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NON-COVID!!
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Criteria

• IMHO

• COVID excluded 

• Published during 2024

• Deal with diagnosis or treatment of infectious diseases

• Relevant to (my) clinical practice

• Practice-changing, paradigm-shifting, or dogma-challenging. 

• In alphabetical order by first author









Honorable Mentions

Hayward D-Mannose to prevent recurrent UTI in women
JAMA Internal 
Medicine

In 303 women at 99 primary care centres in the UK,  with recurrent 
UTIs, D-Mannose daily did not significantly decrease the risk of 
recurrent UTIs

Lopez-Cortes SIMPLIFY trial Lancet ID

RCT in 21 Spanish hospitals, where 344 with GN bacteraemia Rxd 
with an antipseudomonal beta-lacatam were randomised to de-
escalation or not; there was no difference in clinical cure or 
mortality

Okhuysen Ridinilazole vs Vancomycin for CDI CID
759 patients with CDI randomised to 10 days of Rid versus Vanco, 
Rid was non-inferior for clinical response but superior for relpase

Sie
Azithromycin during routine well-infant visits 
to prevent death (CHAT) NEJM

Single dose of azithro at 5-12 weeks of age in 32,000 babies in 
Burkina Faso had no impact on mortality

Sprague PREP-IT trial NEJM

In 8485 adults with limb fractures, ETOH-iodine a bit better than 
ETOH-Chlorhex as skin prep for closed fractures but no difference 
for open

Wagenlehner
Phase 3 RCT of geptidacin for uncomplicated 
UTI (EAGLE) Lancet New 



Honorable mentions implications

• Hayward – D-Mannose disappointing for UTI prevention

• Lopez-Cortes – De-escalate Abs in those with S GN bacteraemia

•  Okhuysen – New (expensive) better CDAD drug: Ridinilazole

• Hozhev – Probiotics prevent antibiotic associated diarrhoea

• Sie – Don’t give single dose Azithro to all babies in sub-Saharan Africa

• Sprague – Use ETOH-Iodine for closed fractures needing ORIF

• Wagenlehner – Gepticidan (+2 more)* new option for R UTI

*Pivmenicillin and Sulopenem/probenicid



• WHY 
• Paradigm-shifting
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• WHY 
• Paradigm-shifting

• WHAT/HOW
• 1787 adults in 18 isolated Honduran villages had social network mapping and 

gut microbiome sequencing

• KEY FINDINGS
• Microbial-sharing occurs both within households and with other relationships

• Socially central people are more microbiologically similar to the overall village 
than socially peripheral people
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• Strain-sharing rate can be used to 
guess who your friends are

• (Adding socio-demographic variables 
only increased this predictive ability a 
bit)



• WHY 
• Paradigm-shifting

• IMPLICATIONS
• Diseases formerly thought to be non-communicable (e.g. obesity, inflammatory 

arthritis) may actually be (at least partially) transmissible!
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• WHY 
• Practice-changing

• WHAT/HOW
• Lenacapavir is an HIV capsid inhibitor with a long half life
• 5338 HIV-ve women from Sth Africa and Uganda randomised to 6-monthly 

subcut lenacapvir, daily FTC/TAF or daily FTC/TDF OR matching placebo
• 1ry outcome: incidence of new HIV infections 2
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Bekker – PURPOSE trial - NEJM

• WHY 
• Practice-changing

• IMPLICATIONS
• PURPOSE 2 trial showed the same in men (and gender diverse people) across 7 

countries including USA

• If you don’t take a drug it doesn’t work!

• Lenacapavir should be the standard of care for PREP in those at high risk of HIV 
BUT cost and health economics are a barrier

• Current estimated cost=$40,000/person/year, versus ~$1,500 for TDF/FTC

2



Browne – CLEEN trial – Lancet ID

• WHY 
• Practice-changing
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• WHY 
• Practice-changing

• WHAT/HOW
• Stepped-wedge cluster RCT in ten wards of Gosford hospital

• Intervention: multimodal cleaning bundle of shared medical equipment – extra 
3h per day by trained study staff
• E.g. Shpygmos, walking frames, commodes, drip stands

• Primary outcome incidence of new HAI (fortnightly point-prevalence survey)
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• Control period HAIs
• 433/2497 (17.3%, 15.9-18.8%)

• Intervention period HAIs
• 301/2508 (12.0%, 10.7-13.3%)

• Relative reduction of 34.5%



• WHY 
• Practice-changing

• IMPLICATIONS
• Hospital environmental cleaning is crucial and under-appreciated AND reduces 

acquisition of HAIs

• BUT it is resource intensive to do it properly

• Needs to be repeated in other/larger hospitals and settings to assess 
generalisability
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• WHY 
• Practice-changing

• WHAT/HOW
• RCT in 74 hospitals, 7 countries, 3608 patients (55% in ICU)

• Randomised to 7 vs 14 days total antibiotic duration for bacteraemia 
• S.aureus and fungi excluded

• Need for prolonged Rx excluded (e.g. endocarditis, BJI, undrained collections)

• Timing of oral switch and choice of ABs at clinicians’ discretion

4*COI and acknowledgement
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• WHY 
• Practice-changing

• IMPLICATIONS
• 7 days of antibiotics should be the standard duration for bacteraemia UNLESS it 

is S.aureus or is a defined syndrome with a clear need for longer durations 

• Regardless of disease severity, ICU admission, focus of infection
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• WHY 
• Practice-changing

• WHAT/HOW
• RCT in 104 ICUs in 7 countries

•  7,202 adults with sepsis treated with pip/tazo or meropenem randomised to 
continuous infusion or intermittent dosing

• Primary outcome=90 day all-cause mortality

5
*COI and acknowledgement









• 9,108 critically ill adults across 18 RCTs
• Pooled risk ratio 90-day mortality=0.86 (95% CI 0.70-0.97)
• Pooled risk of clinical cure 1.16 (95% CI 1.07-1.31)



Is it time to implement prolonged infusions of beta‐lactam antibiotics in and beyond critical care settings?

Internal Medicine Journal, First published: 26 November 2024, DOI: (10.1111/imj.16584) 



• WHY 
• Practice-changing

• IMPLICATIONS
• In critically ill adults treated with beta-lactams for suspected or proven sepsis, 

antibiotics should be administered by continuous infusion wherever possible

• Unclear if this applies to children or to non-critically ill people
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• WHY 
• (Potentially) Practice-changing

• Dogma challenging

• WHAT/HOW
• RCT in 31 hospitals in 4 Germany, Spain, France and the Netherlands

• 213 patients with low-risk SAB randomised to switch to oral antibiotics after 5-7 
days or to complete 14 days IV

• Outcome was composite of SAB complication by day 90
• Attributable death, relapse, new deep-seated infection

• Used cotrimoxazole, clindamycin or linezolid PO (in that heirarchy) 6





• WHY 
• (Potentially) Practice-changing

• Dogma challenging

• IMPLICATIONS
• Note 5063 patients screened to get 213 enrolled

• Note trial stopped early; original sample size=430; Non-inferiority margin=10%

• i.e. it is very hard to do these trials, and it doesn’t apply to most SAB patients!

• BUT gives us confidence to keep enrolling in SNAP EOS domain
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• WHY 
• Practice-changing

• Paradigm-shifting

• WHAT/HOW
• RCT at 332 UK general practices

• 13,799 adults with URTI symptoms and >=1 risk factor for adverse outcomes 
randomised to 
• Usual care

• Gel-based nose spray 6x/day

• Saline nose spray 6x/day

•  iv) Behavioural intervention (website) 7





• WHY 
• Practice-changing

• Paradigm-shifting

• IMPLICATIONS
• Saline-based nasal spray should be routinely recommended for URTI (in addition 

to rest, simple analgesia etc.)
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• WHY 
• Practice-changing

• WHAT/HOW
• RCT at 18 Danish paediatric hospitals

• Children with BJI and <24h of antibiotics were randomised to oral ABs 
(Augmentin <5 years, Diclox>5 years)  from day 1 or IV Ceftriaxone for >=3 days 
until clinical improvement and falling CRP, then oral. 

• Primary endpoint=sequelae after 6 months (assessed blindly – affected mobility 
or joint function)
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Nielsen – Oral vs IV Abs for kids with BJIs – Lancet ACH

• WHY 
• Practice-changing

• IMPLICATIONS
• Lots of cross-over (17% PO→IV and 9% IV→PO)

• ?Wrong primary endpoint?

• Complex/difficult BJIs excluded

• Key point: there is no need for any minimum duration of IV antibiotics in kids 
with BJI

• BEST trial ongoing in Australia
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• WHY 
• Practice-changing

• WHAT/HOW
• Standard MTCT Rx for HBV and a high VL is TDF in the 3rd trimester plus HBIG 

(and vaccination) at birth, but HBIG unavailable in some LMICs

• 280 pregnant women with HBV VL>200,000 randomised to TDF from 16/40 and 
no HBIG or TDF from 28/40 with HBIG at birth

9
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• WHY 
• Practice-changing

• IMPLICATIONS
• In the absence of HBIG, TDF alone is very effective at preventing MTCT of HBV if 

started early

• We probably don’t actually need HBIG at all in this setting
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• WHY 
• Paradigm-shifting, proof of concept

• WHAT/HOW
• Retrospective cohort study including 7742 hospitalised patients at one US 

hospital with “broad spectrum” beta-lactam use for >=3 days

• “Spectrum” defined using BLSS

• Grouped into: i) De-escalation occurred; ii) No change; or iii) Escalation

• Primary endpoint=isolation of a new resistant Gram negative w/i 60 days

10



Antibiotic MSSA MRSA Enterococcus VRE DRSP

Moraxella, H. 

flu

E. coli, 

Klebsiella ESBL CRE

Citrobacter, 

Enterobacter, Serratia Pseudomonas MDRO Anaerobes B. fragilis Atypicals

Spectrum 

Score

Oxacillin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1

Dicloxacillin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1

Amoxicillin 0 0 1 0 0 0 0.5 0 0 0 0 0 0 0 0 1.5

Ampicillin 0 0 1 0 0 0 0.5 0 0 0 0 0 0 0 0 1.5

Cephalexin 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 2

Penicillin 0 0 1 0 0 0 0 0 0 0 0 0 1 0 0 2

Aztreonam 0 0 0 0 0 1 1 0 0 0 1 0 0 0 0 3

Cefazolin 1 0 0 0 0 1 1 0 0 0 0 0 0 0 0 3

Cefdinir 1 0 0 0 0 1 1 0 0 0 0 0 0 0 0 3

Ceftazidime 0 0 0 0 0 1 1 0 0 0 1 0 1 0 0 4

Ceftriaxone 1 0 0 0 1 1 1 0 0 0 0 0 1 0 0 5

Amox/clav 1 0 1 0 0 1 1 0 0 0 0 0 1 1 0 6

Pivotal beta-lactam antibiotics

Amp/sulb 1 0 1 0 0 1 1 0 0 0 0 1 1 1 0 7

Cefepime 1 0 0 0 1 1 1 0 0 1 1 1 0 0 0 7

Ceftaroline 1 1 1 0 1 1 1 0 0 0 0 1 0 0 0 7

Ceftol/tazo 0 0 0 0 0 1 1 1 0 1 1 1 1 1 0 8

Ceftaz/avi 0 0 0 0 0 1 1 1 1 1 1 1 1 0 0 8

Pip/tazo 1 0 1 0 0 1 1 0 0 1 1 0 1 1 0 8

Ertapenem 1 0 0 0 1 1 1 1 0 1 0 1 1 1 0 9

Meropenem 1 0 0 0 1 1 1 1 0 1 1 1 1 1 0 10

Mero/vabor 1 0 0 0 1 1 1 1 1 1 1 1 1 1 0 11

Imipenem 1 0 1 0 1 1 1 1 0 1 1 1 1 1 0 11

MSSA = methicillin-sensitive Staphylococcus aureus, MRSA = methicillin-resistant Staphylococcus aureus, VRE = vancomycin-resistant Enterococcus, DRSP = Drug-resistant Streptococcus pneumoniae, H. flu = Haemophilus influenzae, ESBL = Extended spectrum beta-lactamase, 

CRE = Carbapenem-resistant Enterobacterale, MDRO = Multidrug-resistant organism, Amox/clav = amoxicillin/clavulanate; Amp/sulb = ampicillin/sulbactam; Ceftol/tazo = ceftolozane/tazobactam; Ceftaz/avi = ceftazidime/avibactam; Pip/tazo = piperacillin/tazobactam; 

Mero/vabor = Meropenem/vaborbactam
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• WHY 
• Paradigm-shifting, proof of concept

• IMPLICATIONS
• De-escalating doesn’t only make ID physicians feel good – it decreases the 

emergence/acquisition of resistant Gram negatives
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Top 10 Non-COVID ID papers 2024+implications

1. Beghini – Many “non-communicable” diseases are probably communicable

2. Bekker  – 6 monthly S/C lenacapavir should be standard for PEP if/where affordable

3. Browne – Shared hospital equipment should be cleaned daily

4. Daneman – 7 days antibiotics is enough for nearly all uncomplicated bacteraemias

5. Dulhunty – Beta-lactams should be used by continuous infusion in ICU for sepsis

6. Kaasch – Early oral switch is probably safe for uncomplicated SAB (more data needed)

7. Little – Saline nasal spray should be recommended for all URTIs

8. Neilsen – There is no minimum duration of IV ABs for kids with BJI – just use oral

9. Pan – HBIG not needed to prevent MTCT of HBV if TDF started early enough

10. Teshome– Antibiotic de-escalation has tangible benefits

Prof Josh Davis, December 2024   @gurujosh.bsky.social         joshua.davis@health.nsw.gov.au





• WHY 
• (Potentially) Practice-changing

• Dogma challenging

• WHAT/HOW
• 564 adult outpatients from Bulgarian Resp and ENT clinics receiving broad 

spectrum antibiotics were randomised to 2 probiotic capsules PO daily for the 
duration of AB treatment plus 14 more days OR placebo. 

• Primary outcome=number of participants who had >=1 day of diarrhoea (>=3 
loose stools/24h)
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• 13 selected bacterial strains

• 100 billion CFU per dose (2 capsules)

• Plus ”prebiotic blend” of oligosaccharides

• Plus B vitamins

• A$37 per 14 day course on eBay

• Note trial sponsor was Neopharm Bulgaria but they played no role 
etc. 

• Author CoI statement: All authors have delivered scientific lec- tures on a given problem for 
various pharmaceutical companies, including Neopharm Bulgaria. 







• WHY 
• (Potentially) Practice-changing

• Dogma challenging

• IMPLICATIONS
• Shifts the needle on probiotics but the jury is still out for me

• Opposes many previous RCTs of other products

• Need to replicate this in an independent trial and in hospital settings
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