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CONCLUSIONS

Activity of JNJ-Q2, a New Fluoroquinolone, Tested Against Contemporary (2010) European
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Table 2. Antimicrobial activity of JNJ-Q2 and comparator
antimicrobials tested against 1,150 CABP pathogens isolated in

.. . . _ _ _ Europe (2010)
Objectives: To determine the activity of JINJ-Q2 Antimicrobial agents _of_ the qg_lno_lone cle_lss have * Against all S. pneumoniae (701 isolates) tested, MIC in m/L « INJ-Q2 MIC was very potent
tested against contemporary (2010) European demonstrated high clinical utility in a variety of INJ-Q2 was very active with a MIC.,, MIC,,, and Organism (no. tested)/ o oo CLSI2  EUCAST :
isolates of the most common bacterial species human infections and the fluoroquinolones (FQ) MIC range of 0.008, 0.015, and <0.004 to 1 mg/L, Anfimicrobial agent HSTYR S TR (MICs0/00, 0'003/0'015 mg/L) against
solated f i ith i red h fth del bed . . S- pneumoniae (701) all S. pneumoniae tested and
1ISO ate. rom patle.ntS Wit Communlty-.achIre ave become one of the most wide Y prescripe respect|ve|y (Tab|e 1) Comparing |\/||C50 values, INJ-O2 SR OO0E <060 Ty iy :
bacterial pneumonia (CABP). INJ-Q2 is a broad- classes. Resistance to FQ's usually occurs by INJ-Q2 demonstrated 16-, 128-, and 128-fold e 1> 0ot 00088 904106 901105 demonstrated 16-, 128-, and 128-fold
Sg‘f;t]rt“;tk/?ftzr";ﬁgtf(';:’;r‘:]qU;”S‘i’t'i‘\’/gea%':d@)n‘é"'tgﬂve alterations to target enzymes (DNA gyrase and greater activity than moxifloxacin (MOX), Levofloxacin 1 1 s05->4 99.1/09 99.1/0.9 greater activity than MOX, CIP and
Eathogens ir)]/Ch? ding methicilli)in-resistant J ;Onpdc;losrog‘fi:ise IV) but also by decreased uptake ciprofloxacin (CIP) and levofloxacin (LEV), Ciprofloxacin 1 2 025->4 M- 00731 LEV, respectively.
! .. .. . respectivelv (Table 2). Penicillin® <0.03 2 <0.03—->4 94.3/0.1 -/ -
Staphylococcus aureus (MRSA)’ and is in clinical ¥ Y ( ) Penicillin® <0.03 2 <0.03->4 715/17.3 71.5/5.7
development for the treatment of CABP and acute INJ-Q2 (Figure 1) is a novel fluorinated 4- o L | Amoxicilin/clavulanate <1 2 <1-8  932/34  -/- * JINJ-Q2 also demonstrated very high
bacterial skin and skin structure infection. guinolone with potent activity against Gram-positive By EUCAST criteria, antimicrobial resistance (R) Ceftriaxone €006 1  <006-4 949/03 813/03 o inst H. infl MIC
. - pathogens (including MRSA) and Gram-negative N S. pneumoniae was elevated for azithromycin Cefuroxime <012 4  <0.12-16 78.5/20.3 77.6/215 activity against H. intiuenzage ( 20
Methods: Atotal of 1,150 respiratory pathogens A R 27.0%). clindamycin (18.5%), tetracycline | 0.015 mg/L) and M. catarrhalis (MICgy,,
( ), ycin ( ), y 8 <025-> 90
were collected from patients with CABP in 32 pathogens; and it is in clinical development for the . . . Tetracycline 05 28 =0.25->8 [r2f223 169/228
medical centres in 15 countries (including Turkey Frea’m.]ent of acute bacterial skin .and Skir.] structure (22-80@)’ and.trlmethoprlm/sulfamethoxazglg. Tri-m/sulfae- <05 4 <05->4 77.3/16.8 82.0/16.8 0.015 mg/L)
and Israel). Species (number of isolates tested) intection (ABSSSI) and community-acquired (16.8%). Against beta-lactam agents, penicillin R cindamyein s ek =hasmed ER6/85 G518
were: Streptococcus pneumoniae (SPN, 701), bacterial pneumonia (CABP). was 5.7% while 77.6 and _81.3% of |solf';1tes tested i\;uthrogyc.n Sof5 >14 _<oo.2152_ >24 7;(2 /02/6.7 Zzos ; /2(7)2 - These promising in vitro results when
Haemophilus influenzae (HI, 315), and Moraxella - - TR susceptible () to cefuroxime and ceftriaxone, \/I::(:Z;)rrl\ cin 025 05 <:) 1.2 _05 10010/: 10010/0.0 testing JNJ-Q2, against the three most
catarrhalis (MC, 134). Isolates were tested for In this presentation, we summarize in vitro test respectively. All isolates were S to vancomycin ’ | ST | o ! _ _
susceptibilities by CLSI broth microdilution methods results for J_NJ-QZ and comparator antimicrobial and linezolid with 99.1 % of isolates testing S to H. influenzae (315) common Cause_s of CABP Isolated In
(MO7-A8). Susceptibility rates for comparator ggents agamst the most f:ommo.n pathoge_ns both MOX and LEV (Table 2). INJ-Q2 <0.004 0.015 <0.004-0.12  -/- /- European hospltals, support the
Sgenlis vyetre determined using CLSI and EUCAST Eolated In 2010 from patients with CABP In Moxifloxacin 0.015 003 <0.008—05 100.0/- 100.0/0.0 further clinical development of this
fea p0|n S. urope JNJ_QZ was Very aCtlve agalnst 315 H Inﬂuenzae Levofloxacin <0.5 <0.5 <0.5 100.0/- 100.0/0.0 . . .
- ; Ciprofloxacin <0.03 =<0.03 =<0.03-1 100.0/- 99.7/0.3 new antImICFObIaJ agent'
Results: Table 1 shows the cumulative percentage isolates. The MICg, and MICy, for H. influenzae Ampicillin <1 8 <1_>8 832/14.0 83.2/16.8
MIC frequency against each species tested. JNJ- MATERIALS AND METHODS were at <0.004 mg/L and 0.015 mg/L, oGl vianate < o 4 1000700 892108
Q2 was highly active against all three species . . . respectively, and the highest JNJ-Q2 MIC Ceftriaxone <006 <006 <006-012 100.0/- 1000/00 ACKNOWLEDGEMENT
inhibiting >98% of all 1,150 isolates at a JNJ-Q2 Bac.te.rlal S.traln CO”_eC“O”- The SENTRY | observed was only 0.12 mg/L. By EUCAST Cefuroxime 05 5 <042_>16 987/06 76557
MIC of =0.015 mg/L. Aga@nst SPN, _resistances to Antlmlcrqblal Surve_lllance Program hf_"S monitored criteria, 16.8% of isolates were ampicillin-R and Tetracycline 05 1  <025->8 984/16 98.1/16 This study was sponsored by a research grant from
penicillin, gzithromycin, ciprofloxacin (CIP), a worldwide collection of pathoger?S since 1997, all isolates were S to MOX and LEV with 99.7% Trim/sulfae <05 >4  <05->4 73.0/238 73.0/257 Furiex Pharmaceuticals Inc. (Morrisville, North
levofloxacin (LEV) and MOX were 5.7, 27.0, 3.1, and the 2010 samples were examined to select a testing S to CIP. Azithromycin 1 > <0925_>4  987/-  0.0/13 Carolina, USA).
0.9 and 0.9%, respectively, with INJ-Q2 (MICc;/q0, total of 1,150 JNJ-Q2-targeted pathogens from Clarithromycin 8 16 <025->32 84.8/22 03/10
0.008/0.015 mg/L) demonstrating 16-fold higher patients with CABP in 32 medical centres in 15 - - ]
activity compared to MOX (MIC:q,, 0.12/0.25 European countries (including Turkey and Israel). Against 134 M. catarrhals, JNJ-Q2 (MICqo, 0.015 Vi GRS (23 REFERENCES
) - . e S mg/L) was four-fold more potent than MOX and all INI-O2 0.015 0015 <0.004-006  -/- /-
mg/L) and 128-fold higher activity than LEV Species identifications were performed by the . o = -
(MIC 1/1 mg/L) and CIP (MIC 1/2 mg/L) o . . . . Isolates were inhibited at a MIC of <0.06 mg/L. Moxifloxacin 0.06 006 003-05 /- 100.0/0.0 1. Clinical and Laboratory Standards Institute (2009).
50/907 9 _ 50/907 giL). submitting laboratories with confirmation performed | MO7-A8. Methods of dilution antimicrobial
Levofloxacin <0.5 <0.5 <0.5-1 100.0/- 100.0/0.0 ’
16.8% of HI were resistant to ampicillin. JNJ-Q2 by the central reference laboratory (JMI . . . . . susceptibility tests for bacteria that grow
(MIC50,902 <0.004/0.015 mg/L) was at least four-fold Laboratories, North Liberty, lowa, USA). Figure 1. Chemical structure of JNJ-Q2 Clpmf.m.x.a - _2'03 _2'03 _0'02_0'5 R0 ImaIeo aerobically; approved standard-eighth edition.
more active than MOX (MIC5O/9O’ 0.015/0.03 mg/L) , J J Amo>.<|C|II|n/cIavuIanate <1 <1 <1 100.0/0.0 100.0/0.0 Wayne PA: CLSI.
against HI. JNJ-Q2 (MIC5/qo, 0.015/0.015 mg/L) Susceptibility Test Methods. All isolates were O O Selinaxone e 08 =SRne s TROL SRSIA0 2. Clinical and Laboratory Standards Institute (2011).
was also four-fold more active than MOX (MICgq, | il ® ceturoxime to 2 0smd ARAT00 89610 M100-S21. Performance standards for antimicrobial
. tested for susceptibility by reference broth H.N = - < 9 @06 &L | _ |
0.06/0.06 mg/L) against MC 3 IGHEREITE 025 05 =025-1 100.0/0.0 1000700 tibility testing: 215t informational lement
R | microdilution methods using the Clinical and o | OH Trimisulfas 05 <05  <05-4  970/15 97.0/2.2 chre]ep IPX'yCﬁi‘, II 9: ormational supp -
Conclusions: JNJ-Q2 demonstrated very potent Laboratory Standards Institute recommendations e N Azithromycin <0.25 <025  <0.25  100.0/- 100.0/0.0 3 Eué AST (2'011) iBreakpoint tables for
activity against this collection of three common (CLSI; MO7-A8, 2009) using validated panels " A A ITFEmEm 012 <012 <012 /- 1000700 interpretation of MICs and zone
respiratory bacterial pathogens isolated from manufactured by TREK Diagnostic Systems OCHj A 2 Sfl'\fif';:askzl;?r:'tsrﬁ':ggg;gz CLSI [2011] and EUf:éT%T [2011] a diameters.Version1.3, January 2011. Available at
patients with CABP in European hospitals during (Cleveland, Ohio, USA). The quality assurance of § Critarin o uibliched by the GLST BOLL] for ‘Penicilin torat ey oS http://www.eucast.org/clinical _breakpoints/.
2010, and historically also covers MRSA. JNJ-Q2 the minimum inhibitory concentration (MIC) values > TmeTopIT i Rmenoazee Accessed March 18, 2011.
also demonstrated four-fold or greater activity was performed by concurrent testing of CLSI- _ I, _ _ _ 4. Hooper DC, Rubinstein E (eds.) (2003). Quinolone
moar IP. LEV and MOX aaainst all three : Table 1. MIC and cumulative percent inhibited distributions of JNJ-Q2 tested against 1,150 CABP pathogens isolated in Europe (2010) Antimicrobial Agents 3rd edition. ASM Press,
compared t(l) (; , and MOX agal h recommended (M100-S21, 2011) control strains, TS T— Washington D.C
species, including against strains resistant to these - - - : mg .
fIBoroquinoIone snti?nicrobial agents. These JNJ- ncluding Streptocc_)ccus Pneumoniae Al 49613 Organism/gr <0.004 0.008 0.015 0.03 0.06 0.12 0.25 0.5 1 MICsy  MIC 5. Morrow BJ, He W, Amsler KM, Foleno BD,
| d Haemophilus influenzae ATCC 49247 and TP - ' ' ' ' | ' ' 0 o0 - -
Q2 In vitro results are very promising and support an il - S iae (701 26(3.7)  582(86.7) 82(98.4) 2(98.7) 5(99.4)  3(99.9)  0(99.9)  0(99.9) 1(100.0) 0008  0.015 Macielag MJ, Lynch AS, Bush K (2010). In vitro
clinical development of this new FQ for treatment of 49766. Categorical interpretation of comparator premonise o 0 o0 o o o o o o 0 | | antibacterial activities of JNJ-Q2, a new broad-
CABP MIC values was performed according to CLSI H. influenzae (315) 192(61.0)  88(88.9)  29(98.1) 4(994) 1(997)  1(100.0) =0.004  0.015 spectrum fluoroquinolone. Antimicrob Agents
' (M100-S21, 2011) and EUCAST (2011) criteria. M. catarrhalis (134) 1(0.8) 51(38.1)  78(97.0) 3(99.3) 1 (100.0) 0.015  0.015 Chemother 54:1955-64.
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