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Clinical Trials that may change your 
practice

• Open-label RCT, noninferiority margin 5%
• Patients with low-penicillin allergy (PEN-FAST score 0-2)
• Direct oral challenge with penicillin (n=187) vs skin testing followed by 

oral challenge with penicillin (n=190)
• Primary outcome: positive oral challenge within 1-hour 

postintervention; consistent with immune-mediated reaction
• Occurred in 1/187 in direct oral challenge group (0.5%) and 1/190 in oral 

challenge (0.5%). Risk difference, 0.0084 (90% CI, -1.22 to 1.24).
• No difference between immediate or delayed adverse events reported 

by day 5
• Delabeling in 186 of 187 patients in direct oral challenge group

IDWeek 2023.  Slide credit: Thomas Holland, MD. Copaescu AM, et al. JAMA IM 2023;183(9):944-952.



PEN-FAST penicillin allergy clinical decision 
rule

IDWeek 2023.  Slide credit: Thomas Holland, MD. Trubiano, et al. JAMA IM 2020;180(5):745-752.



Clinical Trials that may change your 
practice

• RCT, noninferiority margin 15%
• Ceftobiprole 500 mg IV q6h x 8 days, then q8h after (n=189) vs daptomycin 6-

10 mg/kg IV q24h +/- aztreonam (n=198) for complicated S. aureus bacteremia
• Primary outcome: overall treatment success at 70 days

• Occurred in 132/189 ceftrobiprole group (69.8%) and 136/198 in daptomycin group 
(68.7%). Adjusted difference, 2% (95% CI, -7.1 to 11.1).

• Below noninferiority margin
• Considerations: main source soft-tissue infection (61%), MRSA 24.3%, dapto 

dose >7mg/kg in 11.1%, median DOT 21 days
• Where to use? FDA decision is pending. Likely utilized for MRSA, in those for 

whom vanco/dapto is problematic.

IDWeek 2023.  Slide credit: Thomas Holland, MD. Holland, et al. NEJM 2023;389:1390-1401.



Spoiler alert! Preview of clinical practice 
guideline updates

• Clinical practice guidelines for the:

1) Treatment of complicated urinary tract infections 
(cUTI)

2) Diagnosis and management of intravascular catheter-
related infections

3) Community-acquired pneumonia (CAP) in infants and 
children

IDWeek 20223.



New cUTI guidelines summary

• Duration of antibiotic therapy: 7 days
• Route of antibiotic therapy: oral switch 

recommended versus continuing IV

IDWeek 2023.

OLD definition

Uncomplicated UTI
Acute cystitis in healthy, nonpregnant, 
afebrile women with no diabetes and no 
urologic abnormalities

Acute pyelonephritis

Complicated UTI

• New definitions of uUTI and cUTI

NEW definition

Complicated UTI (infection beyond 
bladder)
Pyelonephritis
CAUTI
Febrile or bacteremic UTI

Uncomplicated UTI (not extending 
bladder)
Everything else (in women OR MEN)



Treatment Conundrums: Not Always Black 
and White

• Clinicians are presented with:
• Medical statements that are based on opinion > robust evidence
• Evidence that has evolved yet perception remains unchanged

• Highlights the need for vigilance as evidence bases evolve

IDWeek 2023. McCreary, et al. Clin Infect Dis 2023;77(8):1120-1125.



Inspiring quote about diagnostic 
stewardship

• "Remember, ordering a diagnostic test is like 
picking your nose in public. You must first consider 
what you will do if you find something."

Dr. Catherine DeAngelis, 1994

First woman Editor of JAMA

IDWeek 2023.



Speaking of diagnostic stewardship...



Defining Diagnostic Error



How Common is the problem? ~7%



Diagnostic delays for ID are common



Diurnal temperature variation
Data collated from 10 million thermometer readings around the US



Depending on the time of day the patient presents, you may 
have a higher or lower probability of catching the fever



Diagnostic Stewardship in Infectious 
Diseases



How to steward diagnostics



The most effective intervention depends 
on what you're trying to accomplish



Targets for diagnostic stewardship 
in ID



QUESTIONS?


