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CONCLUSIONS

* INJ-Q2 MIC was very active (MIC,, 0.008-
0.015 mg/L) against all LEV-S-SA tested, a
potency independent of methicillin S patterns.

Activity of JNJ-Q2, a New Fluoroquinolone, Tested Against Contemporary (2010) European

Pathogens Isolated from Patients with Acute Bacterial Skin and Skin-Structure Infections
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AMENDED ABSTRACT INTRODUCTION RESULTS

The quinolone class of antimicrobial agents have e Against all S. aureus (1,062 isolates) tested, JNJ-Q?2 * When testing the 407 LEV-R-MRSA and 62 LEV-R-
demonstrated high clinical utility in a variety of human was very active with a MIC.,, MIC,,, and MIC range MSSA, JNJ-Q2 was still many-fold more potent than
infections and has become one of the most widely of 0.015, 0.5, and <0.004 to 2 mg/L, respectively the comparator FQ antimicrobial agents (Tables 1 and

isolated from patients with acute bacterial skin and prescribed classes. Resistance to fluoroquinolones (Table 1). Comparing MIC,, values, JNJ-Q2 2). However, for both FQR-subgroups, the MIC,
(FQ) usually occurs by alterations to target enzymes (0.25 mg/L) and MICy, (0.5 mg/L) values were the
skin-structure infections (ABSSSI). JINJ-Q2 is a y y J y demonstrated four-, 32-, and at least 32-fold greater i _S-
(DNA gyrase and topoisomerase V) but also by o _ L | highest compared to the two LEV-S-subgroups and
broad-spectrum bactericidal fluoroquinolone (FQ) activity than moxifloxacin, ciprofloxacin and

. - . " decreased uptake and/or efflux. . . the overall collection.
with potent activity against Gram-positive and levofloxacin, respectively (Table 2).

-negative pathogens, including methicillin-resistant
(MR) Staphylococcus aureus (SA), and is in clinical
development for the treatment of ABSSSI and
community-acquired bacterial pneumonia.
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Objectives: To determine the activity of JINJ-Q2
tested against contemporary (2010) European
Isolates of the most common bacterial species

* INJ-Q2 was very active (MIC,,, 0.5 mg/L)
against most LEV-R-SA tested, independent
of methicillin R status, but the potency was
lower than that observed among the LEV-S
population (32-fold at the MIC., level).

* INJ-Q2 was most active against LEV-S-isolates,
regardless of MRSA or MSSA status. The MIC,, and
MICy, for LEV-S-MRSA and LEV-S-MSSA (Tables 1
and 2) were at 0.008 mg/L and 0.008-0.015 mg/L,
respectively. The highest MIC observed in both
groups of organisms was only 0.25 mg/L.

JNJ-Q2 (Figure 1) is a novel fluorinated 4-quinolone
with potent activity against Gram-positive pathogens
(including MRSA) and Gram-negative pathogens; and
It IS In clinical development for the treatment of acute
bacterial skin and skin structure infection (ABSSSI)
and community-acquired bacterial pneumonia (CABP).

By EUCAST criteria, antimicrobial resistance (R) in S.
aureus was elevated for levofloxacin (LEV, 44.2%),
ciprofloxacin (CIP, 44.7%), moxifloxacin (MOX,
42.7%), and erythromycin (38.0%). Clindamycin
showed a moderate rate of R (15.3%). In contrast, R
was very low for tetracycline (7.1%) and trimethoprim/
sulfamethoxazole (1.5%). All isolates were
susceptible (S) to vancomycin and linezolid and with
99.9% of Isolates testing S to daptomycin (Table 2).

« INJ-Q2 was the most potent FQ class agent
tested overall and against all SA subgroups
when compared directly to LEV, MOX and
CIP.

Methods: Atotal of 1,273 pathogens were collected
from patients with ABSSSI in 32 medical centres In
15 European countries (including Turkey and Israel)
In 2010. Species/organism group (number of isolates
tested) were: SA (1,062) and beta-hemolytic
streptococci (BHS, 211; 48.8% S. pyogenes).
Isolates were tested for susceptibility by CLSI broth

e Against 211 beta-hemolytic streptococci (including
103 S. pyogenes) JNJ-Q2 was the most potent
(MIC4,, 0.015 mg/L) antimicrobial agent tested with all
Isolates being inhibited at an MIC of <0.06 mg/L. JNJ-
Q2 demonstrated many-fold higher activity than LEV,
MOX and CIP (Table 2).

In this presentation, we summarize in vitro tested
results for INJ-Q2 and comparator antimicrobial
agents against Gram-positive pathogens isolated in

2010 from patients with ABSSSI in Europe. * INJ-Q2 was the most potent antimicrobial

agent tested (MIC,,, 0.015 mg/L) against
beta-hemolytic streptococci demonstrating

Figure 1. Chemical structure of INJ-Q2 Table 1. MIC (mg/L) and cumulative percent inhibited distributions of JNJ-Q2 tested against 1,273 ABSSSI pathogens isolated in Europe

susce Dtlblllty |nterpretat|0ns for Comparator agents ® Organism/group <0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 2 MIC,, MIC,,
- - HaN F WSSAlev-S (545) 226115 208(306)  de(e1) 193 0093 2008 20000 o0 PO 0.008 CIP.
were determined usi ng EUCAST (2011) and CLSI o ‘ OH MSSA. lev-Rb (62) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (3.2) 22 (38.7) 28 (83.9) 8 (96.8) 2 (100.0) 0.25 0.5
" MRSA, lev-S (45 5(11.1 21 (57.8 19 (100.0 0.008 0.015
(2011) breakp0| nts. Cl NN MRSA, S-R 240)7) O((0.0)) 1 Eo.s)) o((o.s) ) 0 (0.3) 4(1.2) 77 (20.2) 202 (69.8) 103 (95.1) 19 (99.3) 3 (100.0) 0.25 0.5
F N N BHe streptococci (211) 13 (6.2) 129 (67.3) 66 (98.6) 3 (100.0) 0.008 0.015
S. pyogenes (103) 2 (2.9) 58 (59.2) 40 (98.1) 2 (100.0) 0.008 0.015
; I S. lacti 55 2 (3.6 36 (69.1 17 (100.0 0.008 0.015
Res u ItS " Table 1 ShOWS the cumu Iatlve percentage OCH3A othaé?'algzcslfég) ) 8 ((15.1)) 35 E81.1§ 9 §98.1)) 0(98.1) 1 (100.0) 0.008 0.015 A C K N OWL E D G E I\/I E N T
M I C freq ue nCy ag al nSt the Sp@CleS/g ro u pS tested . a. Lev-S = levofloxacin-susceptible. b. Lev-R = levofloxacin-resistant. c. BH = beta-hemolytic. d. = Includes: Streptococcus dysgalactiae (seven isolates), Streptococcus equisimilis (one isolate), Group C Streptococcus (14 isolates), and Group G Streptococcus (31 isolates).
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Against 1,062 SA, INJ-Q2 (MICcy/q0, 0.015/0.5 mg/L)

Table 2. Antimicrobial activity of INJ-Q2 and comparator antimicrobials tested against 1,273 ABSSSI pathogens isolated in Europe (2010)

Inhlblted a” ISOIa‘teS at a MIC S2 mg/L AIthOugh MATERIALS AN D I\/I ETHODS Organism (no. tested)/ MIC in mg/L CLSIP EUCASTP Organism (no. tested)/ MIC in mg/L CLSIp EUCASTP® Furlex PharmaceUtlcals InC (MOFFISVI”e, NOrth
V' - Antimicrobial agent? MIC,, MICq, Range %S / %R %S / %R Antimicrobial agent? MIC,, MIC,, Range %S / %R %S / %R l
activity was lower against MRSA (MIC.,, 0.25 mg/L) T ——— EV-S MBS (1B Carolina, USA).
icillin- I INJ-Q2 0.015 0.5 <0.004 - 2 /- -/ - INJ-Q2 0.008 0.008 <0.004 — 0.25 -/ - -/ -

Compared to methICIIIm Susceptlble.(M.S). SA (MIC50’ Bacterial Strain Collection. The SENTRY Antimicrobial Levqﬁoxac_in <0.5 >4 <0.5->4 55.6 / 44.2 55.6 / 44.2 Levo_ﬁoxac_in <0.5 <0.5 <0.5-1 100.0/0.0 100.0/0.0

. m /L) 951% Of MRSA were |nh|b|ted at a : _ _ Moxn‘loxacm 0.06 8 <0.008 — >8 55.6/42.7 55.6/42.7 M.oxﬁloxacm 0.06 0.06 <0.008 -8 99.4/0.6 99.4/0.6
O 008 g ) S ” P h d Id d Ciprofloxacin 0.5 >4 <0.03 ->4 55.3/44.4 55.3/44.7 Ciprofloxacin 0.25 0.5 <0.03-4 99.3/0.4 99.3/0.7

< . urvelilance rogram as monltore a woriawidae Oxacillin 0.5 >2 <0.25->2 57.4/42.6 57.4/42.6 Erythromycin <0.25 >4 <0.25->4 87.5/11.2 87.5/11.7 R E FE R E N CES
JNJ'QZ MIC Value Of —05 mg/I— AgamSt MRSA, || t' f th I 1997 d th 2010 Erythromycin <0.25 >4 <0.25 — >4 61.4/37.4 61.4/38.0 Clindamycin <0.25 <0.25 <0.25 - >2 99.1/0.9 98.3/0.9
JNJ-QZ was four- to 16-fold more active than collection or pa oge_ns since , all € Clindamycin <0.25 >2 <0.25 - >2 84.7/15.3 84.1/153  Linezolid 1 1 0.25 -2 100.0/0.0 100.0/0.0
samples were examined to select JNJ-Q2 targeted Linezolid ' ' ol T Teracyciine P s AN I 1. Clinical and Laboratory Standards Institute (2009).

. . ) _ _ Tetracycline <0.25 0.5 <0.25->8 93.2/6.1 925/7.1 Trimethoprim/sulfamethoxazole <0.5 <0.5 <0.5->4 99.3/0.7 99.3/0.6 ' _ T _ -
mOXIﬂOxaCIn (MOX, M|C50/90, 4/8 mg/L) and at IeaSt pathogens from European patlents W|th ABSSSI|. A Er;r;gr?qc;/gir:]m/suIfamethoxazole 3022 30055 Sc?fz__>24 98.94;/1:6 ggg;gi \Iaaar;])é(;rr?]ﬁiirrll 0.125 0.125 06152__21 1(1)8001;/0-0 1888;88 MO7_A8’ Methods of dilution antimicrobial Suscep“bmty
32-fold more active than levotloxacin (LEV; MICggq, total of 1,273 pathogens were collected from patients R 1 1 e R LT e S B tests for bacteria that grow aerobically; approved
28/28 mg/L) and Ciprofloxacin (CIP’ MIC5O/9O’ 28/28 with ABSSSI in 32 medical centres in 15 European ilgl\‘jc-)ﬁc?xacin 0515 gf 0'228;12 OO;/1E)00 oo}/lboo kﬂeovﬁmfllg:glcc:iig 301.2 0225 osc())é5—_o45 99'-0//-0'0 1807640//1600 standard-elghth edition. Wayne’ PA: CLSI.
mg/L)' ‘]N‘]_QZ demonstrated excellent aCtiVity countries (inCIUding Turkey and Israel). Species ?:A.ng:t?oxf;é?n >44 >84 0'26;28 0962//19066.10 0962//19066.10 ggglﬁﬁaan 38:83 50?03 0'28.6;4 106{6/- 100?(4;0.0 2. Clinical ana Laboratory Standards InStItUte. (2.011).'
(MICg0, 0.008/0.015 mg/L) against BHS, inhibiting identifications were performed by the submitting Clndamyéin w25 2 s025-22  649/31  64elami  Eymmomyen 025 025 025>  932/68  932/68 MlOO-St._Z ;I._tP(terfci_rmar;clits_t?ndarcél_s forl antlmllcrobl?l

- : : : : Linezolid 1 1 0.25-2 100.0/00  100.0/0.0  Clindamyci <0.25 <0.25 <0.25 — >2 99.0/1.0 99.0/1.0 SUSCepPLDIILY testing. Informational suppiement.
100.0% of isolates at a MIC of <0.06 mg/L. JNJ-Q2 laboratories with confirmation performed by the central e e L o28-2 2000100 100.010.0 - Clindamycin : : 25 00/10  990/10 Wayne, PA: CLS|
- i i Trimethoprim/sulfamethoxazol <0.5 <0.5 <0.5->4 96.8 /3.2 96.8 /3.2 Trimethoprim/sulfamethoxazol <0.5 <0.5 <0.5 - >4 -/ - 97.1/2.9 , : :
was 16-fold more active than MOX (M|C50/90, reference laboratory (JMI Laboratories, North Liberty, Dra?teotmc;girnms Amethoxazot 0.25 0.5 0.12-2 99.8 / - 99.8/0.2 Drarpr)]t?)tm())/?:irnms ametoxazot <0.06 <0.06  <0.06-012  100.0/-  100.0/0.0 T - - -
_ - _ : <019 _ ] : . breakKpoint tapies 10r interpretation o
3. EUCAST (2011). Breakpoint tables for interpretation of
Iowa USA) Vancomycin 0.5 1 0.25-2 100.0/0.0 100.0/0.0 Vancomycin 0.25 0.5 0.12-0.5 100.0/ 100.0/0.0
0.12/0.25 mg/L) and 64-fold more active than CIP ’ - LEV-R-MSSA (62) . agalacitiae (55) MICs and zone diameters.Version1.3, January 2011
: INJ-Q2 0.25 0.5 0.06 — 1 W e INJ-Q2 0.008 0.015  <0.004 — 0.015 -/ - -/ - ' gt '
(M|C5O/90 0.5/1 mg/L) against BHS. e : Levofloxacin >4 >4 4->4 0.0/100.0  0.0/100.0  Levofloxacin <0.5 1 <0.5-2 100.0/0.0  96.4/0.0 Available at http://www.eucast.org/clinical breakpoints/
’ Susceptibility Test Methods. All isolates were tested Moxifloxacin 4 8 1->8 0.0/952 00/952  Moxifloxacin 0.12 0.25 0.06 —0.25 -/- 100.0/0.0 = ' ' - '
' . _ S Ciprofloxaci >4 >4 4 — >4 0.0/100.0  0.0/100.0  Ciprofloxaci 0.5 1 0.25-1 -/ - -/ - _
Conclusions: JNJ-O2 demonstrated very potent for susceptibility by reference broth microdilution Erythromycin <0.25 >4 <025_>4  565/419 565435  peniciln <0.03 0.06 <0.03-0.06  100.0/-  100.0/0.0 4 ﬁCCESSESCMa:.\:’CE.].S, ?OJI-E:L q 2003 .
: - : .. Clind i <0.25 >2 <0.25 - >2 80.6/19.4  79.0/19.4  Amoxicillin/clavul <1 <1 <1 -/ - 100.0/0.0
.. _ _ _ y P _ methods using the Clinical and Laboratory Standards Lnezolid 1 1 1-2 100.0/0.0  100.0/0.0 Err];/?hrgm;c(i:na nere <0.25 >4 <025->4  745/236  745/236 ' qu?r ] ubinstein (e .S') ( ). Quinolone
activity against this collection of common bacterial . . Tetracycline <0.25 0.5 <025->8  91.9/65  919/81  Clindamycin <0.25 >2 <025->2  83.6/164  83.6/16.4 Antimicrobial Agents 3rd edition. ASM Press,
_ _ _ _ Institute recommendations (CLSI; MO7-AS8, 2009) Trimethoprim/sulfamethoxazole <05 <05 <05-1 1000/0.0  100.0/00  Linezolid 1 1 05-1 100.0/ - 100.0/0.0 :
pathogens |SO|ated from paﬂents W|th ABSSSI In . Id i d | f i d b TREK Daptomycin 0.25 0.5 0.12-0.5 100.0/ - 100.0/0.0 Trimethoprim/sulfamethoxazole <0.5 <0.5 <0.5 -/ - 100.0/0.0 WaShlngtOH D.C.
European medical centers during 2010 JNJ_QZ also us_lng Va! aled panhels manurac ure_ Y L\ée\t/ngol\r%%g (45) o ' e 1000700 1000700 \?:r?ct:g%cc:?\ 06.152 06.255 _8:(2)2:8:25 188:8;: 188:8;8:8 5. Jones RN, Ross JE, Bell JM, Fumiaki | Kobayashi |
. D|agnOSt|C SyStemS (Cleveland, Oh'O, USA) The JNJ-Q2 0.008 0.015 <0.004 - 0.015 -/ - -/ - Other beta-haemolytic streptococcid (53) T d JD 2009 Z I - I .I: t
hibited f -fold t tivit dt : .. C oy e Levofloxacin <0.5 <0.5 <0.5 100.0/ 0.0 100.0/0.0  JINJ-Q2 0.008 0.015 <0.004 — 0.06 e N urnidge ( ) yvox annual appralsal or potency
exnibited rour-roia or gredter activity compared 1o uality assurance of the minimum inhibitor Moxifloxaci 0.06 0.12 0.015-0.12  100.0/0.0  100.0/0.0  Levofloxaci <0.5 1 <0.5 >4 96.2/1.9 96.2/3.8 i i i
. . 9 y y oxifloxacin - - 015 -0, 0/0. 0/0. evofloxacin =0. =0.5 - 211, 213, and spectrum program: linezolid resistance program
CIP LEV and MOX agalnst these ISOIateS The JNJ_ . Clprofloxacm 0.25 1 0.12-2 97.8/0.0 97.8/2.2 Moxifloxacin 0.12 0.25 0.06 -2 -/ - 98.1/1.9 g ] ]
" i ol . concentration (MIC) values was performed by Emg;?nn;ﬁn iggg <gé5 igég:zg 892523//167%8 892523//167%8 giapr:i?:fillﬁzacm <8'g3 <olo3 <8'§35 _ g%e 106/0_ 7 100_(; /0.0 results for 2008. Dlagn Microb Infect Dis 65:404-413.
Q2 in vitro results were very promising and support concurrent testing of CLSI-recommended (M100-S21, Linezolid 1 2 <6.5—2 105.3/5.0 105.3/5.0 Amosisilin/cavulanate <s'1 <1 <' <t 5 10013/010 6. Morrow BJ, He W, Amsler KM, Foleno BD, Macielag
f thel‘ Cl|n|CaI deve|0 ment Of th|S new FQ fOI‘ 2011 t I t . . I d S ATCC 29213 Tgtracycmg 0.5 >8 _0.25:>8 57.8/37.8 57.8142.2 Eryt romycin <0.25 2 _0.25:>4 86.8/13.2 86.8/13.2 ] ] ]
ur P ) controi stralns, INciuading . aureus : Trimethoprim/sulfamethoxazole <0.5 <0.5 <0.5-2 100.0/0.0  100.0/0.0  Clindamycin <0.25 <0.25 <0.25 — >2 96.2/3.8 96.2/3.8 MJ, Lynch AS, Bush K (2010). In vitro antibacterial
. . . . . Daptomycin 0.25 0.5 0.25-0.5 100.0/ - 100.0/0.0 Linezolid 1 1 05-1 100.0/ - 100.0/0.0 e .
treatment of ABSSSI, including cases caused by Categorical interpretation of comparator MIC values Vancomycin 1 1 05-1  100.0/0.0  100.0/0.0  Trimethoprim/sulfamethoxazole <05 <05 <05 >4 E 98.1/1.9 activities of INJ-Q2, a new broad-spectrum
. a. LEV = levofloxacin, S = susceptible, R = resistant, MSSA = methicillin-susceptible S. aureus, MRSA = methicillin-resistant S. aureus Daptomycin <0.06 <0.06 <0.06 - 0.5 100.0/ - 100.0/0.0 . - .
MRSA. was performed accordlng to CLSI (M 100-S21, 2011) b. Critera as published by the CLS1 [20L1) and EUCAST [2014) Vancomycin 0.25 0.5 0.25-0.5 100.0/ - 100.0/0.0 fluoroquinolone. Antimicrob Agents Chemother
and EUCAST (2011) Crlterla. d. ;tlrréc;tjodcisgCi;r(zgtloic;,%c;;és;;j-ysgalactiae (seven isolates), S. equisimilis (one isolate), Group C Streptococcus (14 isolates), and Group G 541955_64
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