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AMENDED ABSTRACT

RESULTS

Background: Omadacycline (OMC) is a broad-spectrum aminomethylcycline in late-stage clinical .
development for acute bacterial skin and skin structure infections (ABSSSI) and community-acquired

CONCLUSIONS

Cumulative percent inhibition data for omadacycline against key gram-positive and gram-negative .

Figure 1 Cumulative % inhibition of omadacycline, doxycycline, and tetracycline against 2,067
Enterobacteriaceae isolates from UTI

Figure 2 Cumulative % inhibition of omadacycline, doxycycline, and tetracycline against 1,178

Escherichia coli isolates from UTI Omadacycline was highly active against S. aureus and MRSA that included isolates from ABSSSI

pathogens collected from patients in the US, Europe, and Israel with multiple infection types are ® Doxycycline ™ Tetracycline Omadacycline ® Doxycycline ™ Tetracycline Omadacycline and RTI (MIC__ . values, 0.12/0.25 ug/mL) as well as strains displaying resistance to tetracyclines

50/90

bacterial pneumonia. OMC has excellent in vitro activity against bacterial pathogens commonly presented in Table 1 o < (doxycycline and/or tetracycline), fluoroquinolones (levofloxacin), macrolides (erythromycin), and
associated with ABSSSI and respiratory tract infections (RTl), including drug-resistant isolates. » Omadacycline demonstrated potent in vitro activity against gram-positive isolates with MIC, — % 5 -« o lincosamides (clindamycin)
Methods: A total of 16,958 clinical isolates representing multiple infection types were collected during values of £0.12/<0.25 pg/mL against S. aureus (4,215), methicillin-resistant S. aureus (MRSA,; g © c'; X % » Streptococci, including B-haemolytic streptococci (S. agalactiae and S. pyogenes) from ABSSSI
the 2016 SENTRY Antimicrobial Surveillance Program, including only 1 isolate/patient infection 1,438), Streptococcus agalactiae (358), S. pyogenes (448), S. pneumoniae (1,314), and o c'g E o> and S. pneumoniae from RTI were inhibited by low levels of omadacycline (MIC, ., values of
episode. Organism identification and drug susceptibility testing was performed in a central laboratory enterococci (1,067; Table 1) S oo > o X 02 o S o = <0.12/<0.25 pg/mL)
using CLSI broth microdilution methodology and interpreted using CLSI/EUCAST breakpoints. « Omadacycline was equally active against S. aureus isolates from ABSSSI (MIC, . 0.12/0.25 ug/mL; E 3 5 © © g O f © c o  Omadacycline remained highly active against tetracycline-resistant S. pneumoniae (20.5%
Results: OMC showed potent in vitro activity against ABSSSI pathogens that included Staphylococcus Taple 2) and respllralutory trgct |pfect|ons .(RTI) .(MIC5O/90 0.1?/0.25 ug/mL;.TabIe 3) and retgmed 'E < 'E @ Q g M~ Q Q9 tetrac;yclme-ze&stant), S agalqct/ae (§5.3%-86.8% tetracycline-resistant), and S. pyogenes
aureus (31.8% MRSA), B-haemolytic streptococci, and Enterococcus spp. with MIC,, values : high Ie.velI of act:V|tyfT\ga|n§t |solatesl%|splay|r;ﬂ tetracychr;e- (doxy.c(:jycllnell agd tetrgcycllr:je/), § 2 - \: S : (15.6 A)-16.(.)/o tetr?c.ycllne-resm.tant.) |sola’fels | |
<0.25 pg/mL. OMC was equally active (MIC,, 0.25 pg/mL) against S. aureus isolates (36.3% MRSA) UOK?I?_U'”O ere- (evc;] OX'%[C'”), macrolide- (erythromycin), lincosamide- (clindamycin), and/or A % S A - » Omadacycline exhibited potent in vitro activity against E. faecalis (MIC,, 0.12/0.25 ug/mL) and
obtained from pneumonia specimens. OMC was highly active against RTI isolates composed of OFACHIIN-TESISIAnce pnenotypes | | 2 0 2 P vancomycin-susceptible and -resistant isolates of E. faecium (MIC, 0.06/0.12 pg/mL)
Streptococcus pneumoniae (including penicillin-, tetracycline-, and macrolide-resistant strains) - Corresponding resistance rates were 0.2%-2.4% for doxycycline, 4.1%-6.3% for tetracycline, = ‘—; N - Tetracycline demonstrated little utility against E. faecalis and E. faecium isolates (MIC,, values
and Moraxella catarrhalis with MIC, values of 0.12 and 0.25 pg/mL, respectively. The MIC_ . for 23-4;%'32-124 for levofloxacin, 34.0%-45.9% for erythromycin, 8.3%-12.9% for clindamycin, and = - = N >16 pg/mL)
Haemophilus mfluenzae was 171 ug/ m|.-- OMC activity gncompassed Enzfer gbactgr iaceae (MIC, 31.8%-36.3% for oxacillin (Tables 2 and 3) L=> 3 S — N « Haemophilus influenzae and M. catarrhalis isolates from RT| were susceptible to omadacycline with
1/8 ug/mL) obtained from urinary tract infections (UTI), including Escherichia coli (MIC_, . 0.5/2 ug/mL) * Against MRSA from ABSSSI, omadacycline (MIC,, 0.25 yg/mL) was 4-fold more active than o if\') 3’) — 00 MIC,, values of 1 and 0.25 pg/mL, respectively
and ESBL-phenotype E. coli (MIC,, ., 1/2 yg/mL). doxycycline (MIC,, 1 ug/mL) and 32-fold more active than tetracycline (MIC, , 8 uyg/mL; Table 2) S S I . — o I « » Escherichia coli isolates (including ESBL phenotype and UTI isolates) were susceptible to

« MRSA isolates from RTI were also susceptible to omadacycline, whereas doxycycline and —_ — - omadacycline (MIC,, 2 ug/mL), whereas doxycycline and tetracycline were not active (MIC,,

tetracycline were 24-fold less active (MIC,, values, 1 and 2 ug/mL, respectively; Table 3) 0.25 05 1 2 4 8 0.25 05 1 2 4 8 >8 ug/mL)

S. aureus (1,891) ABSSS| 0.12 0.25 0.03-4 ‘ CS)madacycIine was very active Sagainst B-ha(emolytic strleptocodcci from |ABS|3% , inclludingo 0 « Results of this surveillance study support continued omadacycline development, especially in
B-haemolytic streptococci (386) ABSSS| 0.06 0.12 0.03-0.5 treptococcus agalactiae and S. pyogenes (omadacycline and tigecycline values, 0.12-0.25 infections where resistant pathogens are likely to be encountered, including ABSSSI, CABP,
o o o5 obres and 0.06 g/mL, respectively; Table 2) ’ VIC (ug/mL) VIC (ug/m) and UT o y 9
H i’;;,?j;ﬁ;’;’;af?;;; ) T T N 01216 - These isolates were susceptible (100.0%) to all agents tested except for tetracycline
I/\_:/" tzaéirgzzis ;2285; 2.067) SE 0-125 0-825 8?53352 (13.2%-84.0% susceptible), clindamycin (69.0%-96.1% susceptible), erythromycin o _ o _ _ o _ o _ _
e ot 176, ’ o o : Ly (53.1%-87.9% susceptible), and levofloxacin (99.2% susceptible: Table 2) Table 2 Antimicrobial activity of omadacycline and comparators against ABSSSI pathogens Table 3 Antimicrobial activity of omadacycline and comparators against RTI pathogens

collected from medical centers in the US and Europe during 2016 collected from medical centers in the US and Europe during 2016

* Omadacycline was 2-fold more active against E. faecium (MIC_,,, 0.06/0.12 ug/mL) compared to
E. faecalis (MIC, ., 0.12/0.25 ug/mL), and its activity was unchanged against E. faecium isolates

Conclusion: OMC was highly active against key bacterial pathogens (including drug-resistant isolates)

responsible for ABSSSI (MIC,, 0.12-0.25 yg/mL) and RTI (MIC_, 0.12-1 ug/mL) and was also active

displaying resistance to vancomycin (Tables 1 and 2)

Staphylococcus aureus (1,891)

against Enterobacteriaceae responsible for UTI. These data support continued clinical evaluation of . S. pneumoniae isolates from RTI, including penicillin-resistant strains, were highly susceptible to gmadaclycline <00.1026 8?2 <g.gg—:8 = - o - e
' - I i ) ) ) oxycycline <0. : <0.06 — : : : :
OMC, especially where drug-resistant pathogens may be encountered. omadacycline (MIC, ., 0.06/0.12 pg/mL), whereas 20.5% of S. pneumoniae isolates were resistant Tetracycline 0.5 <0.e 0.5 58 043 - 039 53 Omadacycline 0.12 0.25 <0.015—8 _ _ _ _
to tetracycline (MIC <0.25/>8 yg/mL; Table 3 Tigecycline 0.06 0.12 <0.015 — 0.5 100.0 0.0 100.0 0.0 Doxycycline <0.06 0.25 <0.06 —>8 98.7 0.2 96.4 2.4 AC KN OWLEDG EM ENTS
y . “g ’ Ti ' < < < 2
o _ S _ Oxacillin 0.5 >2 <0.25 — >2 68.2 31.8 68.2 31.8 etracycline 0.5 0.5 <0.5—>8 95.1 4.1 92.9 5.9
« Haemophilus influenzae isolates from RTI were inhibited by omadacycline (MIC, ., 1/1 pg/mL), as Levofloxacin 0.25 >4 0.06 — >4 75.8 23.4 75.8 242 (T)'gecyu?"”e 06056 0:22 3(-)0;5— 0;52 16030-70 30603 16030-70 30603
. . . . Xaciiin . sSU. — . . . . . -
|NTRODUCT|ON were M. catarrhalis RTl isolates (omadacycline MIC, ., 0.25/0.25 ug/mL; Table 3) Elr_ytg"omy?'” <00-2255 <525 iggg—zg 212 384-30 812 38652 Lovofloxacin 095 -4 0,03 — >4 66.9 251 669 231 This study and abstract presentation were funded by a research grant from Paratek
INdamycin SU. SU. SU. — . . . . . L .
 Escherichia coli isolates (including ESBL phenotype and isolates from UTI) were susceptible to Linezolid 1 1 0.25 — 2 100.0 0.0 100.0 0.0 Em;‘;‘;n”%fr']” e a: S E— asl it s e Pharmaceuticals, Inc.
+  Omadacycline is a broad-spectrum aminomethylcycline protein synthesis inhibitor in late-stage omadacycline (MIC, 4, 0.5-1/2 pg/mL); corresponding doxycycline and tetracycline MIC,, values Vancomyen iy Ois 0252 000 00 1000 00 Hinezolid 1 1 =012 —4 109.9 00 109.9 00
. ' e ' ' ' ' Daptomycin 0.5 0.5 <0.12 — 1 100.0 0.0 100.0 0.0
clinical development (oral and intravenous formulations) for the treatment of acute bacterial skin were >8 pg/mL (Table 1 and Figures 1 and 2) MRSA (601) Vancomycin 0.5 1 0.25 —2 100.0 0.0 100.0 0.0
_ _ _ _ ] ] _ Omadacycline 0.12 0.25 0.03—4 - - - - MRSA (351)
and skin structure infections (ABSSSI) and community-acquired bacterial pneumonia (CABP) Doxycycline <0.06 1 <0.06 — >8 95.3 1.3 91.7 5.7 Omadacycline 0.12 0.25 0.03 — 8 _ _ _ _
. . . - _ e - Tetracycline <0.5 8 <0.5—>8 89.2 9.7 87.4 11.6 Doxycycline <0.06 1 <0.06 — >8 96.9 0.6 94.6 37
The spectru.m of activity of omadacycllne mcluqes a broa_d range of gram pOS|t|ve'(sta.phoncocc:|, Tigecycline 0.06 0.12 <0.015 — 0.5 100.0 0.0 100.0 0.0 Tetracycline <05 2 <0.5 — >8 92.6 6.6 88.9 8.8
streptococci, and enterococci) and gram-negative bacterial pathogens (Haemophilus influenzae Levofloxacin 4 >4 0.12 — >4 35.6 62.9 35.6 64.4 Tigecycline 0.06 0.12 0.03— 0.5 100.0 0.0 100.0 0.0
and Moraxella catarrhalis) commonly associated with ABSSSI and CABP (E:Irlynt;‘;?n"%f;” oo - SO i o i o Efyvt?]f:g’rfycé?n - - T e o = e
. Omg;lqcyclme. |§ highly actlye against bacterial gllnlcal |_solates express_lng comm_on tetracycline-, Table 1 Antimicrobial activity of omadacycline against key gram-positive and -negative ggstzooxcm 015 015 5062152__ 21 1888 88 1888 88 ﬁl:;iirlrdycm S01-25 >12 sgég:zz 16090-§0 20%3 1609;30 30%2 REFERENCE S
penicillin/oxacillin-, fluoroquinolone-, and macrolide-resistance mechanisms that include pathogens collected from patients in medical centers in the US and Europe during 2016 Vancomycin 0.5 1 0.25 — 2 100.0 0.0 100.0 0.0 Daptomycin 0.5 0.5 =0.12 —1 100.0 0.0 100.0 0.0
staphylococci, streptococci (Streptococcus pneumoniae and 3-haemolytic streptococci), and Streptococcus agalactiae (129) Vancomycin 0.5 1 0.25—2 100.0 0.0 100.0 0.0 . . o .y .
entgrgcocci P (Strep P P d P ) Omadacycline 0.12 0.25 0.03 — 0.5 — — — — Streptococcus pneumoniae (1,127) Clinical and Laboratory Standards Institute (2015). M07-A10. Methods for dilution antimicrobial
o - _ _ Tetracycline 8 8 <0.25 —>8 13.2 85.3 13.2 86.8 ormadacycline b iy SR o o o e susceptibility tests for bacteria that grow aerobically; approved standard- tenth edition. Wayne, PA:
* The in vitro susceptibility results for omadacycline and comparator agents against 16,958 gram- Tigecycline 0.06 0.06 0.015 —0.12 100.0 0.0 100.0 0.0 e — - ' ' ' '
iy . . e . . . . . Staphvl 2 71 1260 2.020 722 80 37 19 3 1 0.12 0.25 Levofloxacin 0.5 1 0.25—>4 99.2 0.8 99.2 0.8 TlgeCyCIme 0.03 0.06 0.015—0.25 99.3 0.0 o _ CLSI
positive and -negative bacterial clinical isolates collected from patients in medical centers in the aphylococcus ’ — - - . B Levofloxacin 1 1 0.25 — >4 98.5 1.2 98.5 1.5
- i ~inating - - aureus (4,21) R I T I T T e I s cyromyein > T DAt o b > B 67.0 12.32 67.0 33.0° Clinical and Laboratory Standards Institute (2017). M100-S27. Performance standards for antimicrobial
United States (US) and Europe participating in a global surveillance program during 2016 are Clindamycin <0.25 >2 <0.25 — >2 69.0 29.5 70.5 29.5 Penicillin 0.03 2 <0.004 — >8 670 33 0° 670 4 5 y - '
MRSA (1,438) 0 28 437 632 232 53 33 19 3 1 012 025 Linezolid 1 1 0.25 —2 100.0 0.0 100.0 0.0 . o | | | | susceptibility testing: 27th informational supplement. Wayne, PA: CLSI.
presented 0.0 1.9 32.3 76.3 92.4 96.1 98.4 99.7 999 100.0 Daptomycin 0.25 0.25 <0.06 0.5 100.0 0.0 100.0 0.0 Ceftriaxone 0.03 1 <0.015 >2 86.5 3.3 86.5 0.5
- ' ' B ' ' : : Erythromycin 0.06 >32 <0.015 — >32 65.9 33.5 65.9 33.5 : : : : :
Streptococcus 0 9 82 231 34 2 012 025 LEIEe e 0.5 0.5 0.25—05 100.0 0.0 100.0 0.0 Cﬁ]damyiin <0.25 52 <025 2 84 6 15.9 84.8 15. EUCAST (2017). Breakpoint tables for interpretation of MICs and zone diameters. Version 7.0, January
agalactiae (358) 00 25 254 899 994 1000 Streptococcus pyogenes (257) Linezolid 1 2 0.25 — 2 100.0 0.0 100.0 0.0 2017. Available at http://www.eucast.org/clinical _breakpoints/. Accessed January 2017
Omadacycline 0.06 0.12 0.03 —0.25 — — — — Haemophilus influenzae (772) ) ] ] ) — ] ]
S. pyogenes (448) 0 17 370 54 7 0.06 0.12 Tetracycline <0.25 >8 <0.25 —>8 84.0 15.6 83.6 16.0 Omadacycline 1 1 0.12 — 16 — — — —
0.0 3.8 864 984 100.0 Tigecycline 0.03 0.06 0.015—0.12 100.0 0.0 100.0 0.0 Tetracycline 0.5 1 0.12 — >8 99.7 0.3 99.5 0.3
MATE RIALS AN D M ETH 0 DS S 20 55 02 133 5 ’ ’ 0.06 012 Levofloxacin 0.5 1 0.12—>4 99.2 0.4 99.2 0.8 Tigecycline 0.12 0.25 0.06 — 1 96.0 0.0 — —
) - ' ' Erythromycin 0.03 2 <0.015 — >32 87.9 11.7 87.9 11.7 Amoxicillin-
pneumoniae (1,314) 1.5 20.9 89.6 99.7 99.8 99.9 100.0 ) _ ) _ 1 2 0.12 — >8 99.4 0.6 93.9 6.1
Clindamycin <0.25 <0.25 <0.25 — >2 96.1 3.9 96.1 3.9 clavulanic acid
« Atotal of 16,958 (non-duplicate) gram-positive and gram-negative bacterial isolates were collected Enterococcus faecalis 4 28 200 292 134 18 1 012 025 Linezolid 1 1 0.5—2 100.0 0.0 100.0 0.0 ﬁrr_lt;:]iciuin | 015 >18 00.1122—>382 gg.g 206.00 605éo 315.00
. . . . . . . . . i _ _ Dapt ' <0.06 0.12 <0.06 — 0.5 100.0 0.0 100.0 0.0 Zithromycin : A2 —> : : : :
from patients with multiple infection types in medical centers in the US, Europe, and Israel during (677) 06 4r 94s rra 9r2 999 1000 Varcomyoin 0 o5 o oy 000 0 000 00 Coftrinons 0004 0015 0001 — 05 000 00 06,5 0s
- ' ' ' ' E. faecium (390) 4 34 200 132 8 6 5 0 0 1 0.06 0.12 Enterococcus faecalis (179 Levofloxacin 0.015 0.03 0.008 — >2 99.7 0.0 98.2 1.8
2016 and represented only 1 isolate per patient/infection episode (179)
o T . - o . . 1.0 9.7 61.0 94.9 96.9 98.5 99.7 99.7 99.7 100.0 Omadacycline 0.12 0.25 <0.015 — 1 _ _ _ _ Trimethoprim- 0.12 -4 <0.06 — >4 64.5 328 64.5 34.8
» Bacterial isolates were initially identified by the submitting laboratories and confirmed by JMI Haemophilus . 1 5 o 361 71 . ) 1 1 1 Tetracycline 16 16 <0.12 — >16 246 249 _ _ sulfamethoxazole
Laboratories using a matrix-assisted laser desorption/ionization-time of flight mass spectrometry influenzae (803) 00 01 21 456 905 994 999 999 1000 Tigecycline 0.06 0.12 <0.015—012  100.0 0.0 100.0 0.0 O oatne 0 s 0.25 0.06— 0.5 _ _ _ _
. Ampicillin 1 2 <0.5—2 100.0 0.0 100.0 0.0 _ " . " "
(Bruker Daltonics, Bremen, Germany) Moraxella catarrhalis 0 5 189 205 g aon | s pver-v— 1 ¥ £0.03 — >4 249 240 6.0 4.0 Tetracycline 0.25 0.5 0.12—0.5 100.0 0.0 100.0 0.0
I : : (408) 0.0 1.9 47 5 97.8 100.0 Li lid 1 5 0252 100.0 0.0 100.0 0.0 Tigecycline 0.06 0.06 <0.015—0.12 — — — —
« Susceptibility testing was performed according to CLSI (M07-A10, 2015) reference broth | | I | V'”ezo' | 1 : 09 1 o8 4 p o8 4 p Ceftriaxone 0.25 0.5 0.002 — 2 100.0 0.0 99.8 0.0
. . . . . . ancomycin . — . . . . T
- Enterobacteriaceae 0 9 337 2,119 2501 1,676 704 401 598 1 8 , Amoxicillin-
microdilution mgthpdology .and rgsqlts were interpreted using CLSI (M100-S27, 2017) and EUCAST 8310 0 od s s05  t95 796 830 928 1000 E. faecium (75) e 0.12 0.25 <0.06 — 0.5 100.0 0.0 100.0 0.0
(2017) breakpoint interpretive criteria | Sl e 0:06 Iz 003=1 — — — — Levofloxacin 0.06 0.06 0.015 — 1 100.0 0.0 100.0 0.0
. . E. coli (3,541) 0 8 305 1.707 984 384 116 30 7 0.5 2 Tetracycllne >16 >16 <0.12 —>16 38.7 58.7 — — Azithromycin 0.015 0.03 0.008 — 1 09.7 0.0 99.7 0.3
- CLSI quality control (QC) reference strains (M100-S27, 2017) were tested concurrently and 00 02 88 570 848 957 99.0 99.8 100.0 Tigecycline 0.03 0.06 <0.015—0.25 — — 100.0 0.0 el 01 00t D06 oo 0o N 0
included S. aureus ATCC 29213; Enterococcus faecalis ATCC 29212; Escherichia coli ATCC E coli ESBL 0 1 30 017 o281 165 44 13 5 1 5 /L*mp']fl"“'” | >>146 >>146 501-5 —;116 2? ggg 28 :gg sulfamethoxazole
: . : ~0 A evolloxacin T : . . . a Using oral breakpoints
25922 and ATCC 35218; Klebsiella pneumoniae ATCC 700603; S. pneumoniae ATCC 49619; phenotype (733) 00 01 42 338 694 920 980 997 100.0 Linezolid 1 1 05— 2 100.0 0.0 100.0 0.0 + Using meningits bresipoints
H_ Inf/uenzae ATCC 49247’ and PSGUdOmOnaS aeruglnosa ATCC 27853 * MIC,, values are underlined; MIC,, values are bold Vancomycin 1 >16 0.25 —>16 58.7 41.3 58.7 41.3 dGJSsilnng;npoar:_errrl’;er:ianléirgserglrr;g;lltlrs)g;et::kpmnts



