentrations of <4 ua/mL (MIC 0.5/>8 Tetracycline <0.5 >8 <0.5 —>8 876 08 117 857 13 130 Imipenem <012  <0.12 <012 —2 999 01 00 1000 00 00
M et h O d S coagulase negative staphylococci with 93.4% of all isolates inhibited at ESBL-phenotype subpopulation. concentrations of <4 pg/mL ( 50/90 V- Tigecycline 006  0.12 <0.015—05 1000 - ® 1000 - 0.0 Meropenem <0.015  0.03 <0.015—1 1000 0.0 00 1000 0.0 0.0
: ' i i i - TMP-SMX <05 <05 <0.5 — >4 96.9 - 31 99 08 22 Piperacillin-tazobactam 2 8 <0.5 — >64 953 2.6 22 924 28 4.7
a PK-PD breakpoint of <2 pg/mL of (Table 1). A total of 90.7% of ng/mL) and levonadifloxacin was less active against ESBL _ !
s =/ . ) ) ) ) . Vancomycin 1 1 0.25—2 100.0 0.0 0.0 100.0 - 0.0 Klebsiella spp. (802)
Susceptibility testing: MIC values were determined using Clinical and MRCOoNS and 98.6% of MSCoNS were inhibited at a levonadifloxacin * Atotal of 67.4% of 399 P. aeruginosa isolates were inhibited at phenotypes than non-ESBL-phenotypes. A total of 67.4% of P. Streptococcus pneumoniae (1,196) Levonadifloxacin 05  >8 0.03 —>8 : : . . . .
) ) ] ) ) < fanG ; |evonadiﬂoxacin Concentrations Of <4 /mL MIC , 2/>8 /mL, ; : ; AR : ; Levonadifloxacin 0.25 0.5 0.06 —>8 - - - - - - Levofloxacin 0.06 >8 <0.008 — >8 79.1 1.2 19.7 78.3 0.7 20.9
Laboratory Standards Institute (CLSI) broth microdilution methodology as MIC of _.2 pg/mL (Table 1). Similar to Other.qummo.n.es’ the pf)t.e.”cy B H : ( _ 50190 HY aeruginosa isolates were inhibited at levonadifloxacin Levofloxacin 1 1 0.25—>8 983 03 14 983 - 1.7 Amikacin 1 8 0.5 —>32 948 34 19 921 26 52
, , levonadifloxacin was observed to be lower in oxacillin- (methicillin-) Table 3). Based on MICg, values, levonadifloxacin was four-fold less concentrations of <4 ug/mL (MIC.y,, 2/>8 pg/mL). Amoxicillin-clavulanate <1 4 <1—>8 864 43  93b ; ; ; Aztreonam <012  >16 <0.12 — >16 690.7 15 288 676 21 303
described in CLSI document M07'A1_0 (2015). F.rozen-form MIC panels resistant coagulase negative staphylococci compared to methicillin- active (MICgyq0, 0.5/>8 pg/mL) than levofloxacin and 16-fold less Cefiriaxone <0.06 2 <006 _>g (70 125 105 770 216 14 Cefepime 0.5  >16 <0.5 —>16 7Le 37 243 703 26 271
(96-well; produced by JMI Laboratories [North Liberty, lowa, USA]) were tible (MS: | difl in MIC.. 2 ua/mL and 0.06 ua/mL : : : : . o : - o 895 91 149 - - - Ceftazidime 025  >16 <012—>16 722 31 247 685 37  27.8
_ _ _ _ _ susceptible (MS; levonadifloxacin 90 2 Hg/ML and 0.06 pug/mL, active than ciprofloxacin (MICgy 90, 0.12/>4 ug/mL Table 3). » Levonadifloxacin's broad-spectrum activity, including potent Clindamycin <025  >2 <025—>2 773 09 217 783 - 217 i > <0.06 — >
used to test levonadifloxacin and levofloxacin. Cation-adjusted Mueller- - 2090 Y EotOns L 00 s B RO T O B TR 5
_ ) : | respectively) see Table 1. Ciprofloxacin resistance was 21.6-25.1% (CLSI/EUCAST; Table 3) activity aagainst MRSA. supports the potential value of further Erythromycin <0.12  >16 <012—>16 599 0.8 393 599 08 393 Ciprofloxacin <003 >4 <0.03 — >4 717 45 238 696 21 283
y ag , SUPP P N -
Hinton broth (CA-MHB) was used for |nocu|at|ng MIC pane|s for all non- . . . _ overall and varied between 12.0% (CLS|) in Asia Pacific to 31.1% ) ) ) . Linezolid 1 1 <0.12—2 100.0 - - 100.0 0.0 0.0 Gentamicin <1 >8 <1—>8 79.7 1.0 19.3 78.6 11 20.3
fastidious organisms. Haemophilus influenzae was tested in  Levonadifloxacin was very active (MICgyqo, 0.25/0.5 pg/mL) against all (EUCAST) in E (dat t hown) - development studies to define its clinical role. 564 232 leds 584 - ALY Imipenem <012 1 <0.12 —>8 913 09 79 921 32 46

| - n. o ) o . O in Europe (data not shown). Penicillin <0.06 2 <0.06 — >8 584 - 416/ 584 334 83 Meropenem 0.03 0.5 <0.015 — >32 91.1 07 81 919 29 5.2

Haemoph”us Test Medium (HTM) In addrt'on’ |ysed horse blood (25_5%) \]/"a::'l?eGSSOfFLnZeEén/;)nnl_la(ﬁ_alz(l)lea;e)s Imdlgztiz.lﬁ\;:gf ISO:/aé_tliselsn\t]vIs;teegbaéteh:lJeCd 91.7 7.5 0.89 - - - Piperacillin-tazobactam 4 >64 <0.5 — >64 78.6 4.4 17.1 73.8 4.7 214
- . = . 50/90 _ _ ) ) _ ) _ o _ _ Tetracycline <0.5 >8 <0.5 —>8 68.6 0.4 31.0 68.6 0.4 31.0 P. aeruginosa (399)
was utilized to supplement the CA-MHB for testing of Streptococcus in each of the four geographic regions. Levonadifloxacin MICgy e, Values Table 1. Cumulative frequency distributions of levonadifloxacin MIC results when tested against (12,474) bacterial isolates (All regions combined). Tigecycline 003 006  <0015—012 998 - b - - - Levonadifioxacin 2 >8 0.12—>8 - - - - - -

: i ; } : : , TMP-SMX <0.5 >4 <0.5— >4 62.6 11.0 264 692 43 264 Levofloxaci 05 8 0.06 — >8 712 50 238 627 85 288
pneumonlae, Vll‘ldanS group StertOCOCCl and B hem0|ytIC StreptOCOCC| (025/05 ug/ml_) were tWO_ to four_fold Iower than those Of |eV0f|OX8.CIn No. of No. of isolates (cumulative %) inhibited at levonadifloxacin MIC (ug/mL) of: MIC MIC Vancomycin 0.25 0.5 <012 —1 100.0 - - 100.0 - 0.0 Ai:i?(ac::)i(:cm 2 >8 SO,25—:32 93.0 23 4.8 90.2 28 7.0
MIC values for comparator agents were obtained from the SENTRY (1/1 pg/mL; Table 2). Organism isolates  <0.004  0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 4 8 >8 > * B-hemolytic streptococci (705) Cefepime 4 16 <0.5 —>16 827 100 73 87 - 173

. . : ’ S. aureus 4077  4(0.1) 676(16.7) 2191(70.4) 47(71.6) 9(71.8) 3(71.9)  8(72.1) 704(89.3) 278(96.1) 28(96.8) 46(98.0) 27(98.6) 56(100.0) 0.015 1 Levonadifloxacin 0.25 05 0.06 — >8 ; ; ; ; ; ; Ceftazidime 2 >16 <0.12 — >16 767 70 163 767 - 23.3
Antimicrobial Surveillance Program database. T line (MICw. 0.03/0.06 ua/mL: 99.8% tibl MSSA 2639 4(02) 599(22.8) 1834(92.3) 38(93.8) 8(941)  1(941)  1(942) 112(98.4) 34(99.7) 1(99.7)  1(99.8)  3(99.9)  3(1000) 0015  0.015 Levofloxacin 05 1 025—>8 983 00 17 953 30 17 Ciprofloxacin 012 >4 <003—>4 749 35 216 687 63 251
Igecyciine ( 1501905 Y- -Jo HgimL., 99.5% suscepl e), MRSA 1,438 - 77(54) 357(30.2) 9(30.8)  1(30.9) 2(310)  7(315) 592(727) 244(89.6) 27(91.5) 45(946) 24(96.3) 53(1000) 0.5 2 Ceftriaxone s hn T o e T imipenem . B <012 —>8 S TR T
Comparator agents were tested by CLSI broth microdilution methods levonadifloxacin (MICsqg9, 0.25/0.5 pg/mL), vancomycin (MICsq g, LEV-S (MIC, <1 pg/mL) 2,924 4(01) 676(233) 2191(982) 47(998)  6(1000) - - - - - - - . 0.015 0015 Clindamycin <025 2 <025—>2 862 09 129 871 - 129 Meropenem 0.5 8 <0015—>32 787 63 150 787 120 93
. . . C 0.25/0.5 ua/mL: 100.0% tibl d li lid (MIC 1/1 ua/mL: LEV-NS (MIC, 22 pg/mL) 1,153 - - - - 3(0.3) 3(0.5) 8(1.2) 704(62.3) 278(86.4) 28(88.8) 46(92.8) 27(95.1) 56 (100.0) 0.5 4 Daptomycin 012 025 <006 —0.5 1000 - - 1000 - 0.0 Piperacillin-tazobactam 4 >64 <0.5 — >64 784 103 113 784 - 21.6
using validated drv-form panels prepared bv ThermoFEisher Scientific - -0 Hg/mL; .0% susceptible) and linezolid ( 50/90 Hg/mL; CONS 620 - 4(0.6) 113(18.9) 176(47.3) 51(555) 2(55.8)  6(56.8) 117(75.6) 99(91.6) 11(93.4) 12(953) 13(97.4) 16(100.0)  0.06 1 e ' ' Y ; ; ; ‘ E _ - ' ; ' ' '
g y P prep y : : . . Erythromycin <012  >16 <012—>16 765 09 227 765 09 227 Tobramycin 05 >8 <0.12 —>8 887 08 105 887 - 11.3
. : . . 100.0% susceptible) were the most active antimicrobial agents tested methicillin-susceptible 212 - 2(09) 57(27.8) 104(76.9) 34(92.9) 1(93.4) 0(934) 5(958) 5(98.1)  1(98.6)  1(99.1)  1(99.5) 1 (100.0) 0.03 0.06 fythromy = = ' : : ' : ; _ yel : = : : : : :
P 9 Linezolid 1 1 0.25—1 100.0 100.0 fl
(Cleveland, Ohio, USA). Quality control (QC) strains were tested daily against all S. pneumoniae isolates, including strains resistant to the methicillin-resistant 408 - 2(05)  56(142) 72(31.9) 17(36.0) 1(36.3) 6(37.7) 112(65.2) 94(88.2) 10(90.7) 11(93.4) 12(96.3)  15(100.0) 0.5 2 P'”e,zf’”', 006 <006 <006 —o01r 1000 . oo 0.0 8'8 H‘L'” ”e:l.zf?e (1,002) 0015 0.03 0,004 —8
. . : . ) S. pneumoniae 1,196 - — -- -- 3(0.3) 58 (5.1) 851(76.3) 261(98.1) 6 (98.6) 0 (98.6) 5 (99.0) 4 (99.3) 8 (100.0) 0.25 0.5 enicitin =J. =J. SU.U0 — U : - - : - : SUELLEIE G - - =Ll = - - -
and inoculum density was monitored by colony counts. QC ranges and other tested fluoroquinolones (Table 2). PEN-S (MIC, <2 ug/mL) 1,097 -~ . . - 3(03)  56(54) 785(76.9) 234(98.3) 6(98.8)  0(98.8)  3(99.1)  4(995)  6(100.0) 025 05 Tetracycline 2 >8 <0.5—>8 505 1.0 485 498 0.7 495 Levofloxacin 0.015 0.3 <0.008 — 8 99.7 - - 99.7 - 0.3
|nterpretlve Crlterla for the Comparator Compounds was as publlshed |n PEN-I (MIC, 4 pg/mL) 90 - -- = = - 2(2.2) 63(72.2) 25 (100.0) - - - - -- 0.25 05 Tigecycline 0.03 0.06 <0.015—0.12 100.0 - -b 100.0 0.0 0.0 Amoxicillin-clavulanate <1 2 <1—8 99.6 - 0.4 97.7 - 2.3
_ o . . - - N o PEN-R (MIC, 28 ug/mL ) 9 - - - - - - 3(33.3) 2(556) 0(55.6) 0(55.6) 2(77.8)  0(77.8)  2(100.0) 05 - TMP-SMX <05 <05 <0.5— >4 - - - 90 03 07 Ampicillin <025  >8 <0.25 — >8 769 20 211  76.9 - 23.1¢
CLSI M100-S26 (2016); tested QC strains included the following: S. Levonadifloxacin demonstrated expellent In V'tro_aCt'V'tY _(M|C50/90' B-hemolytic streptococci 705 - - - - 2(03) 69(10.1) 472(77.0) 149(982) 1(98.3) 0(983) 0(98.3) 3(98.7) 9(100.0)  0.25 0.5 Vancomycin 025 05 <0.12—1 1000 - . 1000 - 00 Azithromycin 0.5 1 <0.03 — >4 99.3 - - 27 966 07
aureus ATCC 29213, Enterococcus faecalis ATCC 29212, S. pneumoniae 0.25/0.5 ug/mL) against B-hemolytic streptococci and viridans group S. agalactiae 353 - - -- -- - 18 (5.1) 220 (67.4) 105(97.2) 0(97.2) 0(97.2) 0(97.2)  1(97.5)  9(100.0) 0.25 0.5 Viridans group streptococci (436) Ceftriaxone <0.06 <006 <0.06 — 025 1000 . ) 99.6 ) 04
7 - T streptococci (MIC 0.5/1 pg/mL). A total of 55.5% of Enterococcus S. pyogenes 352 - - - - 2(0.6) 51(15.1) 252(86.6) 44(99.1)  1(99.4) 0(99.4) 0(99.4)  2(100.0) - 0.25 0.5 Levonadifloxacin 0.5 1 0.06 — >8 - - - Ciprofloxacin <0.03  <0.03 <0.03 — >4 99.6 - - 99.1 - 0.9
ATCC 49619, H. influenzae ATCC 49247, Escherichia coli ATCC 25922, P AT T50/900 ug_ " -0 Viridans group streptococci 436 - - - - 6 (1.4) 27(7.6)  144(40.6) 205(87.6) 40(96.8) 2(97.2)  0(97.2)  3(97.9)  9(100.0) 0.5 1 Levofloxacin 1 2 0.25 —>8 9.1 09 30 - - - Clarithromycin 4 8 <0.12 — >16 957 3.0 1.3 28 972 00
and Pseudomonas aeruainosa ATCC 27853 spp.were inhibited at a levonadifloxacin MIC value of <2 ug/mL S Uisio St i con. e - - - - - 25(4.7) 1% (413) 53(51.2)  9(52.9)  14(55.5) 14(58.1) 90(75.0) 134(100.0) 05 >8 Ceftriaxone 0.25 1 <0.06 —>8 901 41 57 846 - 154 Tetracycline 05 05 <0.12 —>16 984 01 15 983 01 16
g : (MIC 0.5/>8 pg/mL; Table 2) E. faecalis 347 - - -- -- - 24(6.9) 186(60.5) 43(72.9) 1(732)  2(738) 12(77.2) 46(905) 33(100.0)  0.25 8 Clindamycin <095 <025 <095 _ =2 906 02 92 908 ) 95 TMP-SMX <05 ) 05— >4 67 61 272 667 17 3le
50/90 V- Mg , - E. faecium 178 - = - - - 1(0.6) 4(2.8) 8 (7.3) 6(10.7) 12(17.4) 2(185) 44(43.3) 101(100.0)  >8 >8 . g = - ‘ : : : : : = = : - : : : :
Daptomycin 0.25 1 <0.06 — 1 100.0 - - - - - M. catarrhalis (504)
. L : o _ _ _ VAN-S (MIC, <4 pg/mL) 101 - - - - - 1(1.0) 4 (5.0) 8(129) 6(188) 11(29.7) 2(317) 23(545) 46 (100.0) 8 >8 ! b 3 . .
Isolates: Atotal of 12,474 bacterial isolates collected from 154 medical Activity against Gram-negative bacteria VAN-NS (MIC, 28 pg/mL) 77 - - - - - - - - 1(1.3) 0(13) 21(286) 55(100.0)  >8 >8 E_ryth“’l_r;‘yc'” -8-;2 i _261?2_ >;6 1503630 25 44l - - - te"";ad'f"?xac'” 0600135 00-00165 50608;‘5— °i25 T N "
ottt ; ; ; . : : - . : Other Enterococcus spp. 10 - - - - - - 6 (60.0) 2(80.0)  2(100.0) - - - 0.25 1 Inezol - el : i - i - - evotioxacin : : Lo — : - - : - :
InStItutlo.nS Iocat.ed in four c.ontlne.n.ts (Unlted States [69 centers], Europe Levonadifloxacin demon.s'Frate.d excellent activity against H. influenzae H. influenzae 1,002 15(15) 215(23.0) 439(66.8) 252(91.9) 53(97.2) 10(98.2) 4 (98.6) 7(99.3) 4(99.7) 0(99.7) 2(99.9)  1(100.0) . 0.015 0.03 Penicillin <0.06 2 <0.06 — >8 679 259 62 752 186 6.2 Amoxicillin-clavulanate <1 <1 <1 100.0 - 0.0¢  100.0 - 0.0
[44], Latin America [20], Asia-Pacific [21]) were selected from the global (21.0% B-lactamase-positive) isolates (MICy,q, 0.015/0.03 pg/mL; B-lactamase-positive 210 1(05) 36(17.6) 75(53.3) 73(88.1) 18(96.7) 3(98.1)  1(98.6)  2(99.5) 1 (100.0) - - - - 0015  0.06 Tetracycline <05 >8 <0.5—>8 670 41 289 - - - Azithromycin <0.03  0.06 <003—0.12 1000 - <4 1000 0.0 0.0
. . " : 0 : ik B -lactamase-negative 792 14 (1.8) 179 (24.4) 364(70.3) 179(92.9) 35(97.3)  7(98.2) 3(98.6) 5(99.2) 3(99.6) 0 (99.6) 2(99.9)  1(100.0) - 0.015 0.03 Tigecycline 0.03 0.06 <0.015—0.12  100.0 - - - - - Ceftriaxone 0.25 0.5 <0.06 — 2 100.0 - - 99.8 0.2 0.0
surveillance program. The collection included 7,569 Gram-positive and Table 3) with 99.9% of isolates 'nh'b_'JFed atan MIC (?f =4 ”g_/ mL. The M. catarrhalis 504 5(1.0) 88(185) 399(97.6) 10(99.6) 0(99.6)  0(99.6) 2 (100.0) - - - - - - 0.015  0.015 Vancomycin 0.5 0.5 <012 —1 1000 - - 1000 - 0.0 Clarithromycin <012 <0.12 <012 —05 100.0 - d 996 04 0.0
4 905 Gram_nega‘“ve Orgarusms A” |So|ates were Collected |n 2014 M|C5O/90 Va|ueS fOI' B-|actamase-pOSItlve and 'negat|ve strains I’anged Enterobacteriaceae 3,000 -- -- 1(<0.1) 4(0.2) 130 (4.5) 462(19.9) 705 (43.4) 505 (60.2) 153(65.3) 148(70.3) 87 (73.2) 119(77.1) 686 (100.0) 0.5 >8 Enterococcus spp. (535) Tetracycline <0.12 0.25 <0.12 — >16 09.8 0.0 0.2d 99.8 0.0 0.2
' . . ’ . - i E. coli 1,058 - - 1(0.1) 2(03) 121(11.7) 355(45.3) 84(53.2) 23(55.4) 24(57.7) 55(62.9) 20(64.7) 13(66.0) 360(100.0)  0.25 >8 Levonadifloxacin 0.5 >8 0.12—>8 - - - - TMP-SMX <0.5 <0.5 <0.5—2 95.4 4.6 0.0d 95.4 3.0 1.6
from 0.015/ 0.03-0.06 pug/mL, respectively (Table 3). Other than
except for Streptococcus spp., H. influenzae and M. catarrhalis from Latin o ' ' Y _ s non-ESBL-phenotype 832 - - 1(0.1) 2(04) 120(14.8) 341(55.8) 80(65.4) 20(67.8) 22(70.4) 50(76.4) 15(78.2) 11(79.6) 170(100.0)  0.12 >8 Levofloxacin 2 8 05— >8 525 21 454 546 -  45.4b — . o _—
0 a. Criteria as published by CLSI [2016] and EUCAST [2016] [ eta-lactamase positive reported as resistant to penicillins ou
America. which included isolates collected in 2013 and 2014. Onl ampicillin (21.1-23.1% resistant) and trimethoprim-sulfamethoxazole ESBL-phenotype 226 - - - - 1(0.4) 14 (6.6) 4 (8.4) 3(9.7) 2(10.6) 5(12.8) 5(150) 2(159) 190(100.0)  >8 >8 Ampicillin ] - T 1o ) a8 707 06 288 b Intormodiate nterpreted a5 SDD peta. act
b » WHICT _ _ _ : y _ (27.2-31.6% resistant [CLSI/EUCAST]), susceptibility to other agents LEV-S (MIC, <2 pg/mL) 698 - - 1(0.1) 2(04) 121(17.8) 355(68.6) 84(80.7) 23(84.0) 24(87.4) 55(95.3) 20(98.1) 11(99.7)  2(100.0) 0.12 2 Ciprofioxacin ) o4 012 >4 381 120 499 536 T lean d.  As published in M45-A2
clinically significant isolates were included in the study (one per patient - 2 - LEV-NS (MIC, 24 pg/mL) 360 - - B - - . - - - - . 2(06)  3°8(1000)  >8 >8 Daptomycin 1 2 012—4 1000 - i . . .
sode). Species identificat . dwh o was high (>95.0%; Table 3). Susceptibility was high for the above- Klebsiella spp. 802 - - — 1(0.1) 1(0.2) 7(11) 249 (32.2) 224(60.1) 24(63.1) 28(66.6) 34(70.8) 54(77.6) 180(100.0) 05 >8 Ery‘:hrorﬁycin 16 16 015 — 16 56 331 613
episode). Species identification was confirmed when necessar : : : non-ESBL-phenotype 530 - - - 1(0.2) 1(0.4) 6(1.5) 236(46.0) 208(85.3) 20(89.1) 24(93.6) 15(96.4) 7(97.7)  12(100.0) 05 2 fythror =912 — : : - - - - R f
_ : _ SN _ _ y by mentioned agents in all regions (data not shown). ESBL.phenotype 7o N N . - - 104) 13(.1) 16(1.0) 4125  4(140) 19(20.0) 47(382) 168(100.0)  >8 o8 Linezolid 1 1 0.25—8 993 06 02 998 - 02 ererences
MatI’IX-ASSISted Laser DeSOrptlon lonization-Time Of Fllght Mass ) ) ) ) LEV-S (MIC, €2 pg/mL) 634 - - - 1(0.2) 1(0.3) 7 (1.4) 249 (40.7) 224 (76.0) 24 (79.8) 28 (84.2) 34 (89.6) 54 (98.1) 12 (100.0) 05 8 Tfatracyc.llne >8 >8 <0.5—>8 34.4 1.7 63.9 - - -
Spectrometry (MALD|-TOF MS) using the Bruker Daltonics MALDI * For the Enterobacteriaceae, CIpfOﬂOX&CIn resistance was 22.9-25.0% LEV-NS (MIC, 24 pg/mL) 168 — — - - — — — — — — — — 168 (100.0) >8 >8 Tigecycline 0.03 0.06 <0.015—0.5 99.7 - - 998 02 0.0 1. Bhagwat SS, McGhee P, Kosowska-Shick K, Patel MV, Appelbaum PC (2009). In vitro activity of the quinolone
| ) ) ) (CLS|/EUCAST) overall against 3.000 isolates (Table 3) ranging from K. pneumoniae 664 -- -- -- 1(0.2) 1(0.3) 5(1.1) 202 (31.5) 162(55.9) 19(58.7) 23(62.2) 27(66.3) 51(73.9) 173(100.0) 0.5 >8 Vancomycin 1 >16 0.5 —>16 84.9 0.2 15.0  84.9 - 15.1 WCK 771 against recent U.S. hospital and community-acquired Staphylococcus aureus pathogens with various
Blotyper (Blllerlca, Massachusetts, USA) followmg manufacturer ) ! ) ) ! K. oxytoca 129 - - -- -- - 2(1.6) 45 (36.4) 56 (79.8) 5 (83.7) 5 (87.6) 7 (93.0) 2 (94.6) 7 (100.0) 0.5 4 a. Criteria as published by CLSI [2016] and EUCAST [2016] f.  Using Parenteral, Meningitis breakpoints resistance types. Antimicrob Agents Chemother 53: 811-813.
. . . . o . 18.1% (CLSI) in USAto 42.0% (EUCAST) in Latin America (data not Enterobacter spp. 457 - - - 1(0.2) 2(0.7) 50(11.6) 230(61.9) 81(79.6) 16(83.2) 15(86.4) 9(88.4)  16(91.9) 37(100.0)  0.25 8 b.  Breakpoints from FDA Package Insert revised 12/2014 g.  Using Parenteral, Non Meningitis breakpoints 2. Clinical and Laboratory Standards Institute (2016). M100-S26. Performance standards for antimicrobial
instructions. Isolates were obtained from patients hospitalized with shown). Levonadifloxacin showed good in vitro activity (MIC 0.5/>8 Citrobacter spp. 131 - . - - 4(31)  38(32.1) 33(57.3) 14(67.9) 7(73.3) 11(8L7) 7(87.0) 6(91.6) 11(100.0)  0.25 8 ¢ being Mon Meningitis breakpoints _ _ susceptibility testing: 26th informational supplement. Wayne, PA: CLSI.
pheumonia (17.8%; 2,220), community-acquired pneumonia (18.1%: F - . _ Ve g ty 50/90s V- P mirabilis 185 - - - - - 1(0.5) 33(18.4) 78(60.5) 4 (62.7) 2 (63.8) 2 (64.9) 7(68.6)  58(100.0) 0.5 >8 e U::ﬂg of;}'ﬂ?;;ipg‘?,?tsp"'”s TMP-SMX = Trimethoprim-sulfamethoxazole 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and zone diameters. Version 6.0, January 2016.
2.255), blood 27 ',f & (19.6%; 2.447), uri o e Mg/mL) with 73.2% of isolates inhibited at <4 pg/mL (suggested Gram- Indole-positive Proteeae 175 - - - - 1(0.6) 5(3.4)  56(35.4) 43(60.0) 4(62.3) 5(65.1)  9(70.3) 19(81.1) 33 (100.0) 05 >8 Available at: http://www.eucast.org/clinical_breakpoints/. Accessed January 2016.
, , bloodstream Infections .00, 2, , urinary tract infections i - i i i i S. marcescens 168 - -- -- -- -- 1 (0.6) 8 (5.4) 38(28.0) 73(71.4) 31(89.9) 6 (93.5) 4 (95.8) 7 (100.0) 1 4 4. Jacobs MR, Bajaksouzian S, Windau A, Appelbaum PC, Patel MV, Gupte SV, Bhagwat SS, De Souza NJ,
. . . . . y . neg_atlve PK-PD breakpomt acgordlng to personal communication/data Other Enterobacteriaceae 24 -- - = = 1(4.2) 5 (25.0) 12 (75.0) 4 (91.7) 1 (95.8) 1 (100.0) - - -- 0.25 0.5 Khorakiwala HF (2004). In vitro activity of the new quinolone WCK 771 against staphylococci. Antimicrob
g CKNOWwIle ements
(5.5%; 684), acute bacterial skin and skin structure infections, e.g. wound on file, Wockhardt Pharmaceuticals) and based on the MIC, value P. aeruginosa 399 - - - - - 1(0.3) 5 (1.5) 13(4.8) 119(34.6) 103(60.4) 28(67.4) 38(76.9) 92 (100.0) 2 >8 g Agents Chemother 48: 3338-3342.
: O/ : ) Al - i : LEV-S (MIC, <2 pg/mL) 284 - - B B - 1(0.4) 5(2.1) 13(6.7) 119(48.6) 103(84.9) 26(94.0) 15(99.3)  2(100.0) 2 4 5. Patel MV, De Souza NJ, Gupte SV, Jafri MA, Bhagwat SS, Chugh Y, Khorakiwala HF, Jacobs MR, Appelbaum
swabs or asplrated pus etc. (28'9 /0’ 3’610)’ intra-abdominal infections demonstrated elght fold less pOtenCy than levofloxacin (0'5 ug/mL LEV-NS (MIC, 24 ug/mL) 115 - - -- -- - - - - - - 2(1.7) 23 (21.7) 90 (100.0) >3 >3 This study and abstract presentation were funded by a research grant from Wockhardt Bio PC (2004). Antistaphylococcal activity of WCK 771, a tricyclic fluoroquinolone, in animal infection models.

(24%, 302) and other infection typeS (77%, 956) Compared to 0.06 Hg/mL, Table 3) LEV= levofloxacin, ESBL= extended-spectrum beta-lactamase, NS= not-susceptible, S= susceptible, VAN= vancomycin, PEN=penicillin, I= intermediate, MRSA= methicillin-resistant staphylococcus aureus, MSSA=methicillin-susceptible staphylococcus aureus AG. Antimicrob Agents Chemother 48: 4754-4761.
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