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Conclusions

Table 1 Summary of MRX-l and linezolid activity when tested against 1,211
contemporary gram-positive isolates

Table 2 Activity of MRX-l and comparator antimicrobial agents when tested against
gram-positive organisms from US and European medical centers

Materials and Methods

Abstract

No. of isolates (cumulative %) inhibited at MIC (ug/mL) of: Organism/antimicrobial agent CLSI? EUCAST?
Organism 0.12 0.25 0.5 1 2 MIC,, MIC,, (no. tested) MIC,, MIC,, %S 7R %S %R
Background: MRX-| is an oral, next generation oxazolidinone antibacterial targeting Susceptibility testing S. aureus (606) S. aureus (606) « MRX-I was very active against a large collection of contemporary (2015)
infections due to multidrug-resistant gram-positive bacteria, including methicillin- | | o MRX-1 2(03)  54(92) 406(762) 142(99.7) 2(100.0) 05 1 o o 1 o = o = gram-positive bacteria clinical isolates from US and European medical centers
resistant Staphylococcus aureus (MRSA) and vancomycin-resistant enterococci (VRE). * MIC values were determined using the reference CLSI broth microdilution method as MLS'”Se:‘(’QS& 102 10018 2/0(464)  322(99.5)  3(100.0) 1 1 Oxacillin 05 o4 65.7 34.3 657 34.3 « MRX-l in vitro activity was comparable to linezolid activity for all organism groups
Preliminary clinical data suggests that MRX-l is associated with less hematologic described in MO7-AT0 MRX-| 2 (0.5) 21(5.8) 260 (71.1) 113(99.5)  2(100.0) 0.5 1 ooxycycine 006 012 092 00 072 2! evaluated, and the highest MRX-| MIC value observed was only 2 pg/mL
toxicity than linezolid in both preclinical models and in Phase 1 and Phase 2 clinical  96-well frozen-form assay panels were produced by JMI Laboratories (North Liberty, Linezolid 1(0.3) 4(13)  152(39.4) 238(99.2) 3 (100.0) 1 1 EY:Q;?;%T <8.g6 :i gg'g 12'3 22'2 :g'g Results of this | T inical | £ MRX|
trials. MRX-I is currently in development for the treatment of acute bacterial skin/soft lowa, USA) and consisted of 2 media types: cation-adjusted Mueller-Hinton broth MRSA (208) Levofloxacin 0.25 >8 59.1 30.9 59.1 30.9 * Results of this Investigation support clinical development o ]
tissue infections. (CA-MHB) and CA-MHB supplemented with 2.5%-5% lysed horse blood MRX-| 33(15.9)  146(86.1) 29 (100.0) 0.5 1 TMP-SMX <0.12 <0.12 99.2 0.8 99.2 0.5
Linezolid 6 (2.9 118 (59.6 84 (100.0 0.5 1 Vancomycin 0.5 1 100.0 0.0 100.0 0.0
Methods: A total of 1,211 organisms were randomly selected from bacterial isolates * MRX-I powder was provided by MicuRx Eharmaceuticals, Inc. .(Hayward, Cglifornia, . CoNS (100) - o o MRSA (20{3)
collected in the United States (US: 48 medical centers) and 18 European countries USA),. and com.parator agents were provided by JMI Laboratories through Sigma-Aldrich MRX-1 12(12.0)  53(65.0)  32(97.0)  3(100.0) 0.25 0.5 ms;—;"d 8: 1 o = o =
(36 medical centers) in 2015 by the SENTRY Antimicrobial Surveillance Program. or their respective manufacturer . ';;T;Zid(sz) HEO mEmh G o ”o 1 Doxycycline 0.06 0.25 98.6 0.5 96.2 2.9 ACkn OWIed geme nts
The collection included 606 S. aureus (34.3% MRSA), 100 coagulase-negative » Quality control (QC) ranges and interpretive criteria for the comparator compounds were MRX- 4(77)  29(635) 15(923) 4 (100.0) 05 : Erythromyein % > M1 875 1> 88.5
staphylococci (CoNS; 65.0% MR-CoNS), 52 Enterococcus faecalis, 51 E. faecium as published in CLSI M100-S27; tested QC strains included S. aureus ATCC 29213, Linezolid 4(7.7) 27 (59.6)  16(90.4) 5 (100.0) 0.5 1 Clindamycin =0.06 > 06.8 33:2 06.8 33:2 | | |
. . . - - . Levofloxacin 8 >8 20.7 79.3 20.7 r9.3 This study was supported by MicuRx Pharmaceuticals, Inc.
(51.0% VRE), 201 Streptococcus pneumoniae (SPN), 102 B-haemolytic streptococci E. faecalis ATCC 29212, and S. pneumoniae ATCC 49619 E. faecium (51) TMP-SMX <0.12 <0.12 98.1 1.9 98.1 1.0 y PP y ’
(BHS), and 99 viridans group streptococci (VGS). Organism collection o iggi " Egzg . ggx gggggi o | ) N\/;rg:ggycin 0.5 1 100.0 0.0 100.0 0.0
; i . . . . . 0
Results: MRX-I showed potent in vitro activity against MRSA and methicillin- | o | Vancofnycm'suscept'b'e (29) N:sz"i - -~ " - " -
susceptible S. aureus (MSSA) strains (MIC,, ., 0.5/1 pg/mL for both subsets; * Organisms were randomly selected from bacterial isolates collected in the US and E/:sexzcl,”d 1 Eig; ﬁffﬁgi 1?2228 ;8888 01'5 1 lc_)QZmIOIIu: 0215 >14 13050.60 605.90 13050.60 605.90 Refe rences
highest MIC, 2 ug/mL), and it was more potent than linezolid (MIC_ ., 1/1 pg/mL). Europe in 2015 through the SENTRY Antimicrobial Surveillance Program Vancomycin-nonsusceptible (26) Doxycycline 0.12 0.5 100.0 0.0 96.0 1.0
AgainSt CoNS isolates, M|C50/90 values for MRX-| and linezolid were 0.25/0.5 }Jg/mL * The fO”OWing SpeCieS/groupS were tested (1 211 tOtaI): MRX'l | 1(3.8) 18 (73.1) 7 (100.0) 0.5 1 E:ﬁg;(::;}s;n ngm zj 471:138 238 338 ggg Clinical and Laboratory Standards Institute (2017) M100-S27. Performance standards for
and 0.5/1 ug/mL, respectively. MRX-I exhibited potent activity against Enterococcus . S. aureus (606: 398 methicillin-susceptible [MSSA] and 208 MRSA strains) < L';:j:fniae o0 1@8) 1792 8(100.0) 0-5 1 Levofloxacin 05 -8 54.0 40.0 54.0 40.0 antimicrobial susceptibility testing: 27th informational supplement. Wayne, PA: CLSI.
spp. isolates, and its in vitro activity was very similar to linezolid activity when tested c | ¢ tanhyl . 100° 35 methicil fib| 4 65 methicill 'I’; g 2(10)  35(184)  160(98.0) 4 (100.0) 1 1 TMP-SMX <0.12 >4 69.0 31.0 69.0 18.0
against E. faecalis and E. faecium, with MIC,_ . of 0.5/1 pg/mL for both compounds - Coagulase-negative staphylococci (100; 35 methicillin-susceptible and 65 methicillin- Linezolic 210 34(179)  161(98.0) 4 (100.0 1 1 | Jancomyon 1 2 100.0 0.0 100.0 0.0 Eckburg PB, Ge Y, Hafkin B (2017). Single- and multiple-dose study to determine the
and both organisms. Further, MRX-I activity was not adversely affected by oxacillin resistant isolates) B-haemolytic streptococci (102) | iﬂeéf('f( ) 0.5 : _ _ _ _ safety, tolerability, pharmacokinetics, and food effect of oral MRX-I versus linezolid in
resistance in staphylococci or vancomycin resistance in enterococci. MRX-l was also - E. faecalis (52) MRX-| 4 (3.9) 95(97.1)  3(100.0) 1 1 Linezolid 0.5 1 100.0 0.0 100.0 0.0 healthy adult subjects. Antimicrob Agents Chemother in press.
: : : ) _ _ : : ' ' . : : Levofloxacin 1 >8 75.0 25.0 75.0 25.0°
oY actve agains’ SR B e _elr)d V-GS (MIC5-°’9°’ 1/-1 pg/m -L jor ol three groups. - E fgeczum (51; 25 vancomycin-susceptible and 26 vancomycin-nonsusceptible [VRE] Virli_c;r;izoglzjlfoup streptococci (99) e e R | | Vancomyain 1 2 98.1 1.9 98.1 1.9 EUCAST (2017). Breakpoint tables for interpretation of MICs and zone diameters. Version
highest MIC, 2 pg/mL), with activity similar to linezolid activity (MIC_, ., 1/1 pg/mL for strains) VRY (1.0) 461 20(343)  64(99.0)  1(100.0) 1 1 E. faecium (51) _ | A _
all three groups; highest MIC, 2 ug/mL) against these organisms. | el S 280339  65(990) 11000 1 1 VRX. 05 : _ _ _ _ 7.0, January 2017. Available at http://www.eucast.org/clinical_breakpoints/. Accessed
- Streptococcus pneumoniae (201) Linezolid 0.5 1 100.0 0.0 100.0 0.0 January 2017.
Conclusions: MRX-| was very active against a large collection of contemporary (2015) - B-haemolytic streptococci (102) \L/Z‘r’]‘;i‘r’:ya;: o o - o i %213; | | .
clinical isolates of gram-positive bacteria from US and European medical centers. _ Viridans group streptococci (99) Vancomycin-nonsusceptible (26) | | | | Gers_o.n SL, Kaplan SL, Br.us.s J8, et al. (2002). Hematol.oglc eflects of linezolid: summary
In vitro activity of MRX-l was comparable to linezolid activity for all organism groups MRX-| 0.5 1 _ _ _ _ of clinical experience. Antimicrob Agents Chemother 46: 2723-2726.
' Linezolid 0.5 1 100.0 0.0 100.0 0.0
teh\gliljna\;(ee:t,iga;(?o:]h:uhiglggftsél:\rﬁlilz;(l-ldg/lvlgovparlrl:een(’:?)?i/lrvr\?)?.rvas only 2 pg/mL.. Results of Levofloxacin >8 >8 0.0 100.0 0.0 100.0° Qordeev MF, Yuan ZY (20?]4). New potent antibacterial oxazolidinone (MRX-1) with an
' s p\;aemszgg(zm) >16 >16 0.0 100.0 0.0 100.0 improved class safety profile. J Med Chem 57. 4487-4497 .
Figure 1 Antimicrobial activity of MRX-l and linezolid when tested against 606 o } } oo ~ 006 i Li CR, Zhai QQ, Wang XK, et al. (2014). In vivo antibacterial activity of MRX-I, a new
R <howed botent in vi -  MRSA and et o S. aureus clinical isolates Cofrimone 003 1 90.0 2.5 90.0 0.5 oxazolidinone. Antimicrob Agents Chemother 58: 2418-2421.
. -| showed potent in vitro activity agains and methicillin-susceptible | 97.5 0.5° — —
I ntr o d u Cti on S. aureus (MSSA) strains (MIC__ ., 0.5/1 pg/mL for both subsets; highest MIC, 2 ug/mL; Eg’;;:;glyn‘zn 812 >88 ng 222 ?‘;f 222
Table 1 and Figure 1), and it was more potent than linezolid (MIC, ., 1/1 pg/mL; » Clindamycin <0.06 ol 83 1 16.4 83.6 16.4
Table 2) 70% Levofloxacin 1 1 100.0 0.0 100.0 0.0
o I\/!RX-I i§ a new orthq-f_luoro c!ihydropyridone oxazoli_d_inone that has _showq potent m | - Vancomycin (MIC__ ., 0.5/1 pg/mL; 100.0% susceptible), doxycycline (MIC,_ ., 0 $2Ani;8rx>éin 852 0215 16096.20 1i4 17050..60 10%1
vitro antibacterial activity against resistant gram-positive pathogens, including methicillin- 0.06/0.12 pg/mL; 99.5% susceptible [CLSI]), and trimethoprim/sulfamethoxazole (TMP- 0% B-haemolytic streptococai (102)
resistant Staphylococcus aureus (MRSA), penicillin-resistant Streptococcus pneumoniae SMX; MIC_, and MIC,,, =0.12 ug/mL; 99.2% susceptible) were also very active against MRX-1- 1 1 — — — —
(PRSP), and vancomycin-resistant enterococci (VRE) S. aureus (Table 2) 50% Linezolid 1 1 100.0 - 100.0 0.0
Ceftriaxone 0.03 0.06 100.0 — 100.0 0.0 .
 In addition, MRX-I has demonstrated potent /in vivo efficacy in mouse systemic and » When tested against CoNS isolates, MRX-I (MIC,, ., 0.25/0.5 pg/mL) was 2-fold more O i Erythromycin 0.12 >8 72.5 27.5 72.5 27.5 @ s 1, 'i @
local thigh infection models against MRSA, vancomycin-intermediate S. aureus (VISA), active than linezolid (MIC_ ., 0.5/1 pug/mL; Tables 1 and 2) = 407 gﬁ;‘ggﬂ;‘z 506_1026 12 . e 2;2 ‘1‘?2 -, - o - et " -
PRSP, VRE, and high-level gentamicin-resistant enterococci, compared to that of . MRX-| exhibited potent activity against Enterococcus spp. isolates, and its in vitro activity é . 'MRX" | L evofloxacin 05 2 98.0 0.0 88.2 2.0 = I-
linezolid was very similar to linezolid activity when tested against E. faecalis and E. faecium, with < Linezolid \le"ni'osn':’;ﬁn 300'2152 38'252 o - 1909600 (1)8 cec s N\
* Preliminary clinical data suggests that MRX-I is associated with less hematologic toxicity MIC,, ,, of 0.5/1 pg/mL for both compounds and both organisms (Tables 1 and 2) 0% Viridans group streptococci (9) | | | | | N\)\\
than linezolid in both preclinical models and in Phase 1 and Phase 2 clinical trials « MRX-| activity was not adversely affected by oxacillin resistance in staphylococci or mﬁeﬁ'}lid 1 1 100.0 . . . ]M’ )
+ MRX-Il'is currently in development for the treatment of acute bacterial skin and skin vancomycin resistance in enterococci (Table 1) 10% Ceftriaxone 0.12 0.5 04.9 4.0 93.9 6.1 LABORATR'ES
structure infections « MRX-I was also very active against S. pneumoniae, 3-haemolytic streptococci, and L Eﬁﬂ;ﬁn S0206 :i ;‘Z'Z ?é? 86.9 131 -
* We evaluated the in vitro antimicrobial activity of MRX-| against contemporary clinical viridans group streptococci (MIC, ., 1/1 ug/mL for all 3 groups; highest MIC, 2 ug/mL), 0% o o Levofloxacin : 2 93.9 4.0 _ _ "~
Isolates of gram-positive bacteria from United States (US) and European medical with activity similar to linezolid activity (MIC_ ., 1/1 ug/mL for all 3 groups; highest MIC, 0.12 0.25 0.5 2 Vancomycin 05 05 _100.0 —— 100.0 0.0
centers 2 ug/mL) against these organisms (Tables 1 and 2) MIC (ug/mL) Abbreviations. TMP-SMIX. timethoprim-sulfamethoxasale. o oo s been esiablshec. https://www.jmilabs.com/data/posters/ASMMicrobe17-oxazolidinone-MRX-1.pdf



