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REVISED ABSTRACT « This study evaluated the in vitro antibacterial activity of omadacycline and Figure 1 Cumulative % inhibition results for omadacycline and comparators Table 3 In vitro activity of omadacycline and comparators against gram- * The in vitro activity of omadacycline and comparator compounds against

comparators against gram-negative bacterial isolates collected from patients against 4,019 Enterobacteriaceae isolates collected in European medical negative isolates collected from patients in European medical centres Enterobacteriaceae, nonfermenters, and fastidious gram-negative isolates
Background: Omadacycline is a broad-spectrum aminomethylcycline of the with multiple infection types in European medical centres participating in the centres during 2016 during 2016 are presented in Table 3. Omadacycline (MIC, . 1/8 mg/L) was 22-fold more
tetracycline family in late-stage clinical development for community-acquired 2016 SENTRY surveillance program active than doxycycline (MIC, ,, 2/>8 mg/L; 66.3% susceptible [CLSI criteria])
bacterial pneumonia and acute bacterial skin and skin structure infections 100 MICoq (malL) oy and tetracycline (MIC,, ., 2/>16 mg/L; 60.1% susceptible [CLSI criteria]) and
(intravenous and oral formulations). Omadacycline has shown potent in vitro 0f-——-~"""""""" T T T e e e e e o Omadacycline 1 8 — — — — — — four- to eight-fold less active than tigecycline (MIC, , 0.25/1 mg/L; 92.5%
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collec:/ed from atiints In Euro eapn medicalgcentregs that grtici ated in the 2016 Acinetobacter spp., 4,019 Enterobacteriaceae, 358 Haemophilus influenzae, = 40 = " omacyeline : 2 2/4 mg/L), whereas susceptibility to doxycycline (MICy,,, >8/>8 mgiL;
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SENTRY survepi)llance " ramp particip 162 Moraxella catarrhalis, and 133 Stenotrophomonas maltophilia were ‘—é " A ) v 6.3 23 214 _ _ _ 42.8% susceptible [CLSI]) and tetracycline (MIC, ,, >16/>16 mg/L; 17.8%
program. collected from patients with multiple infection types in 38 medical centres in 3 e v o e = o - - iy susceptible [CLSI]) was low (Tables 2 and 3)
Methods: A total of 4,019 clinically significant Enterobacteriaceae, 358 Haemophilus 18 European countries and Israel during 2016. Only one isolate per patient/ 0 1.3 S3BL phencyie (422) 1 2 - Omadacycline was active against S. maltophilia isolates, inhibiting 82.0% at
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calcoaceticus species complex (A. baumannii) isolates representing multiple . Bacterial isolates were initially identified by the submitting laboratories and 0.12 0.25 0.5 1 Tigeeydline 012 025 00 02 00 00 00 02 «  Haemophilus influenzae (including B-lactamase-producing strains) were
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reference broth microdilution methodology, and results were interpreted Omadacycline 2 8 _ _ _ _ _ _ (MIC, .., 0.25/0.25 mg/L; 100.0% susceptible at <0.5 mg/L), tetracycline
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types (0.3%). Against Enterobacteriaceae, omadacycline (MIC,,,, 1/8 mg/L) was Haemophilus influenzae ATCC 49247 and ATCC 49766, and Pseudomonas oxytoca isolates (MIC_, , values, 1/2 mg/L; Table 2). Omadacycline inhibited Tigecycine 0.25 05 100.0 0.0 0.0° 98.4 16 0.0 CONCLU S'ON S
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active against resistant organisms/groups, including ESBL phenotype Escherichia . - poxyeycine ‘ g 575 2.0 195 _ _ _ * The in vitro spectrum of omadacycline included ESBL-phenotype isolates
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coli (MIC 1/2 mg/L) and Klebsiella pneumoniae (MIC__ .. 2/8 mg/L; 76.9% . . . - . - . racye ) of E. coli (MIC_, ., 1/2 mg/L) and K. pneumoniae (MIC, .., 2/8 mg/L; 76.9%
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inhibited at <4 mg/L), ceftazidime-nonsusceptible Enterobacter cloacae species . ) . . ) o o o o o o o . Other Enterobacter spp. (102) inhibited by =<4 mg/L) and ceftazidime-nonsusceptible isolates of E. cloacae
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complex (E. cloacae, MIC, = 2/8 mg/L; 88.5% inhibited at =<4 mg/L), and isolates obtained in 2016 from European patients were associated with skin (Table 3) Doxyoydline 1 . 002 ’0 s B B B (MIC,, .., 2/8 mg/L; 88.5% inhibited by <4 mg/L)
A. baumannii (MIC, ., 4/8 mg/L; 64.6% inhibited at <4 mg/L). Haemophilus 4 skin structure infect SSSI- Table 1). Th t . 41 e o o o I . o o o » Omadacycline was active against nonfermenters, inhibiting 64.6% of A.
influenzae and M. catarrhalis isolates were also very susceptible to omadacycline and skin structure infections ( ; Table 1). The percentages increased to Citrobacter spp. (144) baumannii and 82.0% of S. maltophilia isolates at <4 mg/L
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Conclusions: Omadacycline was very active against contemporary gram- were associated with either SSSI or PIHP infections, respectively (Table 1) Tigecycline 0.25 05 100.0 0.0 0.0° 97.9 2.1 0.0 isolates were inhibited by low levels of omadacycline (MIC_,, 1 and 0.25 mg/L,
. . . . . . . . oy - Serratia marcescens (153) 1
. ey s . . r tivel
neg?tlve isolates from.Europe, including rgglstapt strains. Omadacycline mhlblted . Cumulative percent inhibition data are presented in Table 2 for omadacycline bl 2 Anfiierobial activity of . i tcted - | Omadacycing . . _ _ _ _ _ _ espectively)
> : : . ntimicrobi ivi m in in main Doxycyclin 1 8 66.0 255 8.5 — — — o i i i
290% of Ellterobacter/aceae, A. baumannii, H. influenzae, and M. catarrhalis against Enterobacteriaceae, nonfermenters (Acinetobacter spp. and S. o? aenisms ano(I:oor :nias(r:n r)c;L? soofaiszfaytc;s iﬁcleusdeed ?r??hi ss stu?:l a LRI - - i 258 o0 - - - The results of this surveillance study support the continued development of |
|s.ol.ates. at _83 8, .1, and 0.25 mg/L, respegtlvely. These data support further maltophilia), and fastidious gram-negatives (H. influenzae and M. catarrhalis). 9 g group y Aczzfocbyitn;baumannﬁ(297) : : 100.0 0.0 0.0° %0.8 9.2 0.0 pmadacycllne in infections where sgscepuble and drug-.':eSIStant grarn.-negatwe
clinical InveStlgathn, eSpeCIa”y where resistant pathOgenS may OCCUTr. Figure 1 disp|ays cumulative percent inhibition data for Omadacyc“ne and Omadacycline 4 3 _ _ _ _ _ _ Isolates COmpOsed of EnterObaCterIaceae, A. baumannll, S. ma/tophllla, H.
. . . . 0 3 128 943 1198 837 393 207 162 108 40 oxycycline >8 >8 2.8 2.0 2 — — — 4 4 . . .
Comparator tetracychnes versus Enterobacteriaceae. Omadacyc“ne was Enterobacteriaceae (4,019) 0.0 01 33 267 565 774 871 923 963 990 1000 | 8 ?etr;/c::clline o 16 17.8 5 §:4 B B B Inﬂuenzae, and M. catarrhalis are I|ke|y to OCCuUr, |nC|Ud|ng CABP and ABSSSI
. . g . . . . Escherichi i (1.849 0 2 121 798 561 252 88 22 3 2 1 ° T i > 4
significantly more active than either doxycycline or tetracycline at each MIC scherichia colf (1.849) 00 04 67 498 802 938 985 997 999 100 Tigecycline | - - - - - -
- . ESBL phenotype (422) 0 13 109 161 102 27 9 0 1 : . Acinetobacter spp. (18)
concentration tested (Flgure 1) Flialiubls 00 31 289 671 912 976 998 99.8 100.0 Omadacycline 0.25 1 — — — — — _
Kiebsiella pneumoniae (830) 000 022 g% 32;% 721@ g g% 9366 92778 91968 10% . 2 8 Doxycycline 0.12 0.5 100.0 0.0 0.0 — — —
. ' ' ' ' — ' ) ' ' ' Tetracycline 1 4 100.0 0.0 0.0 — — —
Enterobacteriaceae 4,019 1 8 2 >16 —2/60.1 ESBL phenotype (386) 0 2 25 68 101 101 54 20 13 2 > . . .
Escherichia coli 1,849 1 2 2 >16 /606 ] ] . 0.0 0.5 70 246 508 769 909 961 995 100.0 igecycline ) 0.12 0.5 — — — — — — AC KN OWLE DG E M E NTS
E. coli (ESBL phenotype) e : 5 16 A6 —EE Table 1 Gram-negative organism counts collected during the 2016 Kiebsiella oxytoca (192) R < R S r 2 S ) : - - - - - -
. . . = . . gn . . y
Klebsiella pneumoniae 830 2 8 2 >16 —/63.1 omadacycline surveillance study in Europe stratified by infection type 2o 0o 7 108 148 40 8 8 4 S| . oxvenaling ) . B B _ B _ B
Enterobacter cloacae (323) 00 29 356 81 93.8 96.3 98.8 1000 ycy . . .
Enterobacter cloacae 323 2 4 2 >16 —/81.4 (-) 1- . a e . X . Tetracycline 16 16 _ _ _ _ _ _ This study and abstract presentation were funded by a research grant from Paratek Pharmaceuticals, Inc.
A. paumannu 297 4 8 >16 >16 —/17.8 Ceftazidime-nonsusceptible (87) 0.0 11 241 667 885 954 988 100.0 2 8 e — ’ 5 . . . . . .
H. /nfluenzac'e 358 0.5 1 0.5 1 100.0/100.0 . Other Enterobacter spp. (102) 0 11 48 31 5 2 5 ’ 4 Haemophilus influenzae (358
M. catarrhalis 162 0.25 0.25 0.25 0.5 100.0/100.0 Enterobacteriaceae 4,019 1,406 0 800 631 361 810 11 0.0 108 578 8.2 931 951 100.0 Omadacycline 05 1 _ _ _ _ _ _
a EUCAST breakpoints unavailable ESEnggfeiZ;ype 1"18242'9 :32 8 15835 15944 14984 49768 ? Citrobacter spp. (144) 0(.)0 017 34!-14.12 ﬁ 828§2 91518 93.6 10%.0 1 4 Tetracycline 0.5 1 99.7 0.0 0.3 99.2 0.6 0.3
. . R 0 5 5 27 84 82 33 Tigecycline 0.12 0.25 95.5 — c — — —
Klebsiella pneumoniae 830 277 0 226 98 62 165 2 Proteus mirabilis (236) 0.0 51 49 15.7 513 860  100.0 16 >32 Iy p tarrhalis (162)
ESBL phenotype 386 126 0 101 48 34 76 1 ' ' ' ' . ' ' oraxella catarrnalls
Klebsiel/: oxytozz 192 58 0 59 30 15 28 2 Indole-positive Proteus spp. (130) O(.)O 01.8 11;3 3%(_)4 7%5 9?1 964;_2 10%_0 8 16 Omadac.ycline 0.25 0.25 — — - - - - R E F E R E N C E S
I N T RO D U C TI 0 N En:ferfotg:ifjtien:ec-lziﬁzjsceptible 38273 gi 8 gj 2(1) 362 :13523 8 Serratia marcescens (153) o(.)o 1?3 3?_59 & E 10%_0 4 8 Iz:?g:g;e 8:22 0?656 1(?0 (E) (E) 1(?0 (E) (E)
cirmbactorspn, a2 2 X 2 §§ o o ’ Otner Serratia spp. (8) o0 250 655 815 1000 R *Grieria as published by CLS [2017] and EUCAST [2017] | __ | __ - Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution antimicrobial
. . . . . : PSS TS el 20 D = 7S 12 48 0 Acinetobacter baumannii (297) . 4 21 il 18 28 107 81 19 4 1 4 8 g hoser f?g)?llli-i?e'rgg;oc?:f ;e;rzgearg;?t{%ﬁs)(;)acr:n/f/gqj/izzzﬂc)uz/zrbnzgéz(g)CEbgis:ga(s)(1C8:4])ca?i;;gc)aec sgfclzjlgg”cf)zr:z)lecx Z%dgs EﬁZS?E{’ rgglcehxesgh)/a coli susceptibility tests for bacteria that grow aerobically; Approved standard — tenth edition. Wayne, PA: CLSI.
¢ OmadaCyC“ne IS a broad-SpeCtrum amInOmethy|CyC|lne ant|baCter|a| Of the g‘d()'et'_pOSitiVe Proteus spp. 122 g; 8 2421 j? 152 168 (1) 0 0:|0 2‘-14 9; 1?:’3-1 122 28.6 64.6 91.9 98.3 99.7 1000 (1”,849), grar_r_w-;wgga;ivetrods in t?e family E517telg7ba(;?l)eriiceae (1), I.-Iafnqa aléve;(21), i_(leti))'ls.iel/%%xyl;gca (192)., }2< plgeur;von{'ae (830),3L1ecﬁrciqdade(_:arb?txyla_taS(Z3:,)Mtorg:_f_v- ’ ,
tetracycline family in late-stage clinical development (intravenous and oral “Other Serratia spp. X 0 0 . 3 0 1 0 Other Acintobacter spp (18) 00 56 278 122 89 1000 025 1 (15). Ragutells omithinonyios (8 . ientcola (35, Seratis fauefeciens (4). S, maroeseens (153). 3. aderora (1), S, rubidesa (1), Unspociatod Pantose (1), inspecitec Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for
: . : : . Acinetobacter baumannii 297 77 0 162 45 5 8 0 Stenotrophomonas maltophilia (133) 0 1 8 15 43 4 18 3 2 1 4 8 _ Raoultella (6), unspeciated Serratia (2), Yersinia enterocolitica (1) antimicrobial susceptibility testing: 27th informational supplement. Wayne, PA: CLSI.
formulations) for community-acquired bacterial pneumonia (CABP) and acute Other Acinetobacter spp. 18 3 0 4 9 : : 0 I I o oo e I TG e, B tan (@) £ cloacae (184), E. cloacae species complex (128), E. kobe (2)
bacterial skin and skin structure InfeCtlonS (ABSSSI) 2tenotrog?om9;as maltophilia ;22 291 383 j;l 107 g g g Haemophilus influenzae (358) O(.)O 01.3 ;2 % ;g‘:., 9:;1_2 95_7 98_7 102)_0 0.5 1 f(())rgan_isms.inﬁluge}Il_::‘ntterolt))actterasburiae (2)1:5: CIOZCZG (46), E. .cloa;:ae spgcies complpex (39) EUCAST (201 7) Breakpoint tables for interpretation of MICs and zone diameters. Version 7.0,
: ) ) : : . : a;?::;far:;zlenpgzlr:[iaee 60 2 50 8 0 0 0 0 B-lactamase-positive (60) 000 117 4%77 9%—13 10:) 0 1 1 goigiﬂ'iimi include: C,/;‘rifag‘grea:;zgggaegs;s(m),)(snamé/::;?ilg]:: 7l§a(rn”)leri (2), C. braakii (2), C. farmeri (1), C. freundii (25), C. freundii species complex (37), C. koseri January 2017. Available at http://www.eucast.org/clinical _breakpoints/. Accessed January 2017.
 Omadacycline has demonstrated potent in vitro antibacterial activity against -lactamase-negative 208 7 253 36 0 0 0 2 | o 1 e 1 s 3 2 o 1 @) ) | o | ) | | _ | _
: : : : MoreollNe I TR oz 1 2 0 0 0 0 2 Prlactamase-negaive (256 00 03 34 510 889 990 997 997 1000 o2 grg;:r:fnr?ss .Ir?;tjc(jj:/I\\ﬁlor:gfonbeeﬁlcigforgiggg%)P/r\oﬁﬁ % )lgf\n?vg%?r(;()ﬂ' rlzrdoi‘gries?;t’:nr'seger/l\(i)c’rﬁhzjgfir(tq)(12)so/i(1) A. ursingii (3), A. vivianii (1), unspeciated Acine- Tygacil Package Insert, Pfizer Inc (Wyeth Pharmaceuticals) (2016). Available at www.tygacil.com.
gram-negative bacterial pathogens expressing resistance to 3-lactams, Totals 4,987 1517 45 1104 02 372 s s el coomate 162 R e e — Orgarisms il A junii (1), A. A A A, soli (1), A A , Jgad - awage Tl
ﬂuorqu|nO|OneS and common tetraCyCIIne_reSIStance meChan|SmS Att))grev_iatilo.n?: Bt_SI,bISoSoglstrigm in(l;ecliilon;tRT![, regpifrat;a_ry trSc_Ftlinfgction caused by H. influenzae or M. catarrhalis; PIHP, pneumonia in hospitalized patient; IAl, intra- | 0.0 39.5 957 100.0 » Organisms include: 60 B-lactamase-positive and 298 B-lactamase-negative H. influenzae
) abdominal Infection, , SKIN ana SKin structure intecton,; , urinary tract infection @ MIC,, values are underlined; MIC, values are bold



