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Revised Abstract

Post-Antibiotic Effects

Background: TP-2758 is a novel, fully-synthetic I\V/oral antibiotic based on the proven tetracycline core. TP-2758 Table 1. Activity of TP-2758 and comparators against gram-negative pathogens Table 2. Activity of TP-2758 and comparators against gram-positive pathogens re orre
was selected from more than 2000 analogs on the basis of its potent antibacterial activity, especially against T ——— T ———— . )4/‘
. . . . 50 90 S0 90 1.00E+09 | 1.00E+08 :
multidrug-resistant (MDR) gram-negative bacteria. MIC range (ug/ml) MIC range (ug/ml) B Lonesor [ 1/
Methods: Using standard CLSI methodology, TP-2758 and clinical comparators were tested against recent clinical 31 Generation Piperacillin/ Organism TP-2758 | Tigecycline | Linezolid | Levofloxacin | Vancomycin e 8 S r 1 o dng Lo FNTT Y T e Mo dni
. . . - . . . . . . _ . 4 0.008x — 1.00E+05 | 4 0.008X
Isolates. In vitro bactericidal aCt|V|ty over 24 hours was determined using standard time-kill asSsays with VIgorous TP-2758 Tigecycline | Carbapenem | Fluoroquinolone | Cephalosporin | Gentamicin Tazobactam Staphylococcus 105 0.13/0.5 0.13/0.25 2/4 4/>64 1/1 gizg?ﬁi _/)i:"é - - S 1o0E+04 | \ > / //"/ *2X
© 1.00E+ g 3 —— S C 4 —m—4X
aeration. Klebsiella ‘64 0.25/0.5 0.5/2 0.063/16 4/>32 >32 />64 8 />32 16/>128 aureus (MRSA) 0.03-4 0.06-1 1-64 0.13->64 0.5-2 poaien B NG = e ex 1.00E+03 § \P‘—j.'?!// e sX
. 1.00+02 1.00E+02
: : H j 1.00E+00 bl b wannlin e e 1.00E+00 Fressbmidinndidiunli bl
lso!a’rm including Enterobacteriaceae producing extended-spectrum beta- lactamases (ESBL), Acinetobacter Klebsiella 9| 02 1 0009152 o792 792764 w0792 1617128 aureus (MRSA, | 30 | 03006 | 0.06-0.13 -2 0.25-2 » on e o s e s @ moam e oo
b . d Prot rabili TP.2758 4l had g b bial i A MDR + pneumoniae ESPBL 0.063 - 8 0.25-16 0.03 - >32 0.03 - >64 2 - >64 <0.25->32 0.5->128 PVL+)
aumannil, ap roteus m{ra l1S. - also had good antimicrobial potency agains gram-paositive Klebsiella 20 0.5/1 1/2 32/>32 >32/>32 >32/>32 8/>32 >128/>128 Staphylococcus 50 0.06/0.13 0.12/0.25 2/4 0.25/1 1/1 rtoe v
pathogens, with representative MICy, values of 0.5, 0.13, 1, 2, and 0.13 pg/mL for MRSA (n=136), MSSA (n=50), pneumoniae KPC 0.25-8 05-16 4->32 5 - 32 32 - >3 2532 2128 >128 aureus (MSSA) 006-0.13 | 0.06-025 1-4 013 - 52 - Tp-27588 MiC= 0.5 L rp-2755E Mic= 0.5
. . . 1.00E+08 - +
Enterococcus faecalis (n=157), Enterococcus faecium (n=115), and Streptococcus pneumoniae (n=111) Klebsiella . 0.25/0.5 0.5/2 <1-<1 <0.25/>4 <0.5/>32 0.5/>32 2/32 Staphylococcus ’s 0.06 /0.25 0.06/0.13 <0.5/1 >4/>4 12 L 00E+07 oorsoe 543\\ A/; ;
respectively. oxytoca <0.016 - 1 0.063 - 4 0.03 - 1 0.03 - >32 <0.5 - >32 <0.25 - >32 <0.5 - >64 epidermidis meth-R 0.03-0.25 0.03-0.25 <0.5-2 0.12->4 0.5-2 1.00E+06 1.00E+05 | \ e
. . ] . . . . _ 1.00E+05 ¢ —+—No drug . i \\ —+—No drug
Conclusion: TP-2758 is 2- to 4-fold more potent than t|gecyc|me agauqst gram-nega“ve pathogens and less active Klebsiella " 0.125/0.25 0.25/0.5 0.063/0.25 0.5/>4 >32/>32 >32/>32 8/32 Staphylococcus 0 0.06/0.13 0.06/0.25 1/1 0.25/>4 2/2 - 1.00E+04 | . 2;?”8’( < 1222 Z: \Jyj + 9 008X
. " . . . u . } . i} i} i i - i idi - ; - - - - S 1.00E+03 E * gD -
against gram-positive pathogens. This novel tetracycline strongly targets MDR gram-negative bacteria and its oxytoca (ESPL) <0.016-0.5 0.063 -1 0.03-1 0.03 - >32 4->32 <0.5->32 0.5->32 epidermidis meth-S 0.03-0.25 0.03-0.25 =0.5-2 0.12->4 1-2 it - e
: : : : Escherichia 0.12/0.25 0.25/1 0.031/0.5 0.5/>32 32/>64 2/>32 4/>64 Staphylococcus 0.13/0.25 0.13/0.25 2/4 0.5/0.5 1/1 —~ 5
potential as a wunique IV/oral therapy for treatment of ESBL-producing and carbapenem-resistant p 21 S0t o8 0016 230 016 o3 0 063 . o6 005 o3 N P ”h ) I R . ooe 1 o5
coli <0. - 0. - =2 =<0. -> <0. -> : -> <0.25-> <0.5-> saprophyticus .06 - 0. .06 - 0. - 25 - 5 - TUOOEA4GO bbb LO0E+00 vttt bl
I ntro d u Ctl o n Escherichia ” 0.12/0.25 0.25/2 0.031/0.13 >4/32 >32/>64 8/>32 8/>64 Enterococcus 157 0.5/1 0.06/0.13 2/2 >4/>32 2/>32 R Time (hours)
coli (ESBL) <0.016 - 0.5 0.063->8 | <0.016 - >32 0.03 - >32 0.5->64 <0.25->32 <0.5->128 faecalis 0.031-16 <0.016-1 <0.5->32 0.5->32 1->32
Complicated urinary tract infections (cUTIs) are predominantly caused by gram-negative bacteria - Escherichia coli , Klebsiella pneumoniae, Proteus o8 2/2 4/8 4/16 0.063/8 0.063/0.5 2/32 0.25/1¢ Enterococcus o4 0.5/1 0.06/0.13 2/2 >4/>32 >16/>32 _ aBoso
and Enterobacter cloacae — but nosocomml cUTls have enterococci and staphylococci as part of the p”!dpm'”'””" A recent population- mirabilis 0.25-8 2-16 0.063 - >32 <0.03->64 <0.03 - >64 0.5 - >64 <0.063 - 2 faecalis VRE 0.031-4 <0.016-0.5 <0.5-32 1->32 16->32 IP-2758 produced PAES from 0 to 2.6 hours, 0 {0 >3.7 100E+09 ¢
based study noted an overall rate of pyelonephritis, the most severe manifestation of UT|S, of 15-17 cases per 10,000 women and 3—4 Proteus B} 0.5/1 2/4 <1/4 <0.25/<0.25 <0.5/32 1/4 <0.5/1 Enterococcus o 0.5/2 0.06/0.13 2/4 1/>32 12 hours, and 1.5 to 3.8 hours when exposed to 2X, 4X, oo | P
cases per 10,000 men (1). The in-hospital mortality rate for pyelonephritis varies from 7.3 cases per 1000 hospitalized women to 16.5 cases vulagaris 0.13 -2 05-8 <0.5-4 <0.25 - 1 <0.03- >64 <0.25 - >8 <0.5-4 faecalis VSE 0.031-16 <0.016-1 1530 0.5.532 14 ﬁ)r;]cé e&:xWittr;]e hllxgﬁ rrizp::ggzﬁg exS::ti’?Hy NFZt\Esth\;vte?ne 1008406 <\\ ,‘ —
; ; ; ; ; : : : : ; . _ 1.00E+05 E 4 D.008X
per 1000 hospitalized men (2). There has been an increase in trimethoprim-sulfamethoxazole (TMP-SMX) resistance, especially in E. coli, Enterobacter o8 0.25/2 1/4 <1/4 0.25/16 >32/>64 116 >64/>64 Enterococcus s | 00605 0.06/0.13 214 >4/>32 >16/>32 some instances culture viability counts (CFUs) dropped T ooeros | \‘\\\t [ 4 —ox
the mosl’.[ c;)rgmonl causr? 't(')f both nosocczlom]llell and _corlnmungygacqu]:_re?I_pyelﬁnephrltlj (3()3'_ Th’?hs, gé)eo/IDSAtQU|de![|n§rsM1;grStl{'/le)?trS]ent of cloacae 0.063 - 4 0.25-8 0.031 - >32 <0.016 - >32 0.13 - >64 <0.25 - >32 1->128 faecium <0.016->4 <0.016- 1 <0.5->32 0.5->32 <0.25->32 Iﬁe bﬁfgt”eﬁ,*;?dﬁ,“!ye r;'fm'%?.fz‘;?seci(;;ﬁﬁo CEU)CS;;G;[? U 122:2 1 D
uncomp ICae_ pye Onep_ filis recommend a UOI'OC]IUII‘IO one ( ) as II’S.- ine er_apy ( ) _Iven € o esiS ance_ O ) ’ € use Enterobacter 0.12/0.25 0.5/0.5 <1/<1 <0.25/<0.25 <0.5/16 <0.25/0.5 2/16 Enterococcus 0.12/1 0.06/0.13 2/4 >4/>32 >16/>32 pneumoniae and A. baumannii, and thus accurate PAEs 1.00E+01
of FQs has Slgnlflcantly increased (doubled), and will UndOUbted'Y result in FQ resistance bemg even more prevalent in UTI pathOQGHS- The aerogenes 30 0.06 - 1 0.95-4 <1-2 <0.25-0 5 <0.5->64 <0.25-1 <0.5->64 faecium VRE 65 <0.016->4 <0.016- 1 <0.5->32 4->39 8->32 could not be determined in these cases (uninterpretable, LLOOEH0D Tt bbb b it
majority of these patients are seen in the emergency room where empiric therapy is utilized. The increasing rate of extended spectrum 3- 5 %2/0 = 0'25/05 <'1/<1 <; 2'5/<0'25 20.5/<05 '0'5/1 - '2/4 - ‘0'06/05 ;(;6/0 - = '2/2 e " u1) T tmeteus
. . . . . . . . . . . . . . Sl/= SU. sSU. SU.O/SU. . nterococcus . . . . .
lactamase (ESBL)-producing Enterobacteriaceae and FQ resistance in the predominant pathogens will severely limit, or eliminate, oral Saimoneila spp 30| 605 017 5 0,95 - o 05205 095 58 o4 ) VSE 50 0.05.0.5 0.016.0.13 0520 0553 0.25.4
. . . . ‘yr . . . .00 - 0. A2 - <1- <0.25-> <0.5-=<0. <0.25-> - j .05-0. <0. -0. <0.o- 0-> <0.25-
options for treatment of ambulatory patients with even uncomplicated UTIs/pyleonephritis. Although fosfomycin and nitrofurantoin are e = = = o
. . iy .y i < < < - -
possible oral options for cystitis, they are not recommended for pyelonephritis (4). Serratia - 0.25/0.5 1/2 <1/4 <0.25/4 <0.5->32 0.5/16 2/16 Streptococcus » 0.03/0.13 0.06/0.06 1/1 0.5/1 0.25/0.5 Table 4. Summary of post-antibiotic effects
marcescens 0.12-0.5 0.5-2 <1-32 <0.25-16 <0.5->64 <0.25->32 1-32 pneumoniae <0.016-0.5 <0.016-0.12 0.5-1 0.5->4 0.13-0.5 Strain
TP-2758, a novel fully synthetic tetracycline-class antibiotic modified at C7 and C8, was designed to have a broad antibacterial spectrum _ 0.12/0.25 0.25/0.5 <1/<1 <0.25/0 5 <0.5/<0 5 1/1 2/ e 0.03/0.5 0.016/0.06 1/2 0.5/1 0.5/1 e T T -
with potent activity against problematic multidrug-resistant gram-negative bacteria such as those found in urinary tract infections. It has the Shigella spp. e N D o I . AR Gl anginosus 2 | 0008-4 | <0.008-025 | <025-2 <0.25-2 <0.06- 1 e e " -
potential to be used as monotherapy for nosocomial cUlls because It also has activity against all the major gram-positive pathogens, Citrobacter o | 02505 0.5/1 <0.5/1 <0.25/>4 1/>64 0.5/8 4/>64 Streptococcus 0 0.03/0.12 0.03/0.12 11 112 0.5/0.5 K. pneumoniae 153 2.0 2.8 >3
mc]udmg meth|C|II|n-reS|sta_n.t S.taphyl.ococcus aureus and vellncomyc:|n-re3|st_ant enterc_)cocm. TP-2758 §hows oral efficacy in animal models freundii 0.06 05 0122 <052 <0.25 - >4 <05- >64 <0.25- 58 <05 . >64 intermedius <0.008.0.25 | <0.008.0.25 <0251 <0254 <0.06.0.5 K. pneumoniae 770 14 18 29
of infection UTI/pyelonephritis, including those challenged with ESBL-producing E. coli and K. pneumoniae (see abstract O 96). The oral and — - . " — - - A g . A P » = A A. baumannii 947 0.0 Ul ul
S ' ] > ~ o ' ' > o ] o ) ) o L iMorganeiia 0.5/1 2/4 <0.5/4 <0.25/4 <0.5/4 1/>8 <0.5/1 Sirepiococcus 0.03/0.25 0.03/0.12 1/1 1/2 0.5/0.5
IV pharmacokinetics of TP-27358 in rat and monkey are promising for use of this compound in treating serious hospital infections empirically ) 30 . 29 A. baumannii 959 ul 0.0 ul
including cUTls morganii 0.25-2 0.25-8 <0.5-16 <0.25->4 <0.5-16 0.5->8 <0.5-2 mitis <0.008-1 <0.008- 0.25 0.5-1 0.5-2 <0.06-0.5 S o e = A
. . aureus . . .
Prowden"ma 48 1/2 2/8 1/2 4/>4 <0.03-4 2/>8 2/8 Streptoco.ccus 18 0.015/0.12 0.03/0.06 0.5/1 0.5/2 0.5/1 S aureus 192 26 ~3.7 >37
stuartii 0.12-8 0.25-16 <0.5-2 <0.25->4 <0.03-32 <0.25->8 1-32 sanguis <0.008-0.25 | <0.008-0.12 <0.25-1 <0.25-2 <0.06-1 E. faecalis 329 16 15 2 1
Acinetobacter . 0.13/1 0.5/4 4/>32 4/32 >16/>16 4/>32 1/>128 Streptococcus - 0.03/0.25 0.06/0.06 1/2 0.5/1 0.5/0.5 E. faecalis 331 1.8 2.1 2.4
MIC assays. TP-2758 was tested against panels of recent clinical aerobic isolates, including quality control strains according to methods baumannii <0.016 - 4 <0.016 - 8 0.13 - >32 0.063->32 0.12->16 0.5->32 128- >128 pyogenes <0.008 - 1 <0.016-0.12 0.5-4 <0.004 - 2 <0.06- 0.5
published by Clinical and Laboratory Standards Institute (CLSI) (5, 6). Recent clinical isolate collections include strains from Eurofins Acinetobacter 0.06/0.12 0.12/0.5 <1/4 <0.25/<0.25 1/16 <0.25/1 <0.5/8 Table 1. Carbapenem=ertapenem, imipenem or meropenem; FQ=levofloxacin or ciprofloxacin; 3" GC=cefotaxime, # PAE=T-C, where T=time required for viability counts of an antibiotic treated culture to increase by 1 log10 above
Medinet (Chantillv. VA d IHMA (Sch b IL). PCR-ch terizati f tended t lact d t IHMA b N 29 - - - - - - ceftazidime or ceftriaxone; ND = not done; Table 2. 2H. Influenzae, 50 isolates; PM. catarrhalis ,50 isolates; ¢P. counts immediately after dilution;
edine ( antiiy, ) an ( Chaumburg, ) _ -C .arac erl_za Ion O_ extenaed spectrum B' aclamases was done a or by Iwoffii <0.016-0.12 0.06-0.5 <1->8 <0.25-2 =0.5 - >64 <0.25 - >8 <0.5-16 mirabilis ,89 isolates; Data for penicillin; €17.5% and 30% of isolates were tetracycline-resistant and intermediate Ul: uninterpretable result since CFUs after dilution were below the lower limit of detection, 100 CFU, due to
standard PCR methodology at Tetraphase Pharmaceuticals using published primers (7). Stenotrophomonas | _ 0.25/1 0.5/2 >32/>32 1/8 >32/>32 16/>32 128 />128 resistant, respectively; ND=not done bactericidality of TP-2758
Time-kill assays. The minimal inhibitory concentration (MIC) values were determined for antibiotic stocks as per CLSI standardized maltophila <0.016 - 8 0.031-8 8 - >32 0.13- 32 1->64 <0.25 - >32 8->128
methodology prior to running time-kill assays. Time-kill assays were performed essentially as described by CLSI guidelines (8), with the Burkholderia 8/16 8/32 32/>32 4/8 16/32 >32/>32 16/>128
following modifications: five milliliter cultures inoculated to a final starting density of ~1 x 10°— 1 x 10° colony forming units (CFU) /ml were cenocepacia 101 43530 0.25 - >32 4->32 05- >32 2 .32 539530 05->128
shaken vigorously (300 rpm) at 35°C in 50 ml polypropylene conical tubes. Cultures were sampled at various time points, serially diluted in Pseudomonas 16/32 16/32 1/32 /32 4/>32 — o R
. . . . . 36 ND ND E. coli EC133 K. pneumoniae KP153 - baumannii
sterile sal_ln_e, ._and plated on tryptic soy agar. The lower limit of detection pe_r culture was.100 CFU/m.I. | o e 05->32 1.>32 05- 32 0.25 - >392 1->32 TP-2758 MIC=0.125 ug/ml TP-2758 MIC=2 pg/ml o TP-2758 MIC=0.5 pg/ml . TP-2758E MIC=1 pg/mi
Post-antlblqtlc effect (PAE) assays. PAE assays were performed es_sentlally as descrl_bed by Craig et al. (9). Five m|II|I|ter.s of broth were Voraxella 0.03/0.03 0.06/0.06 <0.25/<0.25" 0.06/0.06 <0.5/<0.5° 0.12/0.12b 100E+10 = 1008410 p— e //.( =" 100810 - /}
inoculated with fresh colonies grown overnight on agar medium to a final starting density of ~1 x 10°— 1 x 108 colony forming units (CFU) catarrhalis 64 | 0015003 <0.016.012 | <0.25.<0.25 <0.03.- 0.06 <052 <0.06.-0.25 ND 1 00E+08 // 1 00E+08 // L00E+08 | — 00E+08 |- -
/ml. Starter cultures were grown for two hours with vigorous aeration (300 rpm) at 35°C in 50 ml polypropylene conical tubes prior to drug : = = — = = = - O0ET [OOETOT _ 1o0m0t — T 00E 06 _—
Wy : L . Haemophilus 0.06/0.12 0.12/0.25 1/22 0.03/0.03 <0.016/<0.03 E 1.00E+06 1.00E+06 = _ \ _—
exposure. At the start of antibiotic exposure, the starter culture (0.5 ml) was transferred to 4.5 ml pre-warmed medium containing final o 64 | L 016.0.12 001605 0.06 -4 0.016.0.13 00160063 ND ND 3 1100805 _ 100E0s AN g e i\ E O0E0S )
. . . . . . influenzae : -0. : - 0. .06 - . -0. .016-0. .00E+04 .00E+ .00E+ & 1.00E+
concentrations of 0X, 0.008X, 2X, 4X and 8X MIC TP-2758 in 50 ml conical tubes. Following one hour of drug exposure with vigorous p— o YT Sy 0 0000.03 " 00403 | 3 100408 \\\\\. ovEw0s | S . S L eros ‘f\ :/ .
. . . . . . . T . . . . . . > . . . + + . + . + .
aeration at 35°C, cultures were diluted either 1:100 or 1:1000 into pre-warmed TP-2758-free medium for monitoring post-antibiotic effect. Seeen 40 ND ND T 00m01 1100802 = ot 00801
1] ” I : - . . o - . e . -0. . -0. ] - ) _ 03- . . .
The “0X” control was handled exactly as antibiotic-treated cultures except that no antibiotic was present during the antibiotic exposure gonorrhoeae 0.008-0.12 =0.004-0.5 <0.0005->2 <0.002->1 <0.03->4 To0€+00 | ; — 0000 | | | | 1 0000 | | | | 100400 | : - - -
. “ ” . . T . . i 0 5 10 15 20 0 5 10 15 20 0 5 10 15 20
period. The “0.008X” control contained a constant 0.008X MIC TP-2758 during antibiotic exposure and following the shift to TP-2758-free Legionella | Gaete 5 TG T . NE NE Time (hours) ° ° Time (hours) “ Time (hours) Time (hours)
. . . . . . . H _ _ _ ——No dr —A&—TP-2758 2X 4 TP-2758 4X
medium; this control confirmed that compound carry-over at the highest test concentration (8X MIC) had no significant effect on growth. pneumophila =0.004-1 —Nodug - TP2rs X ¢ TP-2758 4X e Nodrug —&—TP-2758 2X ¢ TP-2758 4X —8—TP-2758 8X —e—Mero 4X oNodmg o TATTR2TSRRX e TRaTss ax e eoremex e Contin ax

f‘lllhlrnc were camnlad at \IQr'InIIQ timanninte (F ctart nf exposure: F1 and nf nna hniir exposure: N immeadiatalv nnei‘ diliitinn and avarv
QUI\J, UU, IIIIIIIUUIULUI] V

ULVl VO VWUl v QUIIIVI\JU Al vAadlivuvw LIIII\JVUIIIL\J \LU, LAl L Vi \JI\P GUTVy k= 1y WVIIMW VI Viiw 11WVUI \JI\P LU UiITULIivil, AUl Tva \JV\JIy

Table 3. Activity of TP-2758 and comparators against anaerobes

hour following dilution into TP-2758-free medium). Samples were serially diluted in sterile saline, plated onto tryptic soy agar, and grown
overnight at 35°C for viability counts. The lower limit of detection per culture was 100 CFU/ml.

MIC.,/MICg, (ng/ml)
MIC range (ug/ml)

Table 5. Summary of bactericidal activities of TP-2758 against important gram-negative and gram-positive hospital pathogens

Log,, Change in CFU/ml vs T=0

Piperacillin/

i TP-2758 Tigecycline m Clindamycin Metronidazole

Organism Gram-Positive TP-2758 MIC
Tazobactam
Bacteroides 10 0.25/1 1/>16 0.5/2
. . . . fragilis 0.13-8 0.5-8 0.13-2 <0.03->16 1-1 0.13-4 E. coli133 24 0.13 -4.11 -3.78 S. aureus 191 24 0.5 0.16 -0.77
°* TP-2758 demonstrated potent, broad-spectrum gram-negative antibacterial activity with . o o100 E coli 360 Y 3.48
J Bacteroides spp. 10 1/8 2/16 0.5/8 4/>16 1/1 8/>128 E. coli 360 24 0.5 -2.85 -3.48 S. aureus 192 24 0.063 0.03 0.74
MIC,, values generally lower than or equivalent to compara tors non-fragilis 0.06-8 0.25-16 0.12:8 1->16 0.25->64 1->128 K pneumoniae 153 | 24 05 2.90 248 E. faecium 341 | 24 ! 1.30 1.64
H H H FH iffici - - - - - - E. cloacae 738 24 0.5 3.16 -1.72
* MIC,, values against aerobic and anaerobic gram-positives were 0.06-2 ug/ml difficile 0015012 | 006012 1-8 1>16 0251 28 E. faccalis 320 | 24 ! 0.07 0.32
Clostridium - 0.06/2 0.25/1 0.12/0.25 2/8 1/2 <0.06/1 E. cloacae 744 24 0.13 3.03 -2.19 £ f lis 331 24 0.5 0.40 018
. faecalis : : -0.
. . . . . perfringens 0.06-4 0.12-2 0.03-2 0.06->16 0.25-2 <0.06-16 P. mirabilis 377 24 2 -3.63 -3.32
® -
TP-2758 was active against Enterobacteriaceae isolates expressing one or more ESBLs, —— | om0z | omoazs =~ p— n v P mirabilis 716 » ; 045 74
( TEM, SH V, C TX-M, OXA ), AmpC ,B-Iactamas es ( DHA, FO)(, AC T, CM Y), and lentum 0.06-0.5 0.12-0.5 <0.016-1 0.12->64 1->64 <0.06-32 A. baumannii 947 24 2 -0.50 -3.90
A b ji 959 24 1 -2.48 -3.85
carbapenemases (OXA’ KPC’ and NDM_ 1) U S 1 0.015/0.06 0.03/0.12 <0.016/0.03 <0.03/0.5 <0.06/0.5 <0.06/<0.06 aumannii
., Satia = Sl A
o TP-2758 is bactericidal against some m u[t'drug-re sistant gram-negative isolates Propionibacterium ‘0 0.06/0.06 0.12/0.12 <0.016/<0.016 0.06/0.06 >64/>64 <0.06/<0.06
1. Czaja, C.A,, et al., Population-based epidemiologic analysis of acute pyelonephritis. Clin Infect Dis, 2007. 45(3): p. 273-80.
acnes 0.03-0.06 0.06-0.12 <0.016 -0.03 <0.03-0.06 >64->64 <0.06-1 2. Foxman, B., K.L. Klemstine, and PD Brown, Acute pyeloqephrltls /{7 US hospitals in 1997: hospltallza?/on and /n-hosp/tal mortgllty Anq .Eplde_mlol 2003. 13(2): p. 144-50. _ _ y . .
. . 3. Talan, D.A., et al., Prevalence and risk factor analysis of trimethoprim-sulfamethoxazole- and fluoroquinolone-resistant Escherichia coli infection among emergency department patients with pyelonephritis. Clin Infect Dis, 2008. 47(9): p. 1150-8.
® TP.Z 75 8 p ro d U ced PA E S that may CcO ntr’ b”te to the p ha rmaco dynam’ CS Of TP.Z 75 8 Porphyromonas 0.016/NA 0.03/NA 0.03/NA <0.03/NA 0.25/NA <0.06/NA 4. Gupta, K, et al., International Clinical Practice Guidelines for the Treatment of Acute Uncomplicated Cystitis and Pyelonephritis in Women: A 2010 Update by the Infectious Diseases Society of America and the European Society for Microbiology and Infectious Diseases. Clin Infect Dis
9 2011;52:e103-e120.
asaccharolytica 0.015-0.25 0.03-0.12 <0.015-0.03 <0.03->16 <0.06-0.25 <0.06-0.12 5. Clinical and Laboratory Standards Institute (CLSI). Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria That Grow Aerobically; Approved Standard—Eighth Edition. CLSI document M07-A8 [ISBN 1-56238-689-1]. Clinical and Laboratory Standards Institute, 940 West
. . . . . . .n . 0.06/0.25 0.06/0.12 <0.016/0.5 0.12/>16 11 <0.06-2 Valley Road, Suite 1400, Wayne, Pennsylvania 19087-1898 USA, 2009.
® TP-2758 is currentl Yy bein g inves t’ga ted in a Phase 1 trial for safe ty’ tolerabil lty’ and Peptostreptococcus spp. | 11 WO/ 00/ =0.016/0. - =0.56- 6.  Clinical and Laboratory Standards Institute (CLSI). Methods for Antimicrobial Susceptibility Testing of Anaerobic Bacteria; Approved Standard—Seventh Edition. CLSI document M11-A7 [ISBN 1-56238-626-3]. Clinical and Laboratory Standards Institute, 940 West Valley Road, Suite
' 0.03-0.25 0.03-0.5 <0.016-0.5 <0.03->16 0.25->64 <0.06-8 1400, Wayne, Pennsylvania 19087-1898 USA, 2007.
g v g Y - — — — 7. Dallenne, C., A. Da Costa, D. Decre, C. Favier, G. Arlet. 2010. Development of a set of multiplex PCR assays for the detection of genes encoding important B-lactamases in Enterobacteriaceae. J. Antimicrob. Chemother. 65:490-495.
pharmaCOKlnetlcs fo”o Wlng Oral admln’s tra tlon 0.12/1 0.25/0.5 0.06/0.5 0.06/>16 1/4 <0.06/32 8. CLSI. Methods for determining bactericidal activity of antimicrobial agents; approved guideline. CLSI document M26-A., vol. 19, CLSI, 940 West Valley Road, Suite 1400, Wayne, Pennsylvania, USA, 1999.
Prevotella spp. 10 .y 6156 B SR 52 5 G 9. Craig, W. A., S. Gudmundsson. Post antibiotic effect. In Antibiotics in Laboratory Medicine, 4th edn (Lorian, V., Ed), p 296-329, 1991. Williams and Wilkins, Baltimore.
.06- 12- <0.015-> <0.03-> 25- <0.06-




