In Vitro Activity of SPR206 and Comparator Compounds against
Enterobacterales Isolates Responsible for Infections in Hospitals In
Europe and Adjacent Regions

Introd iction

The proportion of isolates prod ;cing e tended-spectr;/m
B-lactamases (ESBLs) has increased in both hospital'and nosocomial
settings worldwide.

This increased freq jencl challenges empiric treatment of serio ;s
infections and ma@ romote the {se of more potent antimicrobiél
agents, s ;ch as carbapenems.

This scenario hhelped potentiali e the emergence and dissemination
of Gram-negative m {Itidr /g-resistant (MDR) pathogens in recent
decades, incl ;ding carbakﬁenem-resistant Enterobacterales, for which
treatment options are often limited.

SPR206 is a ne t-generation pold¥ in /nder clinical development to
treat pne /monia, bloodstream, and 'xrinér@ tract infections ca jsed b
Gram-neg%tive MDR pathogens. | |

The in vitro activit¥ of SPR206 and comparators was monitored against
Gram-negative pathogens ca ;sing infection in E jropean hospitals
d/ring 2021 as part of the SéNTRY AntimicrobiaIkS {rveillance Program.
We report the activitld of SPR206 and comparators against
Enterobacterales from E{ropean coi'ntries and adjacent regions.

ReS{Hs

® [ coli (425 isolates) and K. pneumoniae (425) were the most
common pathogens, followed bl Enterobacter cloacae species
comple (213), Citrobacter spp. (121), K. oxytoca (110), Serratia
marcescens (106), K. aerogenes (65), P. mirabilis (60), Morganella
morganii (60), and 8 other speoies/groi'ps (29) (data not shown).

Overall, SPR206 and colistin had MIC;, res ;/lts of 0.06 mg/L and
0.25 mg/L against Enterobacterales, respe&tivel@l e cl {ding those
isolates intrinsicalll resistant to pol@mi ins (Tables 1 and 2).
Indole-positive Proteeae, Proteus spp., and Serratia spp., which
are intrinsicall@ resistant to pol‘&n@ ins (MIC, >8 mg/L), had
elevated SPR206 MICs of >8 mg/L (data not shown).

E cl {ding these organisms, SPR206 (MICg,90, 0.06/0.25 mg/L)
and meropenem (MICs;,90, 0.03/0.06 mg/L) showed the

lowest MICs against this S{bset, followed bl colistin (MICs,g,
0.25/0.5 mg/L) and cefta idime-avibactam (MICs,q0,

0.12/0.5 mg/L) (Table 2).

In general, E. coli isolates were s jsceptible to vario /s agents
tested, S{Ch as colistin (99.8% s’jsceptible), cefta idime-avibactam
(100% s /sceptible), piperacillin-ta obactam (90.6% s ;sceptible),
ceftolo ane-ta obactam (99.1% S{sceptible), and the carbapenems
(100% S{sceptible) (Table 2).

However, 21.6% were classified to pres /'mptivel@ prod ;ce ESBL
en &nes, which was reflected in decrea%ed S fsc'eptibi\ities to
cefta idime (21.6% non-s ;sceptible), ceftria one (20.7% non-

s jsceptible), and a treoném (21.6% non-s ;sceptible).

SPR2(56 (MICs0,/90, 0.06/0.25 mg/L) had MICs 2- to 4-fold lower than
colistin (MICsg,40, 0.25/0.5 mg/L) against K. pneumoniae (Table 2).

Colistin (92.9% S{soeptible) and cefta idime-avibactam (98.6%
S {sceptible) were aa2lo {1.1 Td4—




