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ABSTRACT INTRODUCTION RESULTS

Table 1. MIC distributions for TD-1607 tested against contemporary strains of MRSA and stratified by

CONCLUSIONS

geographic region.

Background: TD-1607 is a novel heterodimer Staphylococcus aureus continues to be a major cause of both  TD-1607 showed potent in vitro activity against MRSA strains. TD- Geographic No. of MIC (ug/mL)  TD-1607 demonstrated consistent potent in vitro
antibiotic composed of a glycopeptide covalently community-acquired and healthcare-associated infections, including 1607 MIC values ranged from 0.008 to 0.06 pg/mL, with MICs, and region solates  0.004 0.008 0.015 0.03 0.06 MICs,  MICq, activity when tested against a large collection (n =
linked to a cephalosporin moiety (glycopeptide- skin and skin structure infections (SSSI), bacteremia, endocarditis and MICqgo 0f 0.03 ug/mL (Table 1 and Figure 2). USA 512 0(0.0) 1(02)  44(88) 458(98.2) 9(1000) 0.3 0.03 1,026) of contemporary (2010-2012) MRSA strains
hal in heterodi GP-Ceph). TD-1607 pneumonia. The prevalence of nosocomial infections caused by . . I LA, ENTe[Re S LEtin AmEiee.
cephalosporin heterodimer, GP-Ceph). TD- gl noresistant S. aureus (MRSA) remains elevatod in a large « TD-1607 MIC values were slightly lower in the USA and Europe Europe 312 0(0.0) 1(0.3)  33(10.9) 272(98.1) 6(100.0)  0.03 0.03 | |
possesses potent, bactericidal activity against Gram- _ ot =, GHTEU ; ) _ ) s (MIC5, and MICg, of 0.03 pg/mL for both regions) compared to Latin Latin America 202 0 (0.0) 1(0.5) 11(5.9)  159(847) 31(100.0)  0.03 0.06 > WIRSAISERTIES e DS S EUTERRe sl
positive organisms and exerts its antimicrobial activity proportion of United States (USA) hospitals. Additionally, since its America (MIC,, 0.03 ug/mL and MIC,g, 0.06 pg/mL; Table 1). | showed nearly identical TD-1607 MIC distributions
appearance in the 1990’s, community-acquired MRSA (CA-MRSA) Allregions 1026 0009 3003 889 889(955 46(100.0) 003 0.0 (MICg, and MICy, of 0.03 pg/mL for both regions),

through inhibition of cell wall biosynthesis. TD-1607 is
currently in clinical development for the treatment of
serious Gram-positive infections. We evaluated the in
vitro activity of TD-1607 when tested against a large

whereas MRSA strains from Latin America exhibited
TD-1607 MIC values slightly higher (MIC,, 0.03 pg/mL
and MIC,,, 0.06 ug/mL) compared to USA and Europe.

strains have increasingly caused community-onset infections as well as » Against the entire collection of MRSA (1,026 isolates), TD-1607 was

hospital- and healthcare-associated disease in various USA regions. 16- to 32-fold more active than daptomycin (MICs;and MICgy,, 0.5
Hg/mL; Figure 2), vancomycin (MICs,and MIC,, 1 pg/mL) and

Table 2. Activity of TD-1607 and comparator antimicrobial agents when tested against 1,026 isolates of

MRSA (All regions).

TD-1607 is a heterodimer antibiotic composed of a glycopeptide i i _ _ _ o
collection of recent clinical isolates of methicillin- covalently linked to a cephalosporin moigty (egcopSp)t/ideF? i ;E:Zorgfglmg St?,’a%?irfz/g:aa;:dl\gﬁgr’olnsg /(T/IIIZ:’ an(lj 32/nt1c|)_ gﬁd Antimicrobial agent MICx, MIC,, Range LSt FUCAST * These results warrant further investigations to
tant Staphvl S ol o h _ e 500 + HY %S / %I / %R %S / %I / %R determine the role of TD-1607 for the treatment of
resistant Staphylococcus aureus ( ). cepha osporln. .eterodl.rrTer,.GP_-Cep ,.Flgure 1). TD.-%607 pos§esses MICq,, 2 pg/mL for both compounds; Table 2). 1607 o o 0008 — 0,08 L L MRSA infections.
potent, bactericidal activity in vitro against Gram-positive organisms _ _ _
Methods: 1,026 MRSA isolates from surveillance and exerts its antimicrobial activity through inhibition of cell wall « All isolates were susceptible to vancomycin (MIC, and MICg,, 1 Vancomycin 1 1 0.25-2 100.0/0.0/0.0 100.0/0.0/0.0
networks in the USA (512 strains), Europe (EU; 312) biosynthesis. TD-1607 is currently in clinical development for the ug/mL), daptomycin (MIC5, and MIC,, 0.5 hg/mL) and linezolid Daptomycin 0.5 0.5 0.25-1 100.0/ -/ - 100.0/0.0/0.0
and Latin America (LA; 202) were tested for treatment of serious Gram-positive infections. We evaluated the in vitro (MICs,, 1 pg/r_nL_and MICgo, 2 pg/mL) using CLSI and EUCAST Teicoplanin 05 1 0.12-4 100.0/0.0/0.0 99.8/0.0/0.2 ACKNOWLEDGEMENT
susceptibility by the reference broth microdilution tivity of TD-1607 when tested inst a | llecti f t breakpoint criteria (Table 2).
P y by activity © ) when tested against a farge coliection ot recen Linezolid 1 2 0.25-4 100.0/0.0/0.0 100.0/0.0/0.0 This study was sponsored in part by a research grant from
rdin LSI guidelin inst TD-1607 an clinical isolates of methicillin-resistant S. aureus (MRSA). . i i i i iobioti
according to CLS au delines aga Sft 607 and ( ) When tested against teicoplanin (MICy,, 0.5 pg/mL and MIC,, 1 Ceftaroline . , 005 _ 4 611/182/07  811/0.0/189 Theravance Biopharma Antiobiotics, Inc.
numerous comparison agents. The isolates were KMg/mL; highest MIC, 4 pg/mL), 100.0 and 99.8% of MRSA strains -
collected in 2010-2012 (mostly 2012) from skin/soft were categorized as susceptible with CLSI and EUCAST criteria, Oxacillin > & e O070.0/100.0 O010.01100:0 REFERENCE S
tissue infections (42%)’ bacteremias (31%)’ MATERIALS AN D I\/I ETHODS respective|y (Tab|e 2) Teicop|anin non_susceptib|e strains were Levofloxacin >4 >4 <0.12->4 23.2/0.7/76.1 23.2/0.7/76.1
- : . . observed in the USA and Mexico (one strain each, both with i i _ ini i -
pneumonias (25%) and other sites. Bacterial isolates: A total of 1,026 MRSA isolates collected through the _ _ ( , Trimethoprim/sulfamethoxazole  <0.12 <0.12 <0.12->4 97.3/0.0/2.7 97.3/0.1/2.6 1. (Cj:'l|ml'cal anq L.abotr)gtlory Stanc.islrlf:is InstltL]:te E)2012).. Mr?7 A9. Methokc)ig f?|r-
= b T e o o e oy SENTRY Antimicrobial Surveillance Program network, including 512 Clindamycin <0.12 >4 <0.12->4 60.3/0.1/39.6 60.2/0.1/39.7 approved standard: ninth edition. Wayne, PA: CLSI.
eSults: - snowed potent Iin VIitro acuvity - - - : : _ 2. Clinical and Laboratory Standards Institute (2014). M100-S24.
et MRSA _ i 0.03/0.03 Lia/mL - isolates from the USA, 312 from Europe and 202 from Latin America, « Resistance rates to comparator agents were generally higher Tetracycline <0.5 2 <0.5->16 92.1/0.4/7.5 90.0/2.0/8.0 Performance standards for antimicrobial susceptibility testing: 24th
against strains (MICsgg0, 0. U Hg/imL, were selected for this investigation. The isolates were collected in among MRSA isolates from Latin America compared to USA and a. Criteria as published by the CLSI (2014) and EUCAST (2014). informational supplement. Wayne, PA: CLSI.

highest MIC, 0.06 pg/mL) with no marked differences
among geographic regions (Table 1). TD-1607 was
16- to 32-fold more active than daptomycin (MICg,q0,

2010-2012 (mostly 2012) from SSSI (42%), bacteremia (31%),
pneumonia (25%) and other infection sites. Isolates were identified to
species level by the participating laboratory and species identification

Europe (data not shown).

Figure 1. Chemical structure of TD-1607.

Figure 2. Comparison of TD-1607 and daptomycin MIC distributions when testing 1,026 clinical MRSA

isolates collected worldwide.
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