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CAR-936 is a new semisynthetic glycylcycltne with a broad antibacterial spectrum, including tetracycline- 
resistant strains. The in vitro activities of CAR-936, minocyclioe, doxycycline. tetracycline, moxifloxacin, 
penicillin G, and erytbromycin were determined by agar dilution methods against 268 aerobic and 148 
anaerobic strains of bacteria (including Pasteurello, Eikenelkr, Morarella, Bergeyelln, Ne’pirspti, EF-1, Bacteroides, 
Prevotellu, Porphyromonns, Fusobacferium. Sl~phy~ococcl~s, Streptococcus, Enferococctrs, Coryncbacterium, P:opi- 
onibacterium, Pepfostreptococcus, and Acfinomyces) isolated from infected human and animal bite wounds in 
humans, including strains resistant to commonly used antimicrobials. CAR-936 was very active, with an MIC 
at which 90% of the strains are inhibited (MI&.,,) of iO.25 &ml, against all aerobic gram-positive and 
-negative strains, including tetracycline-resistant strains of Enferococcur, Sfrep[ococcw, and coaguiase-negative 
staphylococci, except for Eikeneffa corrodens (MIC yar 54 &ml). GAR-936 was also very active against all 
anaerobic species, including tetracycline-, doxycycline-. and minocycline-resistant strains of Prevotella spp., 
Porphyromonas spp., Bacteroides techcm, and Pep~os~reptococcns spp., with an MIC, of iO.25 &ml. Erythro- 
mycin- and moxiflowcin-resistant fusobacteria were susceptible to CAR-936, with an MIC, of 0.06 pg/ml. 

. 
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for inhibition while the other 15 strains were susceptible lo 
50.5 p.g of (<AR-Y36/ml. Sixty of the 62 Pus~e~~ellaccoe isolates 
tested, includung Pasteurella mckocida subsp. nlulrocrdn. Pus- 
reurrllr nrrtlmcuh~ suhsp srprrca, Patrwrella canis, Pos~eurclla 
clognrafrs. and P~~~rcwrrl/~ \IU~IUI~J, were cusceptlhle lo ~(t 06 
pg oi CAR-Y.36iml. IWU 1sula1c5 of P. sfomu~ts requited U-125 
pg of CAR-Y?6/n1l for ulh~b~t~on. CAR-936 was also very 
acltcr: agn~nst all nn.lcroblc spccics. mcludlng tctrncyclim-. 
doxycycline and rnlnocycllne-resisranr strains of Prworelln 
spp (cuch as Pworclla Itrpunno/~~ica. Prcvor& mclomno- 
@?n~tl, Prcvorc/~a twra. end Prcvolclia loeschri. Porphyromonns 
spp (such ns Porpirvromorras lrvrr), Bacleroides tecfum, and 
Peposfreprococ-cur spp and had an MIC,, of CO 25 &ml. 
Macrolide (eryrhrnmycln and dLlthromycin)- and fluoroquino- 
lone: (Icvolluk~~~fi .ind moKiflohdcln)-rcsistanl FusoDocrolrtm 
ntrckt~~rrcm and orhcr FN&KIC~~I~I spp. wcrc susccpriblc IO 
GAR-936 (hllc.,,,. 0 Oh 1lfirnl) 

tive agents. but tetracycline resistance evolved, both because of 
e&x-based and ribosomal proteclion mechanisms, and some 
bile isolates were resistant (I, 5. 17). 

CAR-936 is a derivative of minocyclinc rhaf has acttvitv 
against letracyclinc-r~sistanl slrainc Ihat possess eirher riho 
somal protectlou or active ctflux mcch.lnisms (17. IS). In vI(ro 
data has shown CAR-936 to he active .~gainst a hroad range of 
gram-positive and gram-ncgativc pathogens (1. 3. 17, IS. 21) 
van Ogtrop et al. (31) have shown CAR-936 10 be active in an 
experimental in viva murine thigh infection model and to have 
good activity against S aureur and orher gram-positive and 
gram-negative aerobic bacteria They stared that GAR-Y,30 
would be a “promising drug(s) for the lreatmcnt of staphylo 
coccal infecrions” and suggested 111~0. based on their model 
“rhe theoretical breakpoinl MIC” would he ahour 0 5 )~g/ml 

In our study. CAR-936 showed excellent ac11vi1y against the 
full spectrum of 268 aclobic and I48 anaerobic chnical bl[c. 
wclund isolates. Many of our isclldtes Here recizranr 10 ~ctr,ccv 
clinc and tstracyclinc analogucs. such <IS doxycyclinc ;III~ m[ 
nocycllnc. yet, of all the aerobic and .tnaerobic hacrrrla ylurl 
icd. ~IIC CAR-Y36 MICs for only 3 of I8 LI corrodrns ISOI,IIC~ 
wcrc XI.5 &ml GAR-036 was aclivc agains lypical primnrl 
,mimaI bits pathogens. such :I> I’ nur(roc~tln >ubhpcctcs (all {II 
stra1n.c wcrc cusccptihlc IO 50 Oh @ml). and secondary inv,~cl 
crs. buch as S ~IKVI,J (all I5 IXII;IICX wc‘rc >u>ccptihlc IO 50 I? 
pg’ml). III dddtlion. GAR-036 W.LX nti~vc .lsJlnst mncrolld~ 
rc\l\lani ;Icruhtc i\olatc:\. such .I> rI’<~rj IIC!~LI< /C’III~TII od/r~cr~rc 1111: 
~‘on~fr6ut~fcfff~m spp . E 1 of7urlcnc. cnlci c>c-occi. cc~.igul.~~ 
rq;l,wtr >lnphylclcocci, ad l~\,(~fl(~~,~(~rl~r~\lsl.lnl c(IrynchJc~r 
I I<* G.~lc> 11nd Jcmc\ (3) >ludlcd 111~. ‘ILlI\ IIIC\ ot GAK ‘):r, 
;rg.(~tht I .?(I3 rcccnl C~UIKXI i\c&tlc\ .ktrd nt~lcd ilk inlprtw ,I 
.iclixily ctunp;aic<l (0 olclct Iclr.lcycllllib ;I> well a\ II\ Iwo IJ 
\pccirum (~1 ac~tvtly Whlls IIKIXI (d rhc I\CI~.II~X III our ~utlv art 
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not represented tn their data, their CAR-936 MIC., or 0 2.i 
&ml agninst both oxdc-IllIn-~uscspttble and -rrsrst.rnt J IIUICIIS 
was one dilution hlghcr than that found for our S (~r,reus 
isol3res In our study. mnn~floxacrn exhlhlted good m  vitro 
activtty against all aerobtc hate isolate3 

Arnov! anaerobic bacteria, GAR~Y36 albo exhIbIted rxcel- 
lent actrvlty against isolates, includmg macrolidc-, Icvofloxactn-, 
and moxifioxacin-resistant P nuclearrcm and other Fusobacre- 
rium spp and tetracychne-, minocyclrne-, and doxycycline-re- 
sictanl isolates of R fecfum. f hcponno~yf~cu. frwofrlla spp , 
Pofphjromonos mocaIcc0c. Porylyromonas spp. (P kvir), and 
pcptostrcptococcr Of note. the CAR-9Ksusccptiblc pcp- 
tostreptococci showed resistance to erythromycin, azithromy- 
cm. levofloxacin. tetracycline. doxycyclme, and minocyclinc. 
Edlund and Nerd (2) studied the activity of CAR-Y36 against 
327 anacrobes, usmg PnM-ASM media supplemented with 
5% horse blood. The species they studred differed from the 
spcclcs ol our bite isolates in mosl Instances. In general, our 
results were simdar for peptostreptococci, and both studies 
showed CAR-Y36 MIC, of 0.06 &ml against F. nucfeafum 
isolates 

Overall, GAR-936 exhibited the best activity of the agents 
tested against the full spectrum of aerobic and anaerobic bite 
isolates, Including multtdrug-resistant strains. This excellent in 
vitro actrvity warrants its further invcsttgation for clinical use in 
skm and soft-tissue infections, including those due to human 
and animal bttec. 
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