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Table 1. Comparative activity of VIC-105555 tested against various strains possessing resistance patterns (190 Gram-positive aerobic cocci). Figure 1: Chemical structure ot VIC-105555.

ABSTRACT

MATERIALS AND METHODS
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Bgckground: VIQ—1 05555 (VIC) .|s.. a 7—des-gh|oro—7—methyl Ilncosamllde derlvatlve Bacterial isolates. A total of 190 aerobic strains were tested: S. aureus (39 strains; Organism subset (no. tested) S Range % susoeptible <025 05 1 - Organism subset (no. tested) 500 Range % susceptible 025 05 - 5
with potency against Gram-positive bacteria and many anaerobes with efficacy 19 oxacillin-resistant and five clindamycin-resistant), coagulase-negative staphylococci /antimicrobial agent ASEE /antimicrobial agent AR 0
. . : . : : . . . . . : : S. S. iae (20)'
in animal infection model studies. It was of interest to assess VIC activity against species (CoNS; 21, 12 oxacillin-resistant), S. pyogenes (20 strains), S. agalactiae (20 eacilin-suscentible (20) G- 105555 003 003  <0.016-003 B 100 NH HNI
Tat " : i i i _ : o : : ; - ; VIC-105555 0.25 0.5 0.12-0.5 -/- 55 100 Clindamycin <0.25 <0.25 <0.25 100.0/0.0 100 .
a panel o.f recent clinical isolates (260 strains) chosen to include lincosamide- and strams),.wnf:lans group streptococci (1.0 strains), S pneumoniae (20 st.rams), E. fqecal/s - 02 T o o _ _ _ Erythromycin c0on  0on 008 100.0/0.0 {00 _ Hel e
other resistance (R) phenotypes. (39 strains in four groups; vancomycin-susceptible and erythromycin-susceptible Erythromycin 0.5 >8 0.25->8 65.0/35.0 4 65 65 65 \éigigrr:zg;g 8?2 832 <88§82 1?5’_-0/- ;g ]88 _ 3
Methods: VIC was compared to 10 agents using CLSI broth microdilution or agar [10], vancomycin-susceptible and erythromycin-resistant [nine], vanA [10] and vanB Doy dos os oo oo 2? o o a0 Linezolid 1 1 051 100.0/- 0o 10 100 - VIC-1 0:;)55. |-(|):;|
dilution methods. A total of 190 aerobic strains: S. aureus (39), CoNS (21), B- [10]) and E. faecium (21 strains; 10 vanA or vanB). Also 70 isolates of anaerobic Linezolid 2 2 1-2 100.0/- 0 0 40 100 L oeneene o016 0016 =0.008->16 85.0715.0 80 88 \ J
haemolytic streptococci (10), viridans group streptococci (10), S. pneumoniae (20) species were tested including: B. fragilis (23 strains; 12 clindamycin-resistant), B. °Xa‘§/”|'g‘_'1%g‘;gg”damy°‘”‘reS‘Sta”t (5)>32 O a B ) . . . vancomyelT susceptible and erythromyein-susceptiole (1) . 0 a0 100 _
and enterococci (60) as well as 70 anaerobes (35 B. fragilis and group, 9 C. difficile fragilis group species (12 strains; see footnote of Table 2 for species details), C. Clindamycin >8 >8 0.0/100.0 0 0 0 0 Clindamycin >8 >8 8->8 /- 0 0 0 0
: : . : : . : ' . . Eryth ' : . .12-0. .0/0. - -
and 26 ot.her species). Each set mcluded_selected R phenotypes. Concurrent QA difficile (nine strains), C. perfringens (14 strains) and Peptostreptococcus spp. (12 \E,;y,f:cr,fn”y'(y:fr',” >§,5 >§_5_1 108_8%?000 8 68 108 ° v;fcéfnr%fr'\n 325 ‘35 312 > 1888/88 78 108 100 . CONCLUSIONS
was provided by use of CLSI control strains. strains). Quality control strains of S. aureus (ATCC 29213), E. faecalis (ATCC 29212), Daptomycin 025 012:08 10007 00 - Daptomycin 08 ! 0.252 10007 % 9 10
. - . o ] inezoli - .0/- : S 3 o .
RGSU":S: AS eXpeCted, there was CFOSS-R Of VIC for Cha”enge ISOIateS pOSItlve for S pneumonlae (ATCC 4961 9) and anaerObeS were Utlllzed Wlth a” MIC ValueS for oxacillin-resistant and clindamycin-susceptible (14) Amplc.lllln . S.1 . 2 =1-2 100.0/0.0 NT NT 80 100 ® VIC'1 05555 eXh|b|ted some pOtency and SpeCtrum |mprOV9mentS
erm methylase. Selected results for non-methylase producing strains are shown comparison agents within CLSI-published ranges. VIC-105555 0.25 0.5 0.06-1 /- 71 93 100 vancomyel- susceptible and enythromyol-resistant © . , 0 ; " N o i
1 the Table Clindamycin <0.06 0.12  <0.06-0.25 100.0/0.0 100 - : Climdamyein e e " 0 0 0 0 versus comparators such as vancomycin, daptomycin, linezolid,
Susceptibility testing. The CLSI susceptibility testing methods for aerobic (M7-A6 ‘[’)j;grr:zg:g dos os ol P O yancomyen 1 0:25-1 100.0/0.0 noo2 0 ! Y J
VIC MIC (pg/ml) and M100-515) and anaerobic bacteria (M11-A4) were utilized for all tests. Mueller- Linezolid 2 2 0.5-2 100.0/- 0 14 43 100 Linezolid 1 0.5-2 100.0/0.0 0 0 8 100 e VIC-105555 aenerallv shared features of other MLS= class agents. but
. . . : - b Ampicilli < <1- .0/0. NT NT -

- 0 0 Hinton broth was supplemented with 2 - 5% lysed horse blood when testing Coagulase-negative staphylococci (21) mpictin - h =T =172 100.078:0 °or 199 . 9 'y | . _ B 9 y DU
Organism (no.) 50% 90% Range - o - VIC-105555 025 -82 0.06->32 - nootoT T A roneeg o vanA o) was slightly less active than clindamycin against some staphylococci
S 34)2 0.5 0.5 0.19-0.5 streptococci. Susceptibility to comparators was according to 2005 CLSI tables found Clindamycin <0.06  >8 <0.06->8 71.4/28.6 777 \éﬁc;:riiiﬁ] >§§ >§§ >§->32 :;: 8 8 8 18 gntly | y g _ _ pny :

. aureus (34) | ' ' 1eU. in Informational Supplement M100-S15. Anaerobes were tested on Brucella blood Voo % P e hepdis o Erythromycin 8 8 258 0.0/90.0 o o o 10 equally potent versus streptococci and more active against some
B-haemolytic streptococci (39) 0.03 0.06 <0.016-0.06 agar by the agar dilution method. Daptomycin 025 05 01205 100.0/- 62 100 - - Doy S oo 090 O O subsets of enterococci (erythromycin-susceptible strains only).
' - Linezolid 1 1 0.5-2 100.0/- 0 19 95 100 - - ' ' : , , ,
S. pneumoniae (20) | 0.03 0.03 =0.016-0.03 S moalore 01 Lnezotd ! 2 18 20.0710.0 Qo2 xw Erythromycin-resistant enterococci were resistant to VIC-105555 and
viridans group streptococci (10) <0.016 0.03 <0.016-0.03 RESULTS  VIC 105555 0.03 0.06  0.03->32 /- 95 95 95 95 vancomycin-resistant vans (10) } o clindamycin.
E. faecalis (1 ()) 1 1 0.5-1 Clindamycin <0.06 <0.06  <0.06->8 95.0/5.0 95 95 95 95 VIC-105555 >32 >32 >32 -/- 0 0 0 0

. Erythromycin <0.06 <0.06 <0.06->8 95.0/5.0 95 95 95 95 Clindamycin >8 >8 >8 /- 0 0 0 0

B. fragI/IS (1 1) 0.5 = 0.25-2 ] . . V i 0.5 0.5 0.25-1 100.0/- 10 90 100 - Erythromycin >8 >8 >8 0.0/100.0 0 0 0 0 . . ..
C. difficile (9 05 i 0.12-1 e Against staphylococci (MSSA, MRSA, and CoNS), VIC-105555 was slightly Daptomyain 0.95 095  0.12-0.95 100.0/- 100 _ _ Vancomycin 16 216 >16 0.0/100.0 0 0 0 0 * The spectrum of activity of VIC-105555 against anaerobes was similar
. difficile (9) : : , , , , _ Linevolid 1 1 05 100.0/- 0 5 100 Daptomycin 0.5 1 0.25-2 100.0/- 10 60 90 100 . .
Peptostreptococcus spp. (12) 012 1 0.06-1 less active than clindamycin (Table 1). All strains susceptible to MLSkg class oo 005 <005 <06 {000/ {00 : : Linezolid : > 1-2 100.0/0.0 0 0 50 100 to that of clindamycin; however, VIC-105555 had greater potency
] ] ] . ) - - - ' Ampicillin 2 2 <1-2 100.0/0.0 NT NT 30 100 . . . . oy . -
agents had VIC-105555 MIC values of < 0.5 pg/ml. Resistance to MLSs S. pyogenes (20) E taecium against clindamycin-susceptible B. fragilis and against Gram-positive
a. 20MS and 14 MR. A I ated with el ted MIC its for VIC-105555 VIC-105555 0.03 0.06  <0.016-0.06 /- 100 vancomycin-susceptible (11)" naerobes. es iallv C. difficil
agents was usually associated witn eievate reSulits 10r - : Clindamycin <0.06 <0.06  <0.06 100.0/0.0 100 VIC-105555 , 30 0.12-532 - 57 36 64 64 anaeropbes, especially L. aQlitiClie.
Erythromycin <0.06 <0.06 <0.06 100.0/0.0 100 - Clindamycin 1 >8 0.12->8 -/- 36 46 55 64
_ ‘ . ’ . . Vancomycin 0.25 0.5 0.25-0.5 100.0/- 95 100 Erythromygin 4 >8 0.25->8 9.1/45.5 9 9 9 36 . . . . .
\che\g?: 32t :ijellezsinz?tt;fethf;cg?gaz?’gn fgi)z ,,Yse@:f:?ﬁhﬁogﬁﬁigfoﬁggVsalent * Against the streptococci (S. pyogenes, S. agalactiae, S. pneumoniae, and Japtomyein 0060 006 006006 10007 0 Doy ! : oo 100000 I * The data suggest further investigation of VIC-105555 or similar agents
. J P . ' ’ viridans group streptococci), both VIC-105555 and clindamycin had potent Ceftriaxone <025 <025 <025 100.0/- 100 .- Linezolid ’ ’ 1->8 90.9/9.1 0 9 46 O to address evolving resistances among Gram-positive cocci and
strains were also VIC-S. E. faecium were generally VIC-R (MICgo, > 32 pug/ml). VIC fvity (MIC | £ both ] qf 0.03 - 0.06 ua/ml Jiridans group streptococei (10) Ampicillin >16 >16 <1->16 45.5/54.5 NT  NT 9o 36 inically i fant 5
(MICso, 0.05 - 1 ug/ml) was more potent than CM against B. fragilis (4-fold), C. activity ( o0 Values of both compounds ranged from 0.03 - 0.06 pg/ml). \é,|9;0555§ 58_8;6 8_82 58_8;6_0_03 163_0/00 188 vanC\zrg}/%ré-ggzlstant vanA or vanB (10) . - R B " 0 10 e clinically important anaeropes.
. INaamycin <U. <U. <U. . . . .
difficile (hlghest MIC, 1 pg/ml) and Peptostreptococcus spp. (N“CQO, 1 ug/ml) _ . . . . Erythron:/ycin <0.06 <0.06  <0.06 100.0/0.0 100 _ _ g;ﬁ?énrr)\/;cl:n ig ig g;l%_% _6_.0/90_0 13 18 18 18
Conclusions: VIC exhibited activity and spectrum similar to CM, but superior e E. faecalis strains susceptible to erythromycin and vancomycin had VIC- Vancomycir 05 | 0251 10?-0/— o 60 100 Vancomycin >16 >16  >16 0.0/100.0 0 0 0 0
. . . cppr . . aptomycin : 1e- /- D ' 2 2 1-4 100.0/- 0 0 30 90
activity against E. faecalis and C. difficile was also documented. Cross-resistance 105555 MICso and MICg values of < 1 ug/ml (Tab|e 1); iIn contrast, these Linezolid 0.5 1 0.12-1 100.0/- 20 50 100 Liiztz%TgCIH 1 2 1-2 100.0/0.0 0 0 50 100 SELECTED REFERENCES
of VIC with CM was observed in strains having the MLSg resistance phenotype. strains were resistant to clindamycin (MICso and MICq values were > 8 eflriaxone S S [LLLA 2N W Ampietin L B L 201000 ALIEEL LN
, _ _ , , _ a.  Criteria as published by the CLSI (2005). N | - | | | B | | | | | | | | ) | Blais J, Hackbarth C, Lewis J, et al. (2004). Activity of VIC-105555 in experimental mouse thigh and pneumonia infections, Abstr.
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_ o _ _ _ ] _ ’ g. ,\T?i ne;' tesﬁ%_{momus preumoniae (20 strains). All solates were erythromyoin- and elindamycin-susceptisle. lincosamide VIC-105555, Abstr. F1391. In: Programs and Abstracts of the 44th Interscience Conference on Antimicrobial Agents
fair to moderate activity against vancomycin-susceptible strains (MICso, 1 and Chemotherapy, Washington DC.

The lincosamides (lincomycin and clindamycin) have been utilized as an antimicrobial
class since the 1960’s. The original compound in this series, lincomycin, was derived
from fermentation products of Streptomyces lincolnensis and its mode of action was
determined to be inhibition of protein synthesis through rRNA binding. Subsequently,
clindamycin was developed; it was more potent, had activity against anaerobic

vg/ml), and little or no activity against the vancomycin-resistant strains
(MICso, > 4 ug/ml) (Table 1).

Table 2. In vitro activity of VIC-105555 tested against 70 strains of anaerobic species by reference methods.

Clinical and Laboratory Standards Institute. (2005) Performance standards for antimicrobial susceptibility testing. Document
M100-S15. Wayne, PA:CLSI.

Cum. % of isolates inhibited
at MIC (pg/ml):

% susceptible <2 4 8 16
/resistant’

Cum. % of isolates inhibited
at MIC (ug/ml):

% susceptible <2 4 8 16
/resistant®

MIC (ug/ml) MIC (ug/ml)
Jabes D, Candiani G, Rossi R, et al. (2004). Superior efficacy of the new lincosamide VIC-105555 versus clindamycin in experimental
S. aureus and B. fragilis rat pouch infections, Abstr. F-1394. In: Programs and Abstracts of the 44th Interscience Conference

on Antimicrobial Agents and Chemotherapy, Washington DC.

Organism subset (no. tested) 90% Range
/antimicrobial agent

Organism subset (no. tested) 50% 90% Range
/antimicrobial agent

e Against the Gram-negative anaerobes tested (B. fragilis and two other

organisms, and had favorable pharmacokinetic features. members of the B. fragllls group, B. ovatus and B. thetalotaomlcron), VIC- B.Cﬁ’;igielli;ycin—susceptible 41) C. diff’&’? 2935555 - 010 / {00 Margolis PS, Maniar MM, Wu C, et al. (2004). Inhibition of protein synthesis and streptococcal toxin production by VIC-105555,
105555 had similar potency and spectrum to clindamycin (Table 2). However, VIC-105555 0.5 1 0.25-2 /- 100 - - Bt . : 012 L s 0 e Abstr. F-1390. In: Programs and Abstracts of the 44th Interscience Conference on Antimicrobial Agents and Chemotherapy.
. _ _ . . . Clindamycin 1 2 0.5-2 100.0/0.0 100 - - mibenem A ] 18 66.7/0.0 0 67 100 ’ Washington DC.
Expanded development of the lincosamide class was recently undertaken by Vicuron MICs of VIC-105555 were lower than those of clindamycin against imipenem 012 012  012:025  100.0/0.0 00 - - eenem o _ ey ool i o T L N e - y -
: : : . : . . . M - | 2 4 5.4 100.0/0. 2 1 - - - ' ' DU ational Committee for Clinical Laborato tandards. (2003) Methods for dilution antimicrobial susceptibility tests for bacteria
Pharmaceuticals. This program produced a series of 7-des-chloro-7-methyl analogs clindamycin-susceptible B. fragilis strains and the MICq of VIC-105555 was vetroniaazole : I PP e RS Cefoxitin 64 : 64 0.0/100.0 o o 0 o0 that arow serobically. Document M- N PA:NC(CLS.) pUbility
: . : .. : : . : . . Piperacillin/Tazobactam 8 - 2-8 100.0/0.0 22 44 100 -
with favorable antimicrobial activity and spectrum compared to clindamycin (Program 1 ug/ml versus 2 pg/ml for clindamycin. Piperacillin/Tazobactam 1 4 0.5-32 100.0/0.0 82 91 91 91 C. verfrinaens (14) | | - S o | |
_ clindamycin-resistant (12) . Periringens (14, National Committee for Clinical Laboratory Standards. (2001). Methods for antimicrobial susceptibility testing of anaerobic bacteria.
abstracts F-1389 through 1396, 44th ICAAC, 2004). VIC-105555 is the lead compound VIC-105555 16 539 0.5-532 /. 17 25 42 58 \é'9-10555_5 0.25 8 <0.016->32 /- / 86 8 93 93 Document M11-A5. Wayne, PA:NCCLS.
. . . .. . _ yn : : . - . . . Clindamycin 8 16 4->16 0.0/58.3 0 49 58 58 Ilr\damy0|n 1 8 <0.12->16 64.3/14.3 64 86 93 93
In thI_S group; It has excellent aCFIVIty against Gram pO.SItIVG coccl and anaerobic ® Agalnst other B. fragllls group strains, VIC-105555 and CllndamyC|n had Imipenem 0.12 0.5 0.12-0.5 100.0/0.0 100 - - - Imipenem 0.12 0.25 0.06-0.25 100.0/0.0 100 - - - Park C, Blais J, Lopez S, et al. (2004). VIC-105555, a new lincosamide with improved in vivo efficacy and good in vitro activity,
species, and reduces the secretion of streptococcal virulence factors. VIC-105555 identical tivit Metronidazole 1 2 0.5-4 100.0/0.0 92 100 - - Metronidazole 4 8 1-16 92.9/0.0 43 86 93 100 Abstr. F-1392. In: Programs and Abstracts of the 44th Interscience Conference on Antimicrobial Agents and Chemotherapy,
h I 't 'tb t ff 't PAE 'th I d . 't . . iaentical acCtivi y. Cefoxitin 8 16 4-64 01.7/8.3 0 17 58 Q2 C.efOXI'[I.n. 1 2 0.5-8 100.0/0.0 93 93 100 - Washington DC.
dasS a Onger pOS -aNuUDIOTIC elrteC ( ) dan Clin amyC|n, NO an agOnlsm IN Piperacillin/Tazobactam 1 8 0.5-32 100.0/0.0 75 83 92 92 Piperacillin/Tazobactam 0.25 1 <0.06-1 100.0/0.0 100 - -
combinations, frequency of spontaneous resistance < 4 x 10° and gOOd aCtiVity N Against the G i+ b tested ( Clostridi d B. fragilis group (12)° Peptof/ﬁrgpfgggggus sPp- {12 0.12 1 0.06-1 / {00 Tembe V, Chen D, Scott L, et al. (2004). Extensive tissue distribution and dose response pharmacokinetics of VIC-105555 in rats,
: : : ® ains e Grram-posSItive anaeropes 1este oSstrigium spp. an VIC-105555 >32 >32 4->32 -/- 0 8 33 33 - - JO- /- - - - Abstr. F-1396. In: Programs and Abstracts of the 44th Interscience Conference on Antimicrobial Agents and Chemotherapy,
animal models of infection. g Clindamycin >16 >16 4->16 0.0/91.7 0 8 33 33 Clindamycin 0.5 4 0.25->16 83.3/8.3 83 92 92 92 Washinaton DC
Peptostreptococcus spp.), VIC-105555 was more active than clindamycin. Imipenem 0.5 0.5 0.12-2 100.0/0.0 100 : : : Imipenem 0.06 0.12  <0.016-0.5 100.0/0.0 100 - - naren =
. . . . . . L : : : Metronidazole 2 4 1-4 100.0/0.0 50 100 - - Metronidazole 1 - 0.25-4 100.0/0.0 92 100 Tembe V, Chen D, Scott L, et al. (2004). Improved pharmacokinetics of VIC-105555:Long half-life and large volume of distribution
This report describes the antimicrobial activity of VIC-105555 (Figure 1) tested by Specifically, VIC-105555 was ellght—fold.n.}o.re potent than clindamycin (MICso, Cofoxitn 16 2 -6 50.0/8.3 o 8 8 50 Cefoxitin 05 1 <0064 100.0/0.0 02 10 i multile species, Abstr. F-1395. In: Programs and Abstracts of the 44th Interscience Conference on Antimicrobial Agents and
standardized reference methods against a collection of 260 aerobic and anaerobic 0.5 pg/ml versus 4 ug/ml) against C. difficile and four-fold more potent than - Crit;f::;;:sh:;zy;z sgl o s peracn Tqzobactam = ' = e Chemotherapy, Washington DC.
Isolates, including antimicrobial resistant subsets. clindamycin (MICso, 0.25 ug/ml versus 1 pg/ml) against C. perfringens. . Includes: Bacteroides ovatus (three strains) and Bacteroides thetaiotaomicron (nine strains). Weingarten-Arams J, Adam HM. (2002). Clindamycin. Pediatrics in Review 23:149-150.




