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What we’ll cover

• Bad bugs, really bad bugs… are they in Oregon?

• Can your lab look for these really bad bugs?

• Pretty bad bugs in common places… they’re definitely in Oregon

• New drugs for pretty bad bugs in common places

• An old friend with a new spin?
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https://www.cdc.gov/media/releases/2025/2025-cdc-report-finds-sharp-rise-in-dangerous-drug-resistant-bacteria.html
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Rankin DA, et al. Ann Intern Med 2025. https://doi.org/10.7326/ANNALS-25-02404
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https://public.tableau.com/app/profile/oregon.public.health.division.acute.and.communicable.disease.pre/viz/MDRODashboard/CPO
Dashboard#1 – Accessed 4/2026
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Words of wisdom from the IDSA GN 
guidelines
• “Treatment decisions should be refined based on the species and 

the AST profile of the pathogen, as well as on the identification of 
any prominent ß-lactamase genes that have been identified.”

• “Clinical microbiology laboratories are strongly encouraged to 
implement either nucleic acid or antigen testing to identify the 
presence of the specific carbapenemases produced by clinical 
CRE isolates.”

Tamma PD, et al. Clin Infect Dis 2024. https://doi.org/10.1093/cid/ciae403 
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What is available to clinical labs?OHSU 
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Summary of new(er) antibiotics for MDR gram 
negative infections

ESBL AmpC KPC Metallo 
(NDM/IMP/VIM)

Class D 
(eg OXA-48)

DTR 
P.aeruginosa

Carbapenem R 
Acinetobacter

Ceftol-Tazo

Ceftaz-Avi

Mero-Vabor

Imi-Rel

Cefiderocol

Ceftaz-
Avi+Aztreo

Aztreo-Avi

Sulbactam-
Durlobactam

Macesic N, et al. Lancet 2025;405:257

OHSU 
CPD



Recurrent UTIs: Causative pathogens

Ku JH, et al. J Infect Dis 2024;230:e1344-54
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Ku JH, et al. J Infect Dis 2024;230:e1344-54
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E. Coli vs common UTI drugs

https://public.tableau.com/app/profile/oregon.public.health.division.acute.and.communicable.disease.pre/viz/
OregonHospitalAntibiogram2025forReview/ORAntibiogram#1 – Accessed 4/26
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Canton R, et al. Clin Infect Dis 2026;epub 2/25/26 - https://doi.org/10.1093/cid/ciaf705
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Pivmecillinam (Pivya)

• Cost: around $100/tablet

• Oral prodrug of mecillinam

• FDA approved indication: uUTI in females 18yo & older caused by 
susceptible E. coli, Proteus mirabilis, & S. saprophyticus.

• Dose: 185 mg tablet orally 3x/d for 3 to 7 days (so +/-$300/d)

• Common side effects: Nausea (4.3%), Diarrhea (2.1%), VVC 
(1.8%)

https://pivya.com/assets/pdf/pivya-prescribing-information.pdf?1
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Pivmecillinam: Why is this cool?...Or is it?

• Beta-lactam antibacterial drug with a targeted spectrum of 
activity. Mainly active against gram-negative bacteria.

• Most beta-lactam agents, bind gram-negative PBP-1A, -1B or -3, 
mecillinam acts on PBP-2 in the gram-negative cell wall. 

• In-vitro activity against Enterobacterales with beta-
lactamases including extended-spectrum beta-lactamases 
(ESBL) of the following groups: CTX-M, SHV, TEM and AmpC. 

https://pivya.com/assets/pdf/pivya-prescribing-information.pdf?1
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Pivmecillinm: 
So where are you going to use this? 
• Problems

1: Susceptibility testing not routinely available
2: $$$
3: Can you say pivmecillinam?
4: Only indicated for uUTI
5: No data for complicated UTI/pyelo

• Strengths
1: Tons of clinical and safety data
2: Already in guidelines and breakpoints are established
3: Consistently active against ESBL E. coli – However…

Hawkins BK, et al. Antimicrob Agents Chemother 2025; https://doi.org/10.1128/aac.01824-24
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Gepotidacin (Blujepa)

• Cost: +/- $100/tablet
• Mechanism: non-fluoroquinolone topoisomerase II inhibitor
• FDA approved indications: 

1: uUTI in females 12yo & older at least 40kg caused by susceptible E. coli, K. 
pneumoniae, C. freundii, E. faecalis, & S. saprophyticus.
2: Uncomplicated urogenital gonorrhea (UUG) in patients >12yo weighing at 
least 45kg with no or limited alternative options. Indication based on limited safety 
data. 

• Dose: 
• uUTI:1500mg (two 750mg tablets) twice daily for 5 days (+/-$400/d)
• UUG: 3000mg (four 750mg tablets) once and repeated once 12h later. (+/-$800)

• Note: Take after a meal to reduce GI side effects

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Blujepa/pdf/BLUJEPA-PI-MG.PDF
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Gepotidacin: Why is this cool?...Or is it?

• Non-FQ topoisomerase II and topoisomerase IV inhibitor which 
inhibits DNA replication. – Like a quinolone but different binding

• In studies of certain amino acid substitutions in GyrA and ParC of 
E.coli and N. gonorrhoeae, a direct relationship between 
gepotidacin and fluoroquinolone susceptibility was not 
established. - Not like a quinolone 

• Consistent in-vitro activity against quinolone resistant 
Enterobacterales, particularly E. coli. 

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Blujepa/pdf/BLUJEPA-PI-MG.PDF
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Gepotidacin: What’s not cool

• QT prolongation – avoid in patients with prolonged QTc, relevant pre-
existing cardiac disease, on antiarrhythmics, or other QTc prolonging 
meds

• Avoid with: Strong CYP3A4 inhibitors, CrCl <30, Child-Pugh Class C 
hepatic impairment. Warnings get stronger for UUG patients

• Adverse drug reactions
• Diarrhea: 16% gepo vs 3% nitro

• Nausea: 9% gepo vs 4% nitro

• Abd pain: 4% gepo vs 2% nitro
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Gepotidacin: 
So where are you going to use this? 
• Problems

1: Susceptibility testing not routinely available
2: $$$
3: Can you say gepotidacin?
4: Only indicated for uUTI, no data for complicated UTI/pyelo
5: Only indicated for UUG when no other options available

• Strengths
1: Dual targeting of both topo II and topo IV hopefully reduce resistance risks
2: Familiar mechanism of action
3: Consistently active against ESBL E. coli – However…

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Blujepa/pdf/BLUJEPA-PI-MG.PDF
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Sulopenem-probenecid (Orlynvah)

• Cost: +/- $300/tablet

• Mechanism: sulopenem etzadroxil, a penem antibacterial, and 
probenecid, a renal tubular transport inhibitor

• FDA approved indications: 
uUTI due to E. coli, K. pneumoniae, or P. mirabilis in adult women who have 
limited or no alternative oral antibacterial treatment options.

• Dose: One 500mg sulopenem/500mg probenecid tablet twice 
daily for 5 days (+/-$600/d)

• Note: Take with food to improve absorption of sulopenem

https://www.orlynvah.com/pdf/prescribing-information.pdf
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Sulopenem-probenecid : 
Why is this cool?...Or is it?
• An oral penem antibiotic: spectrum similar to ertapenem BUT 

pharmacokinetics are very different.

• Resistance to sulopenem is caused by certain extended spectrum 
beta-lactamases (ESBLs) including carbapenemases, alteration of 
PBPs, over expression of efflux pumps and loss of outer 
membrane porins. 

• Sulopenem demonstrated activity against Enterobacterales in the 
presence of certain beta-lactamases and ESBLs, e.g., AmpC, CTX-
M, TEM, SHV. 

https://www.orlynvah.com/pdf/prescribing-information.pdf
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Sulopenem-probenecid : What’s not cool

• It’s an oral penem… not quite a carbapenem, but really close.

• Contraindicated in patients with known uric acid kidney stones.

• In patients with a history of gout, implement measures to reduce the 
risk of uric acid kidney stone development should be instituted, such 
as increased fluid intake and alkalization of the urine. 

• May cause exacerbation of gout. In patients with a known history of 
gout, ensure appropriate therapy of gout is instituted

• Adverse drug reactions
• Diarrhea: 10% sulo vs 4% comparator

https://www.orlynvah.com/pdf/prescribing-information.pdf
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Another significant issue…
• Probenecid (a component of ORLYNVAH) is an inhibitor of organic 

anion transporters 1 and 3 (OAT1/3) and may increase plasma 
concentrations of drugs that are dependent on OAT1/3 for 
elimination. 
• Including:

• NSAIDS
• Methotrexate
• Rifampin
• Lorazepam
• Oral sulfonylureas

https://www.orlynvah.com/pdf/prescribing-information.pdf
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Sulopenem-probenecid : 
So where are you going to use this? 
• Problems

1: Susceptibility testing not routinely available, ertapenem a possible surrogate
2: $$$
3: Diarrhea worse than amox-clav in trial
4: Only indicated for uUTI – failed stepdown pyelo trials
5: Do we really want oral penems in the community?

• Strengths
1: A penem
2: Familiar mechanism of action
3: Consistently active against ESBL E. coli – However: NO PSEUDOMONAS!!!

https://www.orlynvah.com/pdf/prescribing-information.pdf
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• Treatment-emergent adverse events: Sulopenem vs 
amoxicillin/clavulanate, including diarrhea (8.1% vs. 4.1%), nausea 
(4.3% vs. 2.9%), and headache (2.2% vs. 1.5%).
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Conclusions

• Carbapenem resistance in Enterobacterales is spreading

• It is present in Oregon

• Your lab is a huge resource and the drugs get complicated

• ESBLs are increasingly common in Oregon

• New drugs provide new options in the urine, but come with 
problems
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