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Figure 1 Murepavadin MIC distributions for P. aeruginosa isolates and resistant subsets from the United States, Europe, and China Table 2 Activity of murepavadin and comparator antimicrobial agents when tested against P. aeruginosa

CLSI? EUCAST? CLSI? EUCAST?
100 Antimicrobial agent (no.) MIC, MIC,, . . S . Antimicrobial agent (no.) MIC, MIC,, . . . .
»  Murepavadin (formerly POL7080) is a 14-amino-acid cyclic peptide for /S %R /S R /S %R /S R
iIntravenous administratio_n that re_presen_ts_ the first member_ of a novel class B Al All isolates (1,219) United States isolates (417)
of outer membrane protein ta_rgetlng ant|b|_ot|c (OMPTA) being developed 30 MDR Murepavadin 0.12 0.12 Murepavadin 0.12 0.12
for the treatment of nosocomial pneumonia suspected or caused by . -
Pseudomonas aeruginosa B XDR Colistin 1 1 98.9 1.1 98.9 1.1 Colistin 1 1 99.3 0.7 99.3 0.7
 Murepavadin displays a novel mode of action as it binds to the 2 6 Polymyxin B 0.5 1 100.0 0.0 SOl B Lo2 1 LOOL I
lipopolysaccharide transport protein D (LptD) in the outer membrane of the o Amikacin 4 16 90.6 6.1 37.4 9.4 Amikacin 4 3 95.7 2.4 91.6 4.3
bacterium, blocks the LPS translocation, and ultimately kills the bacterium ?, Cefepime 2 16 79 8 38 79 8 202 Cefepime 2 16 84 4 6.2 84 4 15.6
* Given the pa_thogen-specific nature of murepavadin, it is unlikely to S 40 Ceftazidime 2 >32 79.1 16.9 79.1 20.9 Ceftazidime 2 32 84.2 10.8 84.2 15.8
generate resistance to, or negatively impact, the patient’s native bacterial < Ciprofloxacin 012 -8 27 4 18 1 730 27 0 e — 012 3 81 1 14.4 27 7 22 3
flora, which are unintended sequelae of treatment with broad-spectrum ' ' ' ' ' ' ' ' ' '
antibiotics Meropenem 0.5 16 4.7 18.2 4.7 11.6 Meropenem 0.5 3 80.6 13.9 30.6 6.5
- P, aeruginosa is the second leading cause of hospital-acquired pneumonia 20 Piperacillin-tazobactam 4 128 73.9 13.3 73.9 26.1 Piperacillin-tazobactam 4 64 79.4 8.6 79.4 20.6
and ventilator-associated pneumonia, and one of the major causes of Tobramycin 0.5 >16 87.9 11.3 87.9 12.1 Tobramycin 0.5 2 92.6 7.0 92.6 7.4
I;Eiiltgﬁgrsel;ﬁ]szﬁﬁlsttuerde l?r!?ggt?ct)rnesam infections, urinary tract infections, and ) — '_-' . . a MDR isolates (300) European isolates (491)
Murepavadin 0.12 0.25 Murepavadin 0.12 0.12
* |n the present study we evaluated the activity of murepavadin and 0.03 0.06 0.12 0.25 0.5 1 2 4 : 16 32 >32 Coll t? 1 1 99 0 10 99 0 10 Coll :.) 1 1 99 0 10 99 0 10
many comparator agents against a large collection of clinical isolates of MIC (mg/L) Olistin ' ' ' ' OliStin ' ' ' '
P. aeruginosa from the United States, Europe, and China Polymyxin B 0.5 1 100.0 0.0 Polymyxin B 0.5 1 100.0 0.0
Amikacin 8 >64 66.0 22.3 59.0 34.0 Amikacin 4 32 86.8 7.3 84.3 13.2
* Murepavadin was equally active against isolates from Europe, the United e — 16 32 323 340 323 67 7 Cefepime 5 16 84 4 5.2 84 4 15 6
M t . I d M th d States, and China (MIC_, ., 0.12/0.12 mg/L for all 3 regions; Tables 1 and 2) Coftarid 2 2 27 - 20 7 57 3 Cottarid 5 2 78 183 78 o 5
erazidaime > . . . . ertazidime > . . . .
aterials an etnoas | o  Isolates from China exhibited slightly higher MIC values for colistin and . . . .
o Murepavac“n was the most potent agent (IOWGSt MIC Va|ues) and inhibited pOlymyXin B Compared to European and United States isolates (Table 2) Ciprofloxacin 38 >8 25.3 64.3 21.3 78.7 Ciprofloxacin 0.12 >8 75.8 21.2 70.7 29.3
Organism collection 99.1% of isolates at <0.5 mg/L (Tables 1 and 2 and Figure 1) - | | | | Meropenem 8 >16 16.3 68.3 16.3 45.3 Meropenem 0.5 16 72.9 19.3 72.9 14.5
| o o | | | . « Susceptibility rates for the aminoglycosides, 3-lactams, and ciprofloxacin , — _ -
 Organisms tested originated from the SENTRY Antimicrobial Surveillance » Murepavadin (MIC, ., 0.12/0.12 mg/L) was 4- to 8-fold more active than were slightly higher among isolates from the United States compared to Piperacillin-tazobactam 64 >128 | 213 45.3 21.3 8.7 Piperacillin-tazobactam 4 128 4.1 13.4 4.1 25.9
Program colistin (MIC_, ., 1/1 mg/L) and polymyxin B (MIC, .., 0.5/1 mg/L; Table 2) Europe and China (Table 2) Tobramycin 2 >16 56.0 42.0 56.0 44.0 Tobramycin 0.5 >16 86.8 12.8 86.8 13.2
« Atotal of 1,219 isolates (1/patient episode) were consecutively collected from »  Only 4 isolates (0.3%) exhibited murepavadin MIC values >2 mgl/L; XDR isolates (167) Chinese isolates (311)
62 medical centers located in the United States (n=417), 40 medical centers in 3 isolates from the United States and 1 from Italy (Table 1) Murepavadin 0.12 025 Murepavadin 012 012
22 European nations (n=491), and 10 medical centers in China (n=311) _ _ o . _
The isolates from the United Stat 4 E lected in 2014 and th * Murepavadin retained potent in vitro activity against MDR (MIC, ., Colistin 1 1 99.4 0.6 99.4 0.6 Colistin 1 2 98.4 1.6 98.4 1.6
’ € Isolales Trom the United stales and Europe were collected In and the 0.12/0.25 mg/L) and XDR (MIC_, .., 0.12/0.25 mg/L) isolates (Tables 1 and 2 : - -
isolates from China were collected in 2012 and 2013 and Figure 19) ) (MICoo00 9/L) ( Conclusions Polymyxin B 1 1 100.0 0.0 Sl B 1 1 LD UL
. . : L . : . Amikacin 32 >64 48.5 34.1 43.7 51.5 Amikacin 4 16 90.0 9.0 86.5 10.0
« Sites of infection from which isolates were obtained included pneumonia . : -
in hOSpitaﬁzed patientS (48%), Skin and Skin Structure infeCtionS (29%), @:tnhogcg)lilr:r?yi?nmg?lr\./alrgr age(;ﬂéslier?]tge/?: t?gopg(%rgﬁ);lé]esp\alslree) ttl;]eelr:Tg]OSSI::gahc-:t.::;/ve ® Murepavadin demonStrated pOtent aCtiVity againSt a |al’ge CO||eCtiOn Of Cefepime 16 >32 12.6 49.1 12.6 87.4 Cefepime 2 16 79.4 9.0 79.4 20.6
i i 0 i i i 0 0 50/90? ~* ) - clinical P. aeruginosa isolates from Europe, the United States, and China o i
bloodstream infections (10 A))a urinary tract infections (6 A))a and others (7 A)) more active than colistin (M|C5O/90, 1/1 mg/L, 08.9% Susceptible; Table 2) " R gt . o o p MDR DR P | Ceftazidime >32 >32 13.8 73.1 13.8 86.2 Ceftazidime 4 >32 74.3 22.8 74.3 25.7
- : . urepavadin retained potent activity agains an . aeruginosa i i i i
Susceptibility testing » Tobramycin (MIC_ ., 0.5/>16 mg/L; 87.9% susceptible), amikacin (MIC_, isolatre)s P Y9 J apmﬂoxaem :2 >186 ?'Z :Z'Z ?: zjs apmﬂoxacm 0'125 186 (73;: ;zz ;g: ?::
- - 4/16 mg/L; 87.4%/90.6% susceptible [EUCAST/CLSI]), and cefepime e e ol > : - : : eropenem - - - -
e |Isol t : : . -
solates were tested against murepavadin and .cor_npgrator agents tzy the (MIC,, .., 2/16 mg/L; 79.8% susceptible) were moderately less active * The results of this study coupled with results from ongoing clinical Piperacillin-tazobactam 128 >128 5.4 57.5 5.4 94.6 Piperacillin-tazobactam 8 >128 66.2 19.3 66.2 33.8
reference broth microdilution method using cation-adjusted Mueller-Hinton broth ~50/90° “ _ , fud Il define th le of din for treating P :
| o . o against this collection of P. aeruginosa (Table 2) studies will detine the role or murepavadin for treating = aeéruginosa Tobramycin >16 >16 | 353 | 629 | 353 | 647 Tobramycin 0.5 >16 = 836 @ 148 | 836 | 164
« CLSI and EUCAST interpretive criteria were used to determine susceptibility/ _ - | | infections — _ ' | | |
resistance rates for comparator agents « MDR and XDR isolates exhibited high resistance rates to all comparator " Criteria as published by CLSI (2018) and EUCAST (2018).
agents except the polymyxins colistin and polymyxin B (Table 2)

* Quality control was tested daily and inoculum density was monitored by colony

: . . EUCAST (2018). Breakpoint tables for interpretation of MICs and zone diameters. Version
counts; the quality control strains were P. aeruginosa ATCC 27853 and PA3140 ( ) poil Interpretatl Z | I

8.0, January 2018. Available at: http://www.eucast.org/fileadmin/src/media/PDFs/EUCAST
_files/Breakpoint_tables/v_8.0 Breakpoint_ Tables.pdf. Accessed January 2018.
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