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Table 2. Activity of PTK 0796 (omadacycline) and comparator antimicrobial agents when

Amended Abstract

tested against isolates from European medical centers.

_ _ o Antimicrobial MIC (mg/L) %Susc. / %Resistant
Objective: To evaluate the activity of PTK 0796 (PTK) « PTK 0796 (omadacycline) was very active when tested agent (no. tested)  MIC,, MIC,, Range CLSIe EUCAST®

. o . o . . | o _ = =
against Gram pcr)]smv_e (lGP) Lo C?‘US'EQI'”f‘?C“O”S If against oxacillin-susceptible S. aureus (MSSA) and rores o1z o012 00152 . .
European (EU) hospitals. PTK (7-dimethylamino, 9-[2,2- MRSA with a MIC,, of 0.12 and 0.25 mg/L respectively Tigecycline? 0.06 012  <003-05  100.0/-  100.0/0.
dimethyl-propyl]-aminomethylcycline) is a novel antibacterial . Oxacillin 0.5 >2 <0.25 - >2 725/275  725/27.5

. . . . (Tables 1 and 2). The highest PTK 0796 MIC value Doxycycline 0.12 025  <0.06-—>8 98.0/0.4  952/2.9
agent of the tetracycline family, which is under clinical Tetracveling <0.95 fys <0.95 _ 8 N Y
- among S. aureus was only 2 mg/L and 99.7% of e o ' o A o
development (IV and oral formulations). _ e Erythromycin 0.25 >16  <0.12->16  70.5/27.2  70.7/285
strains were inhibited at a PTK 0796 MIC of <0.25 flindﬁmyci_n 300-2255 30-25 jg-fg»i 791198//287-13 791193//287-23
Methods: 2719 strains from 25 medical centers in 10 EU mg/L (Table 1). i ; > S0t 1050700 100000
countries, Turkey and Israel were collected in 2011 and TMP/SMX¢ <0.5 <0.5 <0.5 — >4 99.1/0.9 99.1/0.8
TR : T . : .. i Teicoplanin <2 <2 <2-4 100.0/0.0 99.9/0.1
tested for SUSCepthI|Ity (S) against PTK, tlgeCYCIme_ (T_IG) e PTK 0796 (M|C50/90, 0.12/0.12 mg/L) act|V|ty agalnst S. Vancgmycin 1 1 05_2 100.0/0.0 100.0/0.0
ancihmzny I\c/)lt?:er corl?parator_s tby CLtSdbroth rg_lcrotdllutlon aureus was eight-fold greater than those of linezolid I\;)ggfzy&% | 0.25 0.5 0.12-1 100.0/ - 100.0 /0.0
methods. results were interpreted according to : ’
eTpret reing (MICg90, 1/2 mg/L) and vancomycin (MIC;;,q4, 1/1 PTK 0796 0.12 0.12  <0.015-05 -/ - -/
EUCAST and CLSI breakpoint criteria. The isolates were " fivelv- two-fold ter than dant . TigecyclineP 0.06 0.06  <0.03-0.25 100.0 / - 100.0 /0.0
collected mainly from skin/skin structure infections, mg/L), respectively; two-fold greater than daptomycin Doxycycline 012 0d2  006->8  993/02  968/12
. . . etracycline SU. SU. SU. — . . . .
bacteremia and pneumonia, and include S. aureus (1,572; (MICg/90, 0.25/0.5 mg/L) and similar to tigecycline Erythrcy,mycm 0.05 o16  <012_516  846/137  846/149
27.4% oxacillin-resistant [MRSA]), coagulase-negative (MIC50/9O’ 0.06/0.12 mg/L), see Table 2. I:?'"tgromy?in sggg 00.1225 sg.gg—>g 97.7;;.1 -//-2
: - . <0. <0. <0.20 — : : : :
staphylococci (CONS; 344, 71.5% oxacillin-resistant [R]), E. Cevofiacin 2012 025  012-54  948/47  948/47
faecalis (EF; 270; 0.7% vancomycin [VAN]-R [MIC, 28  MRSA rates varied across EU from only 1.0% in Linezolid 1 2 0.25 -2 100.0/0.0  100.0/0.0
mg/L]), E. faecium (EFM; 156; 23.7% VAN-R), B-haemolytic Sweden to 61.5% in Portugal (27.4% overall). The Teleamian % e LT eeito 1060160
streptococci (BHS; 245) and viridans group streptococci most active agents against MRSA were PTK 0796 \[;anct:omyc_in 0125 015 00.152- 21 1(1)860 é /o.o 188'8;8'8
: _ _ aptomycin : : 12 — 0/- : :
(VGS; 132). (MICy,09, 0.12/0.25 mg/L) and tigecycline (MIC,y g0, MRSA (432)
PTK 0796 0.12 0.25 0.03-2 -/ - -/ -
Results: PTK was very active against oxacillin-S S. aureus 0.06/0.12 mg/L), see Table 2. Tigecycline® 0.06 012  <003-05  1000/-  100.0/0.
: Doxycycline 0.12 1 <0.06 — >8 94.7/0.9 91.0/7.4
(MSSA)_ and MRSA with a MIC90 Of012 an_d 0.25 mg/L e CoNS exhibited sliahtlv hiaher PTK 0796 MIC values Tetracycline <0.25 >8 <0.25 ->8 88.7/10.4 88.2/11.6
respectively (see Table 2). PTK activity against S. aureus gntly hig | Erythromycin >16 516 <012->16  33.6/62.7 34.0/64.4
was eight-fold greater than linezolid and VAN, two-fold (MICg490, 0.12/1 mg/L) compared to S. aureus, with a Telthromycin - <0.06 08 S006->8 7647234 %

_ .. : : : : iIndamycin <0. > <0.25-> 75.7124.3 75.0/24.3
greater than daptomycin and similar to TIG. MRSA rates bimodal distribution (Tables 1 and 2). . 4 >4 <012 — >4 11.6/86.8  11.6/86.8
varied from 1.0% in Sweden to 61.5% in Portugal (27.4% Linezolid 1 1 0.5-2 100.0/0.0  100.0/0.0

: i . TMP/SMX¢ <0.5 <0.5 <0.5->4 97.9/2.1 97.9/1.9
Overa”). The hlgheSt PTK M'C value amOng S. aureus was o E. faecalis (M|C50/90, 0.12/0.25 mg/L) and E. faecium Teicoplanin <2 <92 <2 _ 4 100.0/0.0 998/0.2
only 2 mg/L and >99% of strains were inhibited at PTK MIC (MIC,q0, 0.06/0.12 mg/L) were very susceptible to Vancomycin 1 1 0.5-2 100.0/0.0 ~ 100.0/0.0
of <0.25 mg/L. CoNS exhibited slightly higher PTK MICs : C Daptomycin 0.25 0.5 0.12-1 100.0 / - 100.0 /0.0
vy 0912-/1 " dg g’ 9 - PTK 0796, and resistance to vancomycin did not CoNS (344)
. . - - - PTK 0796 0.12 1 <0.015-2 -/ - -/ -
(MICs0/90, 0.12/1 mg/L.) compared to S. aureus, with a adversely affect PTK 0796 activity against these Tigecydline? 006 012 <003 05 i 100,07 0.0
bimodal distribution. EF (MIC.,,04, 0.12/0.25 mg/L) and EFM . Y5 | | o | i
50/90 Orgarnsms (Tables 1 and 2) Oxacillin >2 >2 <0.25 ->2 28.5/71.5 28.5/71.5
(MICs90, 0.06/0.12 mg/L) were very S to PTK and VAN R ' Doxycycline 0.25 4 <0.06 — >8 93.6/1.2  85.1/10.2
did not adversely affect PTK activity against enterococci. . . . . Tetracycline 0.5 >8  =025->8 8237163 69.2/215
VAN-R EEM waz detected in 10 of{Z %ountries while » Vancomycin-resistant E. faecium was detected in 10 of Erythromycin e 16 =Ie-Cls 315/022 3757622
, _ _ _ elithromycin <0. <0.06 — : : -/ -

_ : 12 countries (23.7% overall), while vancomycin- Clindamycin <0.25 >2 <0.25 — >2 7761224  75.3/22.4
VAN-R EF was observed only in Germany and Italy (one | | reanye ; % PP enaes aeeed
strain each). BHS and VGS exhibited very low PTK MIC resistant E. faecalis (0.7% overall) was observed only PN e ) oon s 091109  991/0%
values (MICxq,4q, 0.06/0.12 mg/L for all groups). In Germany and Italy (one strain each). $MP/SIM>_<C S0é5 4 S0é5 o 6927-51//30765 ggg; i;g

eicoplanin < <2 — . : : :

: _ . : _ _ o Vancomycin 1 2 0.5-4 100.0/0.0 98.5/1.5
Conclusmn_s. PTK demonstrated potent actl\_/lt_y ag_alnst a « B-haemolytic streptococci and viridans group D?ptor?yc(ig ) 0.25 05 <0.06 — 2 99.7 /- 99.7 /0.3

: o E. faecalis (27

sl collzeom eif aonsim perEly (201 ©1F elinisel lsolaies. streptococci exhibited very low PTK 0796 MIC values BTK 0796 W2 0% c0ised y s
ts activity was similar to that of TIG and was not affected by (MIC 0.06/0.12 mg/L for all groups) Tigecyclineb 0.06 006  <0.03—0.25 1000/-  100.0/0.0
R to other antimicrobial classes. 50/90r ~ ' 9 groups). Ampicillin 1 2 <0.25 — 4 100.0/0.0  100.0/0.0

Doxycycline 8 >8 <0.06 — >8 37.6/13.3 -/ -

Tetracycline >8 >8 <0.25 ->8 25.8174.2 -/ -

- Levofloxacin 1 >4 <0.12 — >4 76.0/23.6 -/ -
] CO NC I Uusions Linezolid 1 2 0.25 - 2 100.0/0.0  100.0/0.0
I N t ro d U Ct Tola Vancomycin 1 2 0.5->16 99.3/0.7 99.3/0.7
i Teicoplanin <2 <2 <2 ->16 99.3/0.7 98.9/1.1

« PTK 0796 (omadacycline) demonstrated very Daptomycin 1 1 <0.06 — 2 100.0/ - -

' ' ' ' = - - E. faeci 156
iDhTKt (1796 (cl)_maictiac%cllni)., |r:]3_a novel atllntlbadcterlzli_l e_algelnt of potent activity when tested against a large Pfgc(#gmes( ) o D1y <0015 00 " "
e tetracycline family, which is currently under clinica : " - -

Y Y Y | | collection of contemporary (2011) Gram-positive Tigecycline®  <0.03 006  <003-012  1000/-  100.0/00
development as both intravenous and oral formulations. This inical isolat Ampicillin >8 >8 0.5->8 58/942  51/94.2
new tetracycline has shown broad-spectrum activity and SllilGEL [SoEls: redine e S e S e AT n
efficacy in animal models for treating clinically prevalent . o _ _ Levofloxacin >4 >4 1—>4 7.1190.4 /-
infections caused by Gram-positive, Gram-negative, atypical * PTK 0796 activity was similar to that of tigecycline Linezolid 1 1 0.25 -8 08.1/19  98.1/19

’ ’ - Teicoplani <2 16 <2 ->16 78.2/20.5 78.2/21.8
and anaerobic bacteria, including those with multi-drug and was not affected by resistance to other Vancomycin L 16 05-s16  763/237 763/237
resistance (MDR). antimicrobial classes including tetracyclines. Daptomycin 2 2 0.12-4 100.07- /-
Vancomycin-susceptible (119)
By _ _ _ PTK 0796 0.06 0.12  <0.015-0.25 -/ - -/ -
Gram-positive bacteria, especially staphylococci, 3- Tigecyclineb <0.03 0.06  <0.03-0.12 100.0/ - 100.0/0.0

: : : Ampicillin >8 >8 0.5->8 7.6/92.4 6.7/92.4
haemolytic str_eptococm and enterococm_, are e_xtren_wely | f Doxycycline 019 g g g i
common and important pathogens causing serious infections Re eren C eS Tetracycline 0.5 >8 <0.25 - >8 58.8 /40.3 -/ -
in the hospital environment. Staphylococcus aureus LSTYEEL >4 >4 1—>4 S St o

_ _ _ _ ' ' ' Linezolid 1 1 0.25-8 99.2/0.8 99.2/0.8
represents the main cause of acute bacterial skin and skin 1. Bowser 1, Bhatia B, Chen J, Ismail M, Mcintyre L, Mechiche R, Teicoplanin <2 <2 <2 100.0/0.0  100.0/0.0
fecti ABSSS| d blood fact Nelson M, Ohemeng K, Verma A (2003). PTK 0796 and other novel Vancomycin 1 . Ty e ey
Structurg o ectlo_n.s _( _ ) an 100 stream In ectlor_ls tetracycline derivatives exhibiting potent in vitro and in vivo Daptomycin 5 5 012 — 4 1000 / - ol
(BSI), V_Vlth methicillin-resistant strains (M RSA) accounting for activities against antibiotic resistant Gram-positive bacteria. Abstr. Vancomycin-non-susceptible (37)
approximately 50% of S. aureus. B-haemolytic streptococci F-755. 43rd ICAAC, September 11-14, 2003, Chicago, lllinois PTK 0796 0.06 0.12 0.03-0.12 /- -/

. . ’ ’ ’ ’ ’ Tigecyclineb <0.03 0.06 <0.03 - 0.06 100.0 / - 100.0/0.0
(dominantly Streptococcus pyogenes and S. agalactiae) also USA. Ampicillin -8 -8 .8 0.0/100.0  0.0/100.0
represent important causes of ABSSSI: while Coagu|ase_ 2. Clinical and Laboratory Standards Institute (2012). MO7-A9. Doxycycline 2 >8 <0.06 — >8 62.2/13.5 -/ -

- - ’ that grow aerobically; approved standard: ninth edition. Wayne, PA: Levofloxacin >4 >4 >4 0.0/100.0 /-
aureus, are responsible for approximately one-half of all BSI. CLS| Linezolid 1 2 1-8 946/54  946/54

- . - Teicoplanin >16 >16 <2 ->16 8.1/86.5 8.1/91.9
In this report, we evalua_lted the aC“V't}’_Of PTK 9976 t_eSted by 3. Clinical and Laboratory Standards Institute (2012). M100-S22. Vancomycin >16 >16 >16 0.0/100.0  0.0/100.0
.refere.nce methods against Gram-positive cocci causing Performance standards for antimicrobial susceptibility testing: 22nd Bizpetr‘;';‘?"t’i'g e tococii e 2 05-4 100.0/- /-
infections in European (EU) hospitals. informational supplement. Wayne, PA: CLSI. oTK 0796 006 0.12 0.03— 0.5 . .

4. European Committee on Antimicrobial Susceptibility Testing (2012). Tigecycline® <0.03 0.06 <0.03 - 0.12 100.0 / - 100.0/0.0
] Breakpoint tables for interpretation of MICs and zone diameters. Penicillin <0.06 =<0.06 ) <0.06 100.0/- 100.0/0.0
Materials and Methods Version 2.0, January 2012. Available at Tevacne 05 %8 025-98 543429  518/457
nttp://www.eucast.org/clinical breakpoints/. Accessed: January 1, Levofloxacin 0.5 1 <0.12 — >4 99.2/0.8 95.1/0.8
Organism collection: A total of 2719 strains from 25 medical 2012. JlerAsllel 1 L Up =4 Lblge - LUD/ON
: _ : Erythromycin <0.12 8 <0.12 - >16 78.4121.6 78.4121.6
centers in 10 EU countries, Turkey and Israel were collected : ('\ggg(;r)‘elﬁ’v Ii:t)r(Z)n:::fil\lllitJ’Cl):?uPr?'(l)(n;[);-élée;yaiSnZ:[ gr;?:](a CS);t’i\';:‘%(?B Clindamycin <025 <025 <025->2  906/94  90.6/94
in 2011. The isolates were collected mainly from ABSSSI, BSI L Y J P Vancomycin 0.5 0.5 0.25-1 100.0/- 100.0/0.0
. : _ 0 Gram-negative organisms. Abstr. F-754. 43rd ICAAC, September Daptomycin <0.06 0.25 <0.06 — 0.5 100.0/ - 100.0/0.0
and pneumonia, and included S. aureus (1,572; 27.4/_0 11-14, 2003, Chicago, Illinois, USA. Viridans group streptococcie (132) ]
oxacillin-resistant [MRSA]), CONS (344, 71.5% oxacillin- 6. McKenney D, Quinn JM, Jackson CL, Guilment JL, Landry JA, Eﬁiﬁﬁeb g ame I o
resistant), E. faecalis (270; 0.7% vancomycin-resistant [MIC, Tanaka SK, Cannon EP (2003). The efficacy of PTK 0796 in murine Penicillin <0.06 2 <0.06 — >8 64.4/9.8  73.5/9.8
28 mg/L]), E. faecium (156; 23.7% vancomycin-resistant), [3- models of Streptococcus pneumoniae infections. Abstr. F-758. 43rd Doxycycline 0.25 >8 <0.06 - >8 -/ - -1 -
haemolytic streptococci (245) and viridans group streptococci ICAAC, September 11-14, 2003, Chicago, lllinois, USA. jevacycine oo D D RS o
(132). /. Sader HS, Mendes RE, Biedenbach DJ, Jones RN (2010). Linezolid 1 1 <0.12 — 2 100.0 / - -
Antimicrobial activity of PTK796 tested against Gram-positive Erythromycin 1 >16 <0.12 — >16 47.0/53.0 -/ -
A : .. : : ' ' : _ Clind ' <0.25 >2 <0.25->2 80.3/19.7 80.3/19.7
Susceptibility testing: Isolates were tested by Clinical and organms gagzmtger?]'ggfigi%m 2'3?;“;2;':”2&0; sgtc):sr.]tlzlsittls,%& Vancomycin 05 1 0251 100.0/-  100.0/0.0
Laboratory Standards Institute (CLSI) broth microdilution USA  >CP | ’ ’ ’ Daptomycin 0.25 1 <0.06 -2 992/- /-
methOd (MO7_A9’ 2012) US|ng Valldated dry-form pane|S . . . | a. Efl}tﬁg;\;:tsespt:ﬁgtsrrlgdbfggﬁsoﬂi;igg;’T;]aasngelfegigig"[;?;j], B-lactam susceptibility should be directed by the oxacillin test results.
d d b Th . h . f f I 8 TygaC” PaCkage Insert (2010) Ava”able at WWW.tvqaC”.Com. b. _lL_Jl\S/lﬁ}gl'?&b_r?a}kp(iLntsyve/re ipplle%[Tygaclzll Product Insert, 2010].
Oro uce . y ermOFIS er SCIentI IC, Ormer y TREK Accessed January 2012 gl Isntcluotles: S;reg%ZO(;cTsrg);s:g;]:dr;ciigg:(?zgt?ins), Stra%to;:ogcu)s gquisimlziligt(?) sttrains), Gzcl)uriA.S)trepté)((:;)ccus((fgtstratins), GrOLzz)lB
Dlagnosycs System:_s/Ser_]sm_tre (Cleveland, Ohio, USA). 9. Weir S, Macone A, Donatelli J, Trieber C, Taylor DE, Tanaka SK, Istr?f,’:js>._8t t croup ) tp' - Sp : et pl » st
nterpretive breakpoint criteria for comparator agents were Levy SB (2003). The mechanism of action of PTK 0796. Abstr. F- % qvain). 5. mtermedius (2 Swaine. S, miler (3 Srainsy, S. mits (22 straing). . mutans (L srai), S orale (12 straing). S. parasanguris (2
. . . . . strains), S. salivarius (8 strains), S. sanguinis (9 strains), S. suis (1 strain), S. vestibularis (2 strains), unspeciated alpha-haemolytic
those published in CLSI (M100-S22; 2012) and European 751. 43rd ICAAC, September 11-14, 2003, Chicago, lllinois, USA. Septococol (4 Siang), and Unspeciated vidans group Septococ (4 Sraing.

Committee on Antimicrobial Susceptibility Testing (EUCAST,
2012), except for tigecycline where the United States Food

and Drug Administration (USA-FDA) breakpoints were applied | No. of isolates (cumulative %) inhibited at PTK 0796 MIC (mg/L) of:

, _ _ o Organism (no. tested)? <0.03 0.06 0.12 0.25 0.5 1 2
(Tygacil Package Insert, 2010). Validation of the minimum S. aureus (1572) 13(0.8) 237(15.9) 1196(92.0) 121(99.7) 3(99.9) 1(99.9) 1(100.0)
iInhibitory concentration (MIC) values was performed by MSSA (1140) 8(0.7) 183(16.8) 878(93.8) 68(99.7) 3(100.0) - -

: MRSA (432 5(1.2 54(13.7 318(87.3 53(99.5 0(99.5 1(99.8 1(100.0
conc_urrent testing of CL.S I-recommended (M100-522, 2012) CoNS (34(4) ) 23((6.7)) 117((40.7)) 58((57.6)) 34&67.4; 73((88.7)) 37((99.2) 22100.03
quality control (QC) strains: S. aureus ATCC 29213, E. E. faecalis (270) 25(9.3) 103(47.4) 94(82.2) 46(99.3) 1(99.6) 1(100.0) -
faecalis ATCC 29212 and Streptococcus pneumoniae ATCC E. \f/aecium (156) ble (119) il)gggg 18015(%8406%) iggggég 2888-8 - -

. “tlh . . ancomycin-susceptibie . . . .

49619; and all QC results were within published limits. MIC Vancomzcin_non_sfsceptibleb (37) 2(5.4) 24(70.3) 11(100.0) i ]

ranges for PTK 0796 and comparator agents tested against B-haemolytic streptococci (245) 56(22.9) 124(73.5) 50(93.9) 14(99.6) 1(100.0) .
ATCC QC strains were those published in the CLSI M100- Viridans group stre_ptococci (132) B 32(24.2) | 67(75.0) 23(92.4) 8(98.5) 1(99.2) 1(100.0)
822 (2012) g \I\;Iasriﬁmr;g;h:\c/:IIIHCI)noSf’uZSSC?npgtI/bLI,e S. aureus; MRSA=methicillin-resistant S. aureus; CoNS=coagulase-negative staphylococci.

Table 1. PTK 0796 (omadacycline) MIC distributions when tested against bacterial isolates from European medical centers (2011).
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