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ABSTRACT

The treatment of urinary tract infections (UTIs)
has been complicated by the emergence of
multidrug-resistant, b-lactamase-expressing
pathogens. As a result of the limited treatment
options, patients often require hospitalization
and intravenous therapy. In essence, a strong
unmet need for oral antibiotics, active against
extended-spectrum b-lactamase (ESBL) uro-
pathogens has emerged. Oral carbapenems (te-
bipenem and sulopenem) and oral
cephalosporin/b-lactamase inhibitor combina-
tions are in various stages of clinical develop-
ment for the treatment of uncomplicated and
complicated UTI. Tebipenem, if approved, will
be the first oral treatment for complicated UTI
while sulopenem will be for uncomplicated

UTI. The b-lactamase inhibitors ETX0282,
VNRX7145, ARX1796, and QPX7728 are com-
bined with cefpodoxime proxetil or ceftibuten
that achieve favorable exposures in urine com-
pared to other uropathogen-active oral cepha-
losporins. The combination ceftibuten-
QPX7728 has potential broad-spectrum cover-
age against carbapenemase producers including
metallo b-lactamase producers. Other novel
combinations, namely cefpodoxime/ETX0282,
ceftibuten/VNRX-7145, and ceftibuten/
ARX1796, have also demonstrated excellent
activity against Klebsiella pneumoniae carba-
panemase (KPC) and OXA-48-like producers. All
these agents, upon their arrival for commercial
use, would strengthen the outpatient therapy.
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Key Summary Points

The treatment of urinary tract infections
(UTIs) has been complicated by the
emergence of multidrug-resistant and
extended-spectrum b-lactamase (ESBL)-
expressing Gram-negative pathogens.

Oral carbapenems (tebipenem and
sulopenem) and oral cephalosporin/b-
lactamase inhibitor combinations are in
various stages of clinical development for
treating UTIs.

Recently tebipenem and sulopenem have
completed phase III trials. Tebipenem, if
approved, will be the first oral treatment
for complicated UTI while sulopenem will
be for uncomplicated UTI.

The combinations cefpodoxime/ETX0282,
ceftibuten/VNRX-7145, and ceftibuten/
QPX7728 are in phase I development. All
these agents, upon their arrival for
commercial use, would strengthen the
outpatient therapy.

INTRODUCTION

Pharmaceutical organizations that are in
antibiotic discovery research prioritize their
projects on the basis of evolving antibiotic
resistance epidemiology. For instance, the
emergence and spread of methicillin-resistant
Staphylococcus aureus, vancomycin-resistant En-
terococcus faecium, and macrolide-resistant
Streptococcus pneumoniae during 1980s and
1990s compelled these organizations to focus
on discovery of novel agents to tackle these
Gram-positive pathogens. Emphasis on Gram-
negative pathogens that we witness today star-
ted when carbapenem-resistant Klebsiella pneu-
moniae through expression of a serine
carbapenemase (KPC) was reported in New York
during the 2000s [1]. Needless to say, extended-
spectrum b-lactamases (ESBLs) and class C b-

lactamases in Enterobacterales were a problem
even before, but the former are addressed by
piperacillin/tazobactam to some extent and
carbapenems while the latter are addressed by
carbapenems alone [2].

In the last decade, we experienced global
spread of KPCs and also other carbapenemases,
viz., New Delhi metallo b-lactamases and OXA-
b-lactamases [3]. What we have failed to notice
is the quiet increase in ESBL pathogens in
community-onset urinary tract infection (UTI),
a condition usually managed by oral antibiotics
such as nitrofurantoin, trimethoprim/sul-
famethaxozole, quinolones, and oral cephalos-
porins. The fact that these uropathogens
carrying ESBLs (thus resistant to oral cephalos-
porins) have acquired resistance to the afore-
mentioned non-b-lactam antibiotics (Table 1) is
challenging for treatment [31]. As a result, in
today’s scenario, in the USA alone, huge num-
bers of patients with UTIs are hospitalized
because of the failure of oral antibiotics and left
with intravenous antibiotic options [32, 33]. In
these cases, even piperacillin/tazobactam is
often not active because of widely prevalent
class C and OXA-1 b-lactamases, thus forcing
carbapenem use [2]. In essence, a strong unmet
need for oral antibiotics that are active against
ESBL uropathogens has emerged. Moreover,
with an additional activity against carbapenem-
resistant uropathogens, these oral drugs can be
used as step-down for hospital-treated patients
with UTIs, enabling early hospital discharge. In
this review, we describe the profile and status of
novel oral antibiotics in clinical develop-
ment. This article is based on previously con-
ducted studies and does not contain any studies
with human participants or animals performed
by any of the authors.

CARBAPENEMS

Historically, discovering an orally bioavailable
carbapenem remained a challenge to medicinal
chemists. Initially, the aim was to develop a
carbapenem for outpatient treatment of com-
munity-origin lower respiratory infections.
With this thinking, faropenem was developed
and approved in Japan. In the USA, a prodrug of
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faropenem was developed but ran into regula-
tory hurdles and was never approved by the US
Food and Drug Administration (FDA) [34].
Subsequently, interest in this area waned but
returned as resistance to first-line oral antibi-
otics has increased to a substantial level among
community Gram-negative infections. The
spectrum of activity of oral carbapenems is
given in Table 2. The pharmacokinetic charac-
teristics and in vitro activity of oral carbapen-
ems against urinary isolates of ESBL-producing
Enterobacterales are given in Table 3. Two oral
carbapenems, tebipenem and sulopenem, have
been evaluated in phase 3 studies for the treat-
ment of UTIs (Table 4).

Tebipenem

Tebipenem pivoxil (TBPM-PI) an orally admin-
istered prodrug of tebipenem, marketed in
Japan by Meiji Seika Pharma Co., Ltd for the
treatment of otitis media, sinusitis, and pneu-
monia in pediatric patients [44]. This oral for-
mulation was not marketed for adult patients. A
new formulation for adults consisting of tebi-
penem pivoxil hydrobromide (TBPM-PI-HBr)
salt was designed by Spero Therapeutics to
improve the drug substance and drug product
properties such as stability [45]. TBPM-PI-HBr is

being developed by Spero Therapeutics for the
treatment of complicated UTI (cUTI) including
acute pyelonephritis (AP). The drug is being
promoted as potential treatment option for
cUTI caused by Enterobacterales resistant to
first-line oral agents, nitrofurantion, sul-
famethaxazole/trimethoprim, fluoroquinlones,
and oral cephalosporins. It is not active against
carbapenem-resistant Enterobacterales.

Tebipenem is highly hydrophilic, which
significantly limits its oral absorption. In the
past, prodrug strategies have been employed to
improve the oral bioavailability of many b-lac-
tam antibiotics. The prodrug TBPM-PI-HBr
rapidly gets converted to active tebipenem in
the plasma and enterocytes [46]. The pharma-
cokinetic analysis of single and multiple
ascending oral doses of TBPM-PI-HBr indicates
that a dose regimen 600 mg q8h provides
bioavailability in the range of 50–60% [47].
However, the protein binding of tebipenem
(98.7%) is likely higher than ertapenem
(90–95%) [48]. Approximately 55–60% of the
total tebipenem dose is recovered in the urine as
an intact drug, which is 50–100-fold greater
than that of free plasma tebipenem concentra-
tion [47]. Consequently, such a high urine
exposure makes it suitable for the treatment of
UTIs.

Table 2 Spectrum of activity of oral antibiotics against Gram-negative pathogens causing community-acquired urinary tract
infections

Oral antibiotics Activity spectrum

ESBLs ampC CRE

KPC MBL OXA-48-like

Tebipenem pivoxil hydrobromide 4 4 X X X

Sulopenem-etzadroxil/probenecid 4 4 X X X

Cefpodoxime/ETX0282 4 4 4 X 4

Ceftibuten/VNRX-7145 4 4 4 X 4

Ceftibuten/ARX1796 4 4 4 X 4

Ceftibuten/ QPX7728 4 4 4 4 4

4 active, X not active, ESBL extended-spectrum b-lactamases, ampC class C cephalosporinase, KPC K. pneumoniae car-
bapanemases, MBL metallo b-lactamases, OXA-48 oxacillinase, CRE carbapenem-resistant Enterobacterales, CRPA car-
bapenem-resistant P. aeruginosa, CRAB carbapenem-resistant A. baumannii
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Of late 2020, tebipenem HBr completed a
phase III trial [ADAPT-PO trial (NCT03788967)]
for the treatment of cUTI in adults (Table 4). In
the ADAPT-PO trial, orally administered tebi-
penem HBr (600 mg, q8h; 1.8 g/day) showed
non-inferiority to intravenously administered
ertapenem (1 g, q24h) both administered for a
total of 7–10 days [49]. Tebipenem HBr is well
tolerated with a safety profile similar to that of
ertapenem. This was the first-ever phase 3 study
that evaluated an all-oral treatment for cUTI
indication. The company is likely to file the new
drug application in the second half of 2021. If
approved, tebipenem HBr would be the first oral
carbapenem to receive marketing approval for
the indication of cUTI in the USA. Tebipenem
can be used as a first-line or second-line therapy
for those patients who failed with oral antibi-
otics for community-onset UTIs. However, oral
administration of tebipenem HBr may promote
the risk of selecting carbapenem resistance and
may also have an impact on intestinal flora.

Sulopenem

Sulopenem (formerly CP-70429) is not a classic
carbapenem but rather a thiopenem discovered
in Pfizer’s Japanese laboratories [50]. Sulopenem
and its oral prodrug sulopenem etzadroxil (PF-
03709270) underwent phase 2 study
(NCT00797108; intravenous plus oral step-
down) for the indication of community-ac-
quired pneumonia in 2009 but the develop-
ment was discontinued apparently because of
high development costs and market return
concerns. In late 2015, Iterum Therapeutics plc
(Dublin, Ireland) in-licensed sulopenem and its
prodrug from Pfizer and are developing novel
therapies for UTI and intra-abdominal infec-
tions [51]. Orally administered sulopenem
etzadroxil (500 mg) was combined with probe-
necid (500 mg) as a bilayer tablet to improve the
drug half-life and thereby the plasma concen-
tration [52]. Unlike tebipenem, sulopenem
shows a low protein binding (11%) [53]. Its
antibacterial spectrum is similar to that of
ertapenem—it is active against ESBL/class C-ex-
pressing Enterobacterales and lacks activity
against Gram-negative non-fermenters.

T
a
b
le
4

co
n
ti
n
u
ed

A
nt
ib
io
ti
cs

(s
po

ns
or
in
g

ph
ar
m
ac
eu
ti
ca
l

co
m
pa
ny
)

P
ot
en
ti
al

in
di
ca
ti
on

s
C
lin

ic
al

ph
as
e
of

de
ve
lo
pm

en
t

D
os
es

an
d

du
ra
ti
on

of
ne
w

or
al

an
ti
m
ic
ro
bi
al
s

C
om

pa
ra
to
r

do
se

an
d

du
ra
ti
on

H
ea
lt
hy

vo
lu
nt
ee
rs
/p
at
ie
nt
s

(n
)

C
lin

ic
al

cu
re

Fi
nd

in
gs

C
ef
ti
bu
te
n/

Q
PX

77
28

(Q
pe
x

B
ip
ha
rm

a)

C
om

pl
ic
at
ed

U
T
I

Ph
as
e
I

(N
C
T
04
38
02
07
)

N
A

N
on
e

H
ea
lth

y
su
bj
ec
ts
(6
4)

–
R
ec
ru
it
in
g
pa
rt
ic
ip
an
ts

A
U
C
ar
ea

un
de
r
th
e
cu
rv
e,
cU

T
I
co
m
pl
ic
at
ed

ur
in
ar
y
tr
ac
t
in
fe
ct
io
n,

M
A
D

m
ul
ti
pl
e
as
ce
nd

in
g
do
se
,S

A
D

si
ng
le
as
ce
nd

in
g
do
se
,N

A
N
ot

av
ai
la
bl
e

Infect Dis Ther (2021) 10:1815–1835 1827



Unsurprisingly, it is not stable to carbapene-
mases. Iterum undertook three phase 3 studies
for sulopenem (Table 4). Sulopenem etzadroxil
500 mg/probenecid 500 mg is the first antibiotic
evaluated for the indication of uncomplicated
UTI [53]. It should be noted that until recently,
there has been no FDA guideline for the con-
duct of phase 3 study for the indication of
uncomplicated UTI. In the all-oral therapy
study (SURE-1), sulopenem etzadroxil 500 mg/
probenecid 500 mg, q12h for 5 days demon-
strated non-inferiority to ciprofloxacin 250 mg,
q12h for 3 days [54]. However, in the phase 3
studies for the indication of cUTI (SURE-2) and
complicated intra-abdominal infections (SURE-
3), a 5-day once-daily 1 g, 2-h infusion, IV
sulopenem followed by orally administered
sulopenem etzadroxil 500 mg/probenecid
500 mg, q12h step-down failed to meet the
non-inferiority margin for the primary end-
point [55]. In both studies, the comparator was
ertapenem 1 g, q24h, IV for 5 days followed by
an oral step-down therapy.

Iterum submitted the new drug application
to the FDA in December 2020 for the approval
of sulopenem oral prodrug formulation for the
indication of uncomplicated UTI.

NOVEL B-LACTAM AND B-
LACTAMASE INHIBITORS

The challenge in discovering orally bioavailable
b-lactams is evident from the reality that there
is only a single oral b-lactamase inhibitor,
clavulanic acid, in clinical use [56]. The com-
bination of amoxicillin and clavulanic acid is
generally not preferred for UTI for two reasons:
(1) the concentration of intact clavulanic acid
eliminated in the urine is low and (2) clavulanic
acid is not an inhibitor of class C (and also an
inducer) and OXA-1 enzymes commonly asso-
ciated with ESBL uropathogens [57]. Combining
clavulanic acid with an oral cephalosporin was
attempted (ceftibuten ? clavulanic acid) which
is certainly a better combination than amoxi-
cillin ? clavulanic acid [58]. Entasis seems to be
the first company that ventured into discover-
ing a prodrug of diazabicyclooctane with good
oral bioavailability. A few more companies

joined the race and one objective that is com-
mon among them is to develop an oral b-lac-
tamase inhibitor with an expanded spectrum of
activity against ESBLs, class C, and carbapene-
mases (Tables 2 and 3). These b-lactamase inhi-
bitors are combined with cefpodoxime proxetil
or ceftibuten (Table 4), the two oral cephalos-
porins that achieve favorable exposures in urine
compared to other Gram-negative
uropathogens–active oral cephalosporins,
cefuroxime axetil and cefixime. All these oral b-
lactam and b-lactamase inhibitors are undergo-
ing phase I clinical trials (Table 4), except cefti-
buten/ARX-1796 which is at the preclinical
stage of development.

Cefpodoxime/ETX0282

Cefpodoxime proxetil is an orally administered
prodrug which is absorbed and de-esterified by
the intestinal mucosa to release the active
metabolite cefpodoxime with 50% systemic
bioavailability [59]. Approximately 29–33% of
the administered cefpodoxime dose is elimi-
nated unchanged by renal excretion, which
makes it as a suitable drug for treating UTIs [60].
Cefpodoxime proxetil has been approved by
FDA for multiple indications that include com-
munity-origin upper and lower respiratory
infections, uncomplicated skin and skin struc-
ture infections, and uncomplicated UTI (cysti-
tis). The highest recommended total daily dose
is 800 mg of active cefpodoxime (400 mg, q12h)
[60].

ETX0282 is a prodrug of ETX1317, a novel
diazabicyclooctane-based inhibitor of class A, C,
and D b-lactamases [61]. Thus the combination
ETX1317 and cefpodoxime is active against
ESBL/class C/KPC-expressing Enterobacterales
excluding metallo b-lactamases (Table 3).
ETX1317 also has some PBP2 binding and
therefore shows standalone activity mainly
against E. coli with MICs in the range of 0.5 to
1 mg/L [62]. Owing to this standalone activity,
the MIC of cefpodoxime/ETX 1317 is deter-
mined at 1:2 ratio, rather than using a fixed
4 mg/L as in the case of other b-lactam and b-
lactamase inhibitor combinations [35]. The
originator is Entasis Therapeutics Ltd.,
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(Massachusetts, USA) and presently the combi-
nation is in phase 1 development.

The current susceptible breakpoint of cefpo-
doxime for Enterobacterales is 2 mg/L. In a
global surveillance study, against 1875 Enter-
obacterales isolated from patients with UTIs,
cefpodoxime/ETX 1317 showed MIC50/90 of
0.06/0.12 mg/L [36]. Against ESBL- and ampC-
producing Enterobacterales subsets, MIC50/90

values of this combination were 0.12/0.25 and
0.25/1 mg/L, respectively [35]. Thus, in sum, the
MIC90 of cefpodoxime/ETX1317 remained
below the current cefpodoxime breakpoint of
2 mg/L for class A, C, and D-expressing b-
lactamases.

The preliminary phase I results (Table 4)
showed rapid absorption of ETX0282 tested at
various doses (100–800 mg), plasma concentra-
tions were reported to be in the expected ther-
apeutic range, and there was no drug–drug
interaction between ETX0282 and cefpodoxime
proxetil [63]. Generally, ETX0282 is well toler-
ated either alone or in combination with cef-
podoxime proxetil, with no serious adverse
events, though mild to moderate emesis has
been documented. Additional studies are war-
ranted to further investigate the potential cor-
relation between absorption profile and emesis
and to formulate ETX0282 for further clinical
development. The bioavailability of ETX0282
observed from the phase 1 studies has not been
reported. In preclinical species (rat, dog, and
monkey) it showed at least 78% bioavailability
[64].

If cefpodoxime proxetil/ETX0282 is devel-
oped successfully, we think its main usage
would be for the outpatient management of
patients with UTIs and suspected or confirmed
ESBL pathogen who do not respond to first-line
oral agents. The reason is extremely low preva-
lence of CREs in the community setting.

Ceftibuten/VNRX-7145

Ceftibuten was originally approved by the FDA
for the treatment of acute exacerbations of
chronic bronchitis, acute otitis media, and
pharyngitis caused by Haemophilus influenzae,
Moraxella catarrhalis, or Streptococcus pneumoniae

in 1995. However, it is not approved in Euro-
pean countries. Ceftibuten is chosen off-label
for the treatment of UTI; however, no dosing
recommendations exist. Ceftibuten is rapidly
absorbed (75–90%) from the gastrointestinal
tract in its active form following oral adminis-
tration, of which 65% binds to plasma proteins
[65]. It has a half-life of 2.5 h and eliminated
mainly in urine (57–59%) and feces (39%) [66].
Ceftibuten has an excellent systemic exposure
following oral doses and adequately achieves its
pharmacokinetics (PK) target.

VNRX-7145 is a novel cyclic boronate b-lac-
tamase inhibitor with potent inhibitory activity
against class A, C, and D b-lactamases [67].
In vivo, VNRX-7145 undergoes biotransforma-
tion to an active inhibitor, VNRX-5236 [68]. It is
being developed in combination with ceftibu-
ten as an oral therapy by VenatoRx Pharma-
ceuticals, Inc. (Pennsylvania, USA). The
combination of VNRX-5236 with ceftibuten was
tested against a collection of 205 Enterobac-
terales isolates and showed a MIC50/90 of 0.12/
1 mg/L [37]. This combination also retained its
potent activity against KPC (MIC50/90, 0.12/
0.5 mg/L) and OXA-48-like producers (MIC50/90,
0.25/1 mg/L) [37]. This MIC data suggests that
addition of VNRX-5236 maintains twofold
lower MICs, compared to ceftibuten suscepti-
bility breakpoint (B 2 mg/L).

In combination with ceftibuten, the
fAUC0–24/MIC is the PK/pharmacodynamics
(PD) index that appeared to drive in vivo effi-
cacy of VNRX-5236 [69]. Furthermore, addition
of VNRX-7145 to ceftibuten significantly
reduced bacterial burden in a murine UTI model
using ESBL- and KPC-2-producing E. coli and in
a murine thigh infection model using OXA-48-
and KPC-producing Enterobacterales. A phase I
trial (NCT04243863) is currently enrolled to
assess the safety and PK of VNRX-7145 using
single and multiple ascending doses (Table 4).

Since VNRX-7145 is not an inhibitor of MBL,
the anticipated therapeutic spectrum of cefti-
buten/VNRX-7145 combination is comparable
to that of cefpodoxime/ETX0282.
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Ceftibuten/ARX1796

Avibactam is a potent DBO inhibitor of class A,
C, and some D b-lactamases approved for IV
dosing in combination with ceftazidime by the
FDA in 2015, but the oral bioavailability of
avibactam is negligible (ca. 7%) [70]. To expand
the clinical utility of avibactam, Arixa Pharma-
ceuticals (Palo Alto, CA, USA) has discovered a
novel orally administered avibactam prodrug
(ARX-1796/AV-006) [71]. The prodrug ARX-
1796 has been shown to have an oral bioavail-
ability of 60–80% in phase 1 studies [72]. The
oral b-lactams ceftibuten, cefixime, amoxicillin,
cefpodoxime, sulopenem, and tebipenem were
evaluated in combination with ARX-1796
against Enterobacterales expressing ESBL,
ampC, KPC, and OXA-48-like [73]. Ceftibuten
with ARX-1796 showed lower MICs compared
to other combinations. Addition of ARX-1796
to ceftibuten retained its potent activity against
KPC and OXA-48-like producers with the low
MIC50/90 of 0.06/0.5 mg/L and 0.06/0.25 mg/L,
respectively [39]. Interestingly, pharma giant
Pfizer took over Arixa Pharmaceuticals recently.

Ceftibuten/QPX7728

QPX7728 is an ultrabroad-spectrum boronic
acid b-lactamase inhibitor being developed by
Qpex Biopharma (San Diego, USA) [74]. Cefti-
buten with QPX7728 and meropenem with
QPX7728 are in clinical development as an oral
and intravenous formulation, respectively [75].
Unlike other orally bioavailable b-lactamase
inhibitors (ETX0282, VNRX1745, ARX1796),
QPX7728 inhibits serine and metallo b-lacta-
mases of classes A, B, C, and D in Enterobac-
terales, Pseudomonas aeruginosa, and
Acinetobacter spp.

Tebipenem and cefibuten were evaluated in
combination with QPX7728 against Enterobac-
terales with varying resistance mechanisms.
Tebipenem-QPX7728 (MIC50/90, B 0.06/2 mg/
L) is more potent than ceftibuten-QPX7728
combination (MIC50/90, 0.25/16 mg/L); how-
ever, impermeability decreases the potency of
tebipenem-QPX7728 [76].

In preclinical species, QPX7728 has oral
bioavailability of 43–53%; however, saturation
is likely to be expected with higher doses.
QPX7728 is about 89% plasma protein-bound
[77]. Approximately 64% of the QPX7728 dose
was recovered unchanged in the urine [78]. A
phase I study (NCT04380207) is currently
underway to assess the safety and PK of
QPX7728 alone following single and multiple
intravenous doses, and in combination with a
b-lactam antibiotic.

CONCLUSION

The ongoing pandemic reiterates the need for
best use of hospital resources and to achieve this
target, it is necessary to minimize avoidable
hospitalization. Since the time Gram-negative
pathogens emerged as problematic pathogens
because of antibiotic resistance, the focus
remained mainly on hospital-treated patients.
Meanwhile, first-line oral antibiotics used to
treat infections caused by community-onset
Gram-negatives, especially the uropathogens,
are increasingly non-effective leading to
increasing rates of hospitalization. Therefore,
there is an unmet need for oral antibiotics
active against antibiotic-resistant Gram-nega-
tive pathogens encountered in community
infections, particularly in UTI. Being safe and
having the tendency to achieve higher urinary
concentrations, b-lactams have become the
preferred choice. As the main challenge to b-
lactams is the b-lactamases, novel b-lactamase
inhibitors with expanded inhibitory spectrum
and good oral bioavailability were discovered
and combined with already approved b-lactams.
Tebipenem, if approved, will be the first oral
treatment for cUTI while sulopenem will be for
uncomplicated UTI. Both lack activity against
CREs, and CRE-active oral agents are in phase 1
development. All these agents, upon their arri-
val for commercial use, would strengthen the
outpatient therapy.
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10. Alexandre K, Réveillon-Istin M, Fabre R, et al.
Temocillin against enterobacteriaceae isolates from
community-acquired urinary tract infections: low
rate of resistance and good accuracy of routine
susceptibility testing methods. J Antimicrob Che-
mother. 2018;73(7):1848–53.

11. Cristea VC, Gheorghe I, Czobor Barbu I, et al.
Snapshot of phylogenetic groups, virulence, and
resistance markers in Escherichia coli uropathogenic
strains isolated from outpatients with urinary tract
infections in Bucharest, Romania. Biomed Res Int.
2019;2019:5712371.

12. van Driel AA, Notermans DW, Meima A, et al.
Antibiotic resistance of Escherichia coli isolated from
uncomplicated UTI in general practice patients over
a 10-year period. Eur J Clin Microbiol Infect Dis.
2019;38(11):2151–8.

13. Findlay J, Gould VC, North P, et al. Characteriza-
tion of cefotaxime-resistant urinary Escherichia coli
from primary care in South-West England
2017–2018. J Antimicrob Chemother. 2020;75(1):
65–71.

14. Larramendy S, Gaultier A, Fournier JP, et al. Local
characteristics associated with higher prevalence of
ESBL-producing Escherichia coli in community-ac-
quired urinary tract infections: an observational,
cross-sectional study. J Antimicrob Chemother.
2021;76(3):789–95.

15. Fasugba O, Mitchell BG, Mnatzaganian G, et al.
Five-year antimicrobial resistance patterns of uri-
nary Escherichia coli at an Australian tertiary hospi-
tal: time series analyses of prevalence data. PLoS
ONE. 2016;11(10):e0164306.

16. Patwardhan V, Kumar D, Goel V, et al. Changing
prevalence and antibiotic drug resistance pattern of
pathogens seen in community-acquired pediatric
urinary tract infections at a tertiary care hospital of
North India. J Lab Physicians. 2017;9(4):264–8.

17. Gupta S, Kapur S, Padmavathi D. Comparative
prevalence of antimicrobial resistance in commu-
nity-acquired urinary tract infection cases from
representative states of northern and southern
India. J Clin Diagn Res. 2014;8(9):CD09-12.

18. Kumar N, Chatterjee K, Deka S, et al. Increased
isolation of extended-spectrum beta-lactamase-
producing Escherichia coli from community-onset
urinary tract infection cases in Uttarakhand, India.
Cureus. 2021;13(3):e13837.

19. Zwane T, Shuping L, Perovic O. Etiology and
antimicrobial susceptibility of pathogens associated

with urinary tract infections among women
attending antenatal care in four South African ter-
tiary-level facilities, 2015–2019. Antibiotics (Basel).
2021;10(6):669.

20. Chervet D, Lortholary O, Zahar JR, et al. Antimi-
crobial resistance in community-acquired urinary
tract infections in Paris in 2015. Med Mal Infect.
2018;48(3):188–92.

21. Mamani M, Nobari N, Alikhani MY, et al. Antibac-
terial susceptibility of Escherichia coli among out-
patients with community-acquired urinary tract
infection in Hamadan Iran. J Glob Antimicrob
Resist. 2015;3(1):40–3.

22. Mantadakis E, Vouloumanou EK, Panopoulou M,
et al. Susceptibility patterns of uropathogens iden-
tified in hospitalised children with community-ac-
quired urinary tract infections in Thrace Greece.
J Glob Antimicrob Resist. 2015;3(2):85–90.

23. Ayubi E, Safiri S. Worrisome high frequency of
extended-spectrum beta-lactamase-producing
Escherichia coli in community-acquired urinary tract
infections: a case-control study; methodological
issues. Int J Infect Dis. 2018;66:147–8.
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LG, et al. Prevalence of fluoroquinolone-resistant
and broad-spectrum cephalosporin-resistant com-
munity-acquired urinary tract infections in Rio de
Janeiro: impact of Escherichia coli genotypes ST69
and ST131. Infect Genet Evol. 2020;85:104452.

31. Critchley IA, Cotroneo N, Pucci MJ, et al. The bur-
den of antimicrobial resistance among urinary tract
isolates of Escherichia coli in the United States in
2017. PLoS ONE. 2019;14(12):e0220265.

32. Medina M, Castillo-Pino E. An introduction to the
epidemiology and burden of urinary tract infec-
tions. Ther Adv Urol. 2019;11:1756287219832172.

33. Simmering JE, Tang F, Cavanaugh JE, et al. The
increase in hospitalizations for urinary tract infec-
tions and the associated costs in the United States,
1998–2011. Open Forum Infect Dis. 2017;4(1):e281.

34. Schurek KN, Wiebe R, Karlowsky JA, et al. Far-
openem: review of a new oral penem. Expert Rev
Anti Infect Ther. 2007;5(2):185–98.

35. McLeod N, Carter M, Hackel R, et al. The novel b-
lactamase inhibitor ETX1317 effectively restores
the activity of cefpodoxime against extended spec-
trum b-lactamase (ESBL)- and carbapenemase-ex-
pressing enterobacteriaceae isolated from recent
urinary tract infections. ASM Microbe, Atlanta,
United States, 2018 Session 062.

36. Mcleod S Moussa S, Huband M, et al. The novel
beta-lactamase inhibitor ETX1317 effectively
restores the activity of cefpodoxime against recent
global Enterobacteriaceae isolates from urinary
tract infections. In: European Congress of Clinical
Microbiology and Infectious Diseases, Amsterdam,
the Netherlands, 2019 Abstract P1184.

37. Mendes ER, Rhomberg PR, Watters AA, et al.
In vitro activity of the orally available ceftibuten/
VNRX-7145 combination against a challenge set of
Enterobacteriaceae pathogens carrying molecularly
characterised beta-lactamase genes. In: European
Congress of Clinical Microbiology and Infectious
Diseases, Amsterdam, the Netherlands, 2019
Abstract P1180.

38. Hackel M, Sahm D. In vitro activity of ceftibuten in
combination with VNRX-7145 and COMPARA-
TORS against 1066 UTI isolates non-susceptible to
amoxicillin-clavulanate and levofloxacin. ASM
Microbe 2019, San Francisco, CA, June 20–24, 2019.

39. Duncan LR, Rhomberg PR, Mendes RE, et al. Cefti-
buten-avibactam activity against b-lactam-resistant
Enterobacteriaceae clinical isolates. ASM Microbe
San Francisco, California, 2019 Abstract AAR-717.

40. Castanheira M, Doyle LTB, Davis AP, et al. Activity
of novel b-lactamase inhibitor QPX7728 combined
with b-lactams against ST258 Klebsiella pneumoniae
and ST131 Escherichia coli isolates producing b-lac-
tamases. Open Forum Infect Dis. 2020;7(1):S212–3.

41. Critchley AI, Cotroneo NS, Pucci MJ, et al. Tebipe-
nem: an oral carbapenem with activity against
multi-drug resistant urinary tract infection isolates
of Escherichia coli collected from US Medical Centers
during 2019. Open Forum Infect Dis. 2020;7(1):
S831.

42. Arends SJR, Rhomberg PR, Cotroneo N, et al.
Antimicrobial activity evaluation of tebipenem
(SPR859), an orally available carbapenem, against a
global set of enterobacteriaceae isolates, including a
challenge set of organisms. Antimicrob Agents
Chemother. 2019;63(6):e02618-e2718.

43. Karlowsky JA, Adam HJ, Baxter MR, et al. In vitro
activity of sulopenem, an oral penem, against uri-
nary isolates of Escherichia coli. Antimicrob Agents
Chemother. 2018;63(1):e01832-e1918.

44. Jain A, Utley L, Parr TR, et al. Tebipenem, the first
oral carbapenem antibiotic. Expert Rev Anti Infect
Ther. 2018;16(7):513–22.

45. Tebipenem. Spero Therapeutics licenses exclusive
rights to SPR994, a novel oral carbapenem being
studied for use in adults. 2017. https://
globenewswire.com/news-release/2017/10/10/11436
81/0/en/SperoTherapeutics-Licenses-Exclusive-Rights
-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-
for-Use-in-Adults.html. Accessed 26 Mar 2021.

46. Kato K, Shirasaka Y, Kuraoka E, et al. Intestinal
absorption mechanism of tebipenem pivoxil, a
novel oral carbapenem: involvement of human
OATP family in apical membrane transport. Mol
Pharm. 2010;7(5):1747–56.

47. Eckburg PB, Jain A, Walpole S, et al. Safety, phar-
macokinetics, and food effect of tebipenem pivoxil
hydrobromide after single and multiple ascending
oral doses in healthy adult subjects. Antimicrob
Agents Chemother. 2019;63(9):e00618-e619.

48. McEntee L, Johnson A, Farrington N, et al. Phar-
macodynamics of tebipenem: new options for oral
treatment of multidrug-resistant gram-negative
infections. Antimicrob Agents Chemother.
2019;63(8):e00603-e619.

49. Lori AM, Susannah MW, Patricia AW, et al. Oral
tebipenem pivoxil hydrobromide is non-inferior to

Infect Dis Ther (2021) 10:1815–1835 1833

https://globenewswire.com/news-release/2017/10/10/1143681/0/en/SperoTherapeutics-Licenses-Exclusive-Rights-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-for-Use-in-Adults.html
https://globenewswire.com/news-release/2017/10/10/1143681/0/en/SperoTherapeutics-Licenses-Exclusive-Rights-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-for-Use-in-Adults.html
https://globenewswire.com/news-release/2017/10/10/1143681/0/en/SperoTherapeutics-Licenses-Exclusive-Rights-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-for-Use-in-Adults.html
https://globenewswire.com/news-release/2017/10/10/1143681/0/en/SperoTherapeutics-Licenses-Exclusive-Rights-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-for-Use-in-Adults.html
https://globenewswire.com/news-release/2017/10/10/1143681/0/en/SperoTherapeutics-Licenses-Exclusive-Rights-to-SPR994-a-Novel-OralCarbapenem-Being-Studied-for-Use-in-Adults.html


IV ertapenem in complicated urinary tract infection
(cUTI) and acute pyelonephritis (AP)—results from
the pivotal ADAPT-PO study. Open Forum Infect
Dis. 2020;7:S844–5.

50. Minamimura M, Taniyama Y, Inoue E, et al. In vitro
antibacterial activity and b-lactamase stability of
CP-70,429 a new penem antibiotic. Antimicrob
Agents Chemother. 1993;37:1547–51.

51. Sulopenem. Iterum announces sulopenem in devel-
opment for treatment of Gram-negative, multi-
drug resistant infections. 2017. https://ir.iterumtx.
com/press-releases/detail/5/iterum-announces-
sulopenem-in-development-for-treatment-of. Acces-
sed 15 Apr 2021.

52. Dunne M, Dunzo E, Puttagunta S. A phase 1 study
to assess the pharmacokinetics of sulopenem etza-
droxil (PF-03709270). Open Forum Infect Dis.
2017;4:S525–6.

53. Sulopenem. Iterum therapeutics US. 2020. https://
www.sec.gov/Archives/edgar/data/1659323/000156
459021012694/itrm-10k_20201231.htm. Accessed
16 Apr 2021.

54. Michael WD, Anita FD, Michael Z, et al. Efficacy
and safety of oral sulopenem etzadroxil/probenecid
versus oral ciprofloxacin in the treatment of
uncomplicated urinary tract infections (uUTI) in
adult women: results from the SURE-1 trial. Open
Forum Infect Dis. 2020;7:S844.

55. Michael WD, Steven IA. Efficacy and safety of
intravenous sulopenem followed by oral sulopenem
etzadroxil/probenecid versus intravenous ertape-
nem followed by oral ciprofloxacin or amoxicillin-
clavulanate in the treatment of complicated urinary
tract infections (cUTI): results from the SURE-2
Trial. Open Forum Infect Dis. 2020;7:S636.

56. Butler MS, Paterson DL. Antibiotics in the clinical
pipeline in October 2019. J Antibiot (Tokyo).
2020;73(6):329–64.

57. Veeraraghavan B, Bakthavatchalam YD, Sahni RD.
Orally administered amoxicillin/clavulanate: cur-
rent role in outpatient therapy. Infect Dis Ther.
2021;10(1):15–25.

58. Stewart AG, Harris PNA, Henderson A, et al. Oral
cephalosporin and b-lactamase inhibitor combina-
tions for ESBL-producing Enterobacteriaceae uri-
nary tract infections. J Antimicrob Chemother.
2020;75(9):2384–93.

59. Kakumanu VK, Arora V, Bansal AK. Investigation of
factors responsible for low oral bioavailability of
cefpodoxime proxetil. Int J Pharm. 2006;317(2):
155–60.

60. The United States Food and Drug Administration.
Prescribing information for cefpodoxime proxetil.
Sandoz GmbH. 2008. https://www.accessdata.fda.
gov/drugsatfda_docs/label/2013/050674s015,0506
75s018lbl.pdf. Accessed 21 Apr 2021.
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