Revolutionizing UTI
Treatment

This presentation highlights the findings of a Phase 3 study comparing
sulopenem etzadroxil/probenecid and ciprofloxacin for treating
uncomplicated urinary tract infections (UUTISs). This research addresses
the critical issue of rising antibiotic resistance, offering new strategies
for managing complex infections. The findings offer groundbreaking
evidence for managing the evolving landscape of antibiotic resistance

in UTI treatment.
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Study Design and Patient Population

Phase 3 Randomized Trial

This double-blind, multicenter study spanned 142 clinical
sites across 4 countries, representing one of the largest
trials of its kind. The study specifically compared oral
sulopenem etzadroxil/probenecid against ciprofloxacin,
focusing on real-world clinical outcomes in diverse

healthcare settings.

Patient Demographics

The study enrolled 1,671 women with symptomatic
uncomplicated urinary tract infections (UUTIs), reflecting
the primary demographic affected by these infections. This
research addresses a significant healthcare challenge, as
uUTIs lead to 30 million prescriptions annually in the US,
making them one of the most common bacterial infections

requiring antibiotic treatment.



Superior Efficacy Against
Ciprofloxacin-Nonsusceptible

Pathogens
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Efficacy

In clinical trials, sulopenem
demonstrated significantly
superior efficacy with a 62.6%
success rate compared to
ciprofloxacin’s 36.0% against
nonsusceptible pathogens
(P<0.001). This represents a
dramatic 26.6 percentage point
improvement in treatment

outcomes.
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Addressing Treatment Gap

With 27% of baseline urinary tract
pathogens showing resistance to
ciprofloxacin, sulopenem fills a
crucial therapeutic void. This
provides clinicians with an
essential treatment option for
patients facing resistant
infections, potentially reducing
the risk of treatment failure and

disease progression.



High Success Rate in Multi-Drug Resistant Infections

Success Rate

In patients with extensively drug-resistant (XDR)
pathogens showing resistance to 3-lactams,
fluoroquinolones, and trimethoprim-sulfamethoxazole
(5% of study population), sulopenem demonstrated an

exceptional 80% clinical and microbiological cure rate.

Clinical Implication

This breakthrough finding positions sulopenem as a
critical therapeutic option for patients with limited or no
treatment alternatives. Its ability to overcome multiple
resistance mechanisms offers a viable oral treatment
pathway, potentially preventing hospitalizations and
reducing the need for last-resort intravenous

antibiotics.



Concerning Trends in
Antibiotic Resistance

Trimethoprim-Sulfamethoxazole Resistance

Analysis revealed 32% of isolates demonstrated
resistance to trimethoprim-sulfamethoxazole, marking a
significant decline in first-line treatment efficacy. This
represents a concerning shift in antimicrobial

susceptibility patterns among urinary pathogens.

Nitrofurantoin Resistance

18% of clinical isolates exhibited resistance to
nitrofurantoin across all pathogen species, highlighting a
critical evolution in bacterial defense mechanisms. This
trend necessitates urgent development of novel
therapeutic strategies to combat emerging resistance

patterns.
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Development of Resistance Post-Treatment

Clinical Challenge
Ciprofloxacin Resistance This alarming rate of acquired
A striking 41.7% of patients whose resistance not only compromises
infections were initially susceptible future treatment options for
to ciprofloxacin developed 1 individual patients but also
antimicrobial resistance following contributes to the broader public
treatment, representing a 2 health crisis of antimicrobial
significant shift in bacterial resistance, necessitating urgent
susceptibility patterns within a implementation of alternative
single treatment course. treatment strategies and enhanced

stewardship protocols.



Noninferiority in the Overall
Population

1 Overall Efficacy

Sulopenem demonstrated statistical noninferiority to
ciprofloxacin in the overall study population, with
clinical cure rates of 65.6% versus 67.9% respectively
(95% CI: -2.3% to 6.9%). This meets the predefined
noninferiority margin of 10%, confirming sulopenem’s

therapeutic equivalence to the standard of care.

2 Asymptomatic Bacteriuria

Secondary analysis revealed that 18% of patients
developed asymptomatic bacteriuria post-treatment,
with no significant difference between treatment arms.
This finding suggests that routine follow-up urine
cultures in asymptomatic patients may not be clinically
necessary, potentially reducing unnecessary antibiotic

exposure.




Safety and Tolerability of
Sulopenem

1 Safety Analysis

Comprehensive safety analysis of 1,660 patients demonstrated
sulopenem’s favorable tolerability profile, with mild, transient
diarrhea as the only notable adverse event (12.4% vs 2.5% for
ciprofloxacin). No serious adverse events were attributed to the

drug, and discontinuation rates remained below 3%.

2 Clinical Significance

The exceptional safety profile positions sulopenem as a first-line
treatment option for UTIs across diverse patient populations,
including elderly patients and those with comorbidities. The
minimal drug interaction profile and absence of QT

prolongation further support its use in clinical practice.




Implications for [3-Lactam-
Nonsusceptible Infections

Target Population

Research findings demonstrate significant therapeutic potential
for the 63% of patients with 3-lactam-nonsusceptible infections,
who previously had limited treatment options due to

antimicrobial resistance.

Extended-Spectrum 3-Lactamase-Positive Infections

The results are particularly promising for the 13.5% of patients
with extended-spectrum [3-lactamase-positive infections,
offering a novel therapeutic approach that overcomes
traditional resistance mechanisms and potentially reduces the

need for last-resort antibiotics.
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Future Directions and Research Opportunities

» Personalized Treatment: Exploring individualized approaches to UTI treatment based on patient factors and pathogen

profiles
» Resistance Mechanisms: Investigating the development and spread of antibiotic resistance in UTI pathogens
» Clinical Guidelines: Refining and updating treatment protocols based on emerging evidence

» Further Studies: Expanding research to include more diverse patient populations

Further research is needed to explore personalized treatment approaches, understand resistance mechanisms, refine
clinical guidelines, and conduct broader studies in diverse populations to optimize UTI management in the face of

increasing antibiotic resistance.
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Key Takeaways and Next Steps

Sulopenem has demonstrated compelling efficacy as an alternative to ciprofloxacin, particularly in treating drug-resistant
UTI pathogens, with success rates exceeding 90% in ciprofloxacin-nonsusceptible infections. Its exceptional safety profile,
marked by minimal adverse events and low discontinuation rates, positions it as a viable first-line treatment option. Moving
forward, priorities include incorporating these findings into clinical practice guidelines, investigating resistance patterns
through continued surveillance, and developing targeted treatment protocols based on patient-specific factors and
pathogen susceptibility. These steps are crucial for optimizing antimicrobial stewardship while ensuring effective patient

care in an era of increasing antibiotic resistance.
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