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Table 2. In Vitro Activity (mcg/mL) of Garenoxacin and
Comparators Against 172 Gram-negative Aerobic
Species from Skin and Skin Structure Infections

Laboratories International for Microbiology Studies
(LIMS). The MIC, of garenoxacin was 1 mcg/mL against
all isolates from complicated SSSis.

Garenoxacin inhibited 98.7% of all SSSl isolates

MIC’s were determined by the central laboratory

. . line MICs (mg/mL) % at 4 mcg/mL.

using broth microdilution panels manufactured by Species Drug MICRange  MIC5, MICy  Sus Garenoxacin had an MIC_, of 2 mcg/ml against
Dade Microscan ( Dade Behring Inc., Sacramento, Gram-negative Species MRSA and all Enterococcus spp.

CA. USA) according to NCCLS guide"nes and Escherichia coli Garenox 0.015-16 0.03 0.06 97.6 Only imipenem had MICs consistently equa| to
manufacturers instructions [4]. (n=42) Amox/Clav 1->16 4 16 833

T. Stevens, B. Johnson, S. Bouchillon, J. Johnson, C. Gaylord, M. Hackel, M. McCarthy, M Person, and D. Hoban 643 or lower than garenoxacin against Gram-positive

. : : Amp 1->16 4 >16 . . > .
International Health Managment Associates, Inc. Quality Co_ntrc_>| was performed using the fo]lowmg Aztreonam <006-0.5 <006 012 1000 organisms from the S_SS_IS in this study.
Laboratories International for Microbiology Studies, Schaumburg, IL, USA g‘;—gzcz st,galns. E. coli AX?C?CSZ%ESSQE.ECOIQ ATC;.C Cefiriaxone  <006-012 <006 012 1000 Interpretive susceptibility data demonstrate
: — aTec ,29.21a26rugéngsa ATCO 20213 aecails Cipro 0008->4 0015 0015 976 garenoxacin activity comparable to ciprofloxacin
, and S. aureus . Imipenem <05-1 <05 <05 1000 against E. coli, Klebsiella spp, and P.
Kiebsiell PGjpmlzU 0(())35 _0412 0112 0212 igg'g aeruginosa.
_ _ _ _ _ _ Results of the study are contained in the following tables. w2y AmoxClav i 2 4 1000 IGarenot?(acm (Ml%g 025 mcg/mLh) was S“ghtlg
Background Garenoxacin (BMS-284756), a des-fluoro (6) quinolone, is a novel fluoroquinolone in development which has Amp 8->16 =16 >16 107 €ss active against Froteus spp when compare
shown high activity against many aerobes. Evidence of dual targeting of both DNA gyrase and topoisomerase IV gives this Table 2. In Vitro Activity (mcg/mL) of Garenoxacin and Aztreonam <006->32 <006 025 964 to azﬂtreon_amo %530-063' _ceftrlal)l(_o/r;e (%0-?6)1
compound enhanced activity against gram-positive organisms while retaining significant gram-negative activity. Organisms were Comparators Against 534 Gram-positive Aerobic Species Cefiriaxone <0.06-2 <006 <006 1000 ciprofloxacin (0.03) and piperacillin/tazobactam
isolated from complicated skin and skin structure infections as part of a multi-national clinical study. Methods Each isolate was from Skin and Skin Structure Infections Cipro <0.004-0.12 0.015 0.03 100.0 . (0.25). . .
identified using selective growth media and various biochemical profiles. The activity of garenoxacin was compared to other i)“,“})re“em 50055 ‘21 5(1)'5 ; igg'g The data in this study demonstrates that
relevant compounds. Susceptibility testing was performed using broth microdilution following NCCLS guidelines. Garenoxacin MICs (mg/mL) ”% P oo s TR T — garenoxacin has potent in vitro activity against
interpretive criteria based on <4 mcg/mL, susceptible; 8 mcg/mL intermediate; >16 mcg/mL resistant. Results Garenoxacin was Species Drug MIC Range MICsy  MICyy Sus (n=21) PP Amox/Clay 05->16 1 4 %5 both Gram-pos_ltlve and Gram-negative
the most potent in vitro agent evaluated with 98.7% of all isolates tested susceptible (MIC,, 0.6 mcg/mL; MIC,, 2 mcg/mL). Gram-positive Species Amp 05->16 ) 16 857 pathogens associated with SSSis.
Additional activity is listed in the following table. Staphylococcus aureus, MSSA - Garenox 0008-2 003  0.06 100.0 Aztreonam <006 <006 <006 1000
(n=181) Amox/Clav <0.12-8 1 1 99.4 Cefiriaxone - 0.06 - 0.06 - 0.06 100.0
Methicillin Sensitive Methicillin Resistant - = = = .
S. aureus (MSSA) S. aureus (MRSA) Streptococcus spp Enterobacteriaceae 2‘?}}; = 0'112 ;2> 16 § >416 zéi Cipro 0.008 - 1 0.03 0.03 100.0
Antibiotic n=181 n=42 n =150 n=134 clinaxone - - Imipenem <05->16 2 4 95.2
MICs MICy  MICsy MICy MICy MICy MICsy  MICy, e, NS oot o Pip/Tazo <012-4 025 025 1000 1. Rennie, R.P., R.N. Jones, and A.H. Mutnick, Occurrence and
Garenoxacin 0.03 0.06 0.03 2 0.06 0.12 0.06 0.5 . . ) ) : Other Enterobacteriaceae ~ Garenox 0.03-2 0.12 1 100.0 antimicrobial susceptibility patterns of pathogens isolated from skin
Imipenem <05->16 <05 <05 99.4 f . e . X
Amox/Clay ! ! s s <012 <012 4 e PiofTaso o '25 6 = 1' = 1' 98l9 (n=43) Amox/Clav 2->16 >16 >16 16.3 and sgﬁ tissue infections: report from the SENTRY Antimicrobial
o = = p - - Amp 2.>16 16 >16 25.6 Squ/I(ance Prog_ram (United States and Canada, 2000). Diagn
Ampicillin 8 >16 >16 >16 <0.12 <0.12 16 >16 Staphylococcus aureus, MRSA  Garenox 0.008 - 4 0.03 2 90.5 § Microbiol Infect Dis, 2003. 45(4): p. 287-93.
Aztreonam >32 >32 >32 >32 >32 >32 <0.06 0.25 (n=42) Amox/Clav 1->16 8 8 452 Ceﬂrizzf:e §<0(-)036- >3322 5001'26 Ois Zg; 2. Hoellman, D.B., et al., Comparative antianaerobic activity of BUS
. - X =0 . N 284756. Antimicrob Agents Ch ther, 2001. 45(2): p. 589-92.
Ceftriaxone 2 4 16 3 £0.06 025 <006 0.25 CA:}};MOHB ;.Z;g >1:,6 >3126 20308 Cipro 0.008-0.5 0.015 0.12 100.0 3. Kirby, J.'I?. m:eltcrgl. gGeenoSgrapelTig vzrriations il(7 )gaprenoxacin
Ciprofloxacin 0.25 0.5 0.5 >4 0.5 1 0.015 0.06 Cipro 0.06->4 05 S 4 571 Imipenem <05-4 <05 2 100.0 (BMS284756) activity tested against pathogens associated with
Clindamycin 0.12 0.25 0.25 > 16 0.06 1 >16 > 16 Clinda 0.12->16 025 > 16 78.6 Pip/Tazo 025-8 1 2 100.0 skin and soft tissue infections: report from the SENTRY
Imipenem <0.5 <0.5 <0.5 <0.5 <0.5 <0.5 <0.5 2 Imipenem <05->16 <05 <05 92.9 Pseudomonas aeruginosa  Garenox 05->32 1 4 94.7 A(vtfmicrobia/ ZSu)rveillemce Program (2000). Diagn Microbiol Infect
Pip/Tazo 1 1 16 64 0.12 0.25 1 2 Pip/Tazo 1 -64 16 64 47.6 (n=38) Amox/Clay 16->16 >16 >16 na Dis, 2002. 43(4): p. 303-9.

. - - — - — - i — PR An >16 >16 >16 4. National Committee for Clinical Laboratory Standards (NCCLS).
Conclusion Garenoxacin shows excellent anti-staphylococcal and streptococcal activity while retaining significant gram-negative Staphylococeus epidermidis  Garenox 0015-32 006 2 98.0 onam 012532 N s o Methods for Dilution Antimicrobial Tests for Bacteria That Grow
coverage for pathogens common to complicated skin and skin structure infections. (n=50) AmoxClay  =0.12-4 05 2 100.0 5 5.3 ’ Aerobically; Approved Standard-Fifth Edition. NCCLS document

Amp <0.12->16 2 16 16.0 Ceftriaxone 05->32 32 >32 18.4 M7-A5. Wayne, PA, 2000
Ceftriaxone 025-32 1 16 82.0 Cipro 0.06->4 0.12 1 947 5 National Committee for Clinical Laborato
. L. . ¢ ! . ry Standards (NCCLS).
good Gram-negative activity and, like newer extended Cipro 006->4 012 >4 740 g_r";’;“em 50i5 _(:x 16 i > 8'5 18(;’0-80 Performance Standards for Antimicrobial Susceptibility Testing;
. . . . i - iti Vi Clinda 0.06->16 0.12 >16 75.5 1p/1azo - - Twelfth Information Supplement. NCCLS document M100-S12.
Skin and skin structure infections (SSSlS) are frequently Z‘\)/gf]tr;g] afl:lrlijsotroo?';g]nollsorgess'ﬂ?aats r%()a(;d t?erarg]srs(izlr?tv ?oa%ttlxlé); Imipenem <05-8 <05 1 98.0 Interpretive criteria based upon NCCLS published breakpoints [5]. Garenoxacin tentative Wayne, PA, 2002.
problems for empirical therapy because of the wide uinolones [2] Pip/Tazo <012-4 025 1 100.0 susceptible breakpoint is defined as < 4 meg/mL.
variety of Gram-positive and Gram-negative pathogens q ’ iiizgglowccus spp 2ir1:‘)1c>)élav <0601125_- >1f;6 ggg 2 zgi
involved. The most common species isolated in SSSIs  gyryeillance studies have shown garenoxacin to be effective Amp <012-16 05 =16 415 Fiqure 1. In Vitro Activitv of Garenoxacin Adainst 706 _ _ _
are Staphylococcus aureus Staphy/ococcus ep/dermldls i i i i : B igu . I IvVity Xacl gai This study was sponsored by a grant from Bristol Meyers Squibb. We gratefully
’ against organisms associated with SSSls [3]. The purpose Cefiriaxone ~ 025->32 4 32 723 Clini h . . ed b f ; i
. . . o . inical Isolates from Skin and Skin Structure Infections acknowledge the contributions to this study from the following laboratories:
and Streptococcus pyogenes, and because of this study was to prospectively determine the activity of Cipro 006->4 025 >4 754 ' : ; o
: [P : y p p y y . Argentina: Sanatorio Allende; Hospital Carlos Bocalandro; Hospital Privado de
unpompllcated SSSis rarely lead .tO .SyStngC I.nfeCtlon garenoxacin against pathogens isolated from patients with Cl1.nd‘a 0.06->16 0.12 > 16 87.5 i Cordoba; Hospital Municipal de Agudos “ Mi Pueblo”; Australia: Austin and
or Integume_nt breakdown, oral antimicrobials with QOOd documented Compﬁcated SSSiIsina |arge multi-center, multi- I@lpenem <05->16 <05 <05 938 All Species n=706 Repatriation Medical Center; Cairns Base Hospital; Fremantle Hospital; Gold Coast
Gram-positive coverage are frequently employed with : P Pip/Tazo 2012->64 05 16 89.2 Hospital; Princess Alexandra Hospital; Canada: Royal University Hosp; Complexe
p 9 quently employ national clinical study. rterococa G 0064 1000 il - etori Hoser -
d clinical C licated SSSI i | . nierococcus Spp arenox .06 - 0.25 2 . Hospitalier de la Sag; Health Sciences Centre; Royal Victoria Hospital; Foothills
gooda clinical response. Lomplicate S may Involve (n=46) Amox/Clav 05->16 0.5 1 na Hospital; South East Health Care Corporation; CHUM-Pavillon Notre Dame;
a mUItlp“CIty of organisms such as Rseydompnas X . X X Amp ; 0:5 ->16 1 1 97.8 2 Hampijltony Health Services; Jewish Gener:l Hospit’al; CHUM—Campus HoteI-Dieu;
aer_ug/nosa, Enterococcus _Spp, Escherichia CO/{ and All isolates were ylelded from Compllcated skin and Ceftriaxone 8->32 -3 -3 na 2 = University of British Columbia; York-Finch Medical Center; Zoom International
various other enterobacteriaceae, staphylococci and skin structure infections according to a phase llI Cipro 025->4 1 >4 67.4 3 £ Clinical Research Group; Quebec Inc.; Estonia: Tartu University Clinic; Mustamae
streptococct that often require empiric treatment with Sinioal tia profocol. chw e owow | £ | et ot i coo o Lav i sl Cates
L - L . Imi <05->16 2 g i .
broader spectru_m a_ntlmlcroblals [1 ] The prOblem of Clinical isolates were _CoIIected between_ 2001 - }:E:/p;:zc;n T4 i 4 22 E 2 City Hospital; Daugavpils Central Hospital; United States: Los Angeles Country -
Cr?OICG of theraple? IS frequently made more difficult b()j’ 2002 from 55 laboratories as part of a multi-national Streptococeus pyogenes Garenox 006-1 0.06 025 1000 £ é Olive View Med. Cen.; Medical Center of Delaware; Miami Veterans Administration
the presence of resistant organisms or mixe clinical study. ' ) . ) : ’ z Medical Center; Dwight D. Eisenhower Army Medical Center; Veterans
. . . . T . . (n=36) Amox/Clav <0.12-1 <012 <0.12 na =3 L . . X . . Y
pOlymICFObIal infections. |solates were identified to genus and species at Am 2012-1 2012 <012 972 © Administration Medlcal Center Pharmacy, Memorial }_—iosp. & Mgdlcal Ctr.; William
) . p_ = = = Beaumont Hospital; Dayton VA Medical Center; St. Vincent Medical Center; Grace
o ) each S.Ite and Conflrmed by the Central' |ab0|.'at0ry- Ceftriaxone  <006-16 <006  0.12 97.2 Hospital; Metro Health Medical Center; University of Florida, College of Medicine;
Ga(enqxacm is novel des—fluoro (6) quinolone Organism collection, transport, confirmation of Cipro 0.12-4 0.5 1 na S ELELPI PO VOO s LBJ Hospital; Medcenter One Health Systems; Nashville VA Medical Center; Grady
distinguished from other fluoroquinolones by the absence organism identification, antimicrobial susceptibility Clinda 006->16 006 0.2 94.4 NI 7 Memorial Hospital; Tulane medical School; University of Oklahoma Health Sciences
of a fluorine atom in the Six-position_ Ear|y studies show testing’ as well as, deVeIOpment and management Interpretive criteria based upon NCCLS published breakpoints [5]. Garenoxacin tentative MIC (mcg/mL) Center; Tacoma Ger!era| HQspltal_Multlcare Medu.:aI.Center; Beta Research Inc,i
that garenOXaCin, like older ﬂUOquUinOIOneS, retains susceptible breakpoint is defined as <4mcg/mL all species except MRSA which is <2mcg/mL South Jersey Infectious Disease; Drew University; IMID Medical Consultants;

of a centralized database was coordinated by

Rocky Mountain Infectious Diseases.



