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Criteria

• IMHO

• COVID excluded 

• Published during 2023

• 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



Why not COVID

• www.youtube.com/watch?v=uR3LCB1scdk

https://www.youtube.com/watch?v=uR3LCB1scdk


Chat GPT: Write a poem about the main 
infectious diseases stories of 2023



Chat GPT: Write a poem about the main 
infectious diseases stories of 2023

In twenty-three, a world in strife, Infectious tales, the pulse of life. A virus danced, a 
stealthy sprite, Yet science stood, prepared for the fight.

COVID's kin, a novel strain, A global challenge, not in vain. Vaccines rolled, a shield so 
strong, Defying threats, they marched along.

Pandemic's echoes, still they rang, In crowded streets and silence sang. Delta waned, 
but new emerged, A vigilant world, its course converged.

In 2023, the world did learn, From every twist, a page did turn. Through trials faced and 
battles won, Resilience glowed like the morning sun.

So here's the tale of twenty-three, Of microbes, masks, and unity. Infectious stories, a 
chapter past, Humanity endures, steadfast







Honorable Mentions

• Varghese NEJM 2023; 388: 792. Scrub typhus RCT
• 794 patients with scrub typhus randomized to IV docyxycline, azithromycin or both for 7 days. Combo 

therapy was clearly superior

• Luetkemeyer NEJM 2023; 388: 1296. DoxyPEP trial
• 501 MSM at high risk for STIs, randomised to 200mg Doxy stat after each episode of condomless sex or 

not. At least one STI occurred in ~10% in the doxy arm versus 30% standard of care. 

• Wang NEJM 2023; 388: 1843. Leprosy PEP
• Cluster RCT in China. 207 households (7,450 household contacts of leprosy) randomised to 1 dose 

rifapentine, 1 dose rifampicin or control. Rifampicin didn’t work but rifapentine incidence ratio 0.16.  

• De Jonge Lancet Regional Health 2023; 36:100782. PRECIOUS trial. 
• 2x2x2 Factorial RCT of CTX, Paracetamol, Metoclopramide or not after CVA. Stopped early as ran out of 

$$. ~1,100 randomised to CTX or not for 4 days. No benefit on anything except less UTIs. 

• Omrani CMI 17/10/23; SOAB trial
• RCT In 165 stable adults with G-ve bacteraemia, switch from IV to PO antibiotics after 3-5 days was non-

inferior to continued IV (Rx failure 25.6% IV group versus 21.7% PO group). 





• WHY
• Paradigm-shifting

• SUMMARY
• Case-control study from a cohort of 10 million young adults in the US military

• Used stored serum plus medical record reviews

• 955 were diagnosed with MS plus 1,566 matched controls had blood tested for 
virome, serology, Neurofilament light chain

• Risk of incident MS increased 32-fold after EBV seroconversion, but not at all after 
CMV seroconversion. All but 1 MS cases had preceding EBV seroconversion

• Serum neurofilament light chain increased only after EBV seroconversion 1









• WHY
• Paradigm-shifting

• IMPLICATIONS
• EBV is the (or at least a) cause of MS

• An EBV vaccine in childhood would likely prevent a large proportion of MS (not 
to mention various malignancies)

• Antivirals (even if they were effective against EBV) would likely not have an 
impact as would be initiated too late/asymptomatic infection

1



Copaescu et al PALACE Trial. JAMA Int Med;183(9)

• WHY
• Practice changing

• SUMMARY
• 382 patients, 6 hospitals (Australia, US, Canada) with PENFAST score<3

• Randomised to oral penicillin challenge or SOC (skin test then oral challenge)

• Positive oral challenge (immune-mediated within 1 h) occurred in 1 patient 
(0.5%) in each group. 

• Oral challenge was with amoxycillin or penicillin V

• Delayed rash occurred in 9 patients in DOC group and 10 in SOC group. No SAEs. 
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Copaescu et al PALACE Trial. JAMA Int Med;183(9)

• WHY
• Practice changing

• IMPLICATIONS
• The PENFAST score has previously been validated on large observational 

datasets.

• This strengthens the evidence with a well-designed RCT

• Those with a penicillin allergy and a PENFAST score of < 3 should have a direct 
oral challenge (in hospital)

• Not clear if can apply this to outpatients, or those with allergies to other beta-
lactams.  
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• WHY
• Practice changing

• SUMMARY
• 800 adults with severe CAP in 31 French ICUs randomised to hydrocortisone 

200mg daily IV for 4 or 7 days then a taper, or placebo (total 8 versus 14 days). 
Day 28 mortality was 6.2% in the steroid group and 11.9% in the placebo 
group (p=0.006)

• 2ry outcomes were also better (need for intubation, need to start 
vasopressors) in the steroid group

• SAEs no different. Higher insulin doses needed in steroid group
• Note study drug started within a mean 3







• WHY
• Practice changing

• IMPLICATIONS
• Controversy about dosing (continuous infusion needed or not?); trial stopped 

early (2nd interim); 6 previous RCTs showed benefit but NOT on mortality

• I think we should strongly consider hydrocortisone use in those with severe 
bacterial CAP (PSI V, HFNO>50% FiO2, or intubated)

• REMAP-CAP steroid domain for bacterial CAP pending and important to await 
before definitive conclusions 3



• WHY
• Practice-changing

• SUMMARY
• 7,769 patients with HIV (145 sites in 12 countries), aged 40-75 years, low-

moderate CV risk, on ART. Randomised to pitavastatin 4mg daily or placebo. 
Stopped early after 5 years: risk of MACE or death 4.81/1000 person-years in 
statin group versus 7.32 in placebo (HR 0.65, p-0.002). 

• Myalgia (2.3% versus 1.4%) and new diabetes (5.3% versus 4.0%)
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• WHY
• Practice-changing

• IMPLICATIONS
• HIV itself is a cardiovascular risk factor (hence the rationale for the trial)

• People with HIV, aged over 40, and with >=moderate CV risk (10% 5 years) 
should be on a statin, regardless of LDL level (NNT ~50)

• Those with low risk (<5%, or 5-10%) less clear (NNT 100-200, NNH ~80)

• Probably other statins would also have the same effect, but this is unclear
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• WHY
• Potentially Practice changing

• SUMMARY
• 387 adults with SAB (MSSA=287/ MRSA=94) randomised to ceftobiprole 

500mg QID (TDS from day 9) or daptomycin 6-10mg/kg/day (+/- aztreonam). 
Rx success at day 70 was 69.8% ceftobiprole versus 68.7% daptomycin – non-
inferior. 

• <72 from blood draw; “complicated” bacteraemia 

• Nausea in 5.2% ceftobiprole versus 0% daptomycin; diarrhoea 4.2% vs 1.0%
5









• WHY
• Potentially Practice changing

• IMPLICATIONS
• Ceftobiprole will likely be FDA approved 2024 (under review – 1st new AB for 

SAB since Daptomycin 15y ago)
• Design was pharma-led/registrational and thus disappointing – the area of 

need is MRSA not so much MSSA. I would have preferred ceftaroline (BD 
dosing) and only MRSA bacteraemia

• Need head to head before recommending this over fluclox for MSSA! Still 
nothing shown superior to Vanco for MRSA-B
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• WHY

• Practice-changing – an exception to the rule that shorter is better 

• SUMMARY
• 240 men with febrile UTI from 27 French centres were randomised to 7 versus 

14 days of antibiotic duration, double-blind, placebo controlled

• Treatment was ofloxacin (ceftriaxone could be used days 1-3)

• Rx success at 6 weeks was 55.7% in the 7-day group and 77.6% in the 14-day 
group (NOT non-inferior, risk difference -21.9%)

6
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• WHY

• Practice-changing – an exception to the rule that shorter is better 

• IMPLICATIONS

• Previous RCT showed 7 days non-inferior to 14 in males with 
afebrile outpatient UTIs

• Men are different from women

• Shorter is not always better 
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• WHY
• Practice changing

• SUMMARY
• 674 adults with Rif-S TB randomised to either standard Rx (RI24+PE8) or 3 

shorter regimens. Composite 1ry outcome of death/active disease/ongoing Rx 
at week 96 occurred in 3.9% standard Rx, 11.4% rif-linezolid, 5.8% 
bedaquiline-linezolid. 

• Shorter regimens: 8 weeks of the 5 drugs +/- a further 4-8 weeks PRN
• Average Rx duration 180 days (standard) vs 85 days (Bedaquiline)
• Rif-Linezolid regimen was NOT non-inferior to standard, but Bedaquiline-

Linezolid WAS non-inferior. 7
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• WHY
• Practice changing

• IMPLICATIONS
• Have we finally found the holy grail of a shorter TB Rx regimen that works?

• Short regimen higher pill burden, higher potential for toxicity
• Isoniazid+Pyrazinamide+Ethambutol+Bedaquiline+Linezolid

• ?Cost and availability.
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• WHY
• Practice changing, dogma challenging

• SUMMARY
• 4,239 patients having elective hip or knee replacement at one of 11 Australian 

hospitals without known MRSA colonisation, randomised to standard 
prophylaxis (cefazolin+placebo) or combination (cefazolin+vancomycin)

• All followed local protocols for pre-op screening and Staph load reduction

• SSI occurred in 4.5% vanco group versus 3.5% placebo (RR 1.28, 95% CI 0.94 
to 1.73) 8







• WHY
• Practice changing, dogma challenging

• IMPLICATIONS
• Early post-op PJI is often  polymicrobial and involves cefazolin-R organisms 

(CoNS, enterococcus) – so adding vanco to cefazolin should work right?

• BUT theoretical reasoning for ID (and other) interventions often turns out to 
be completely wrong when subjected to an RCT

8



9

• WHY
• Dogma-challenging

• SUMMARY
• 2,511 patients presenting to ED/ICU for whom clinicians started an 

antipseudomonal antibiotic within 12h of presentation, randomised to Pip-
Tazo or Cefepime. The primary outcome of AKI (10.2% cefepime, 8.8% Pip-
Tazo) or death (7.0%C vs 6.0%P) by day 14 was no different.

• Embedded trial – waiver of consent, electronic medical record automatically 
screened for eligibility, randomised and recommended what to prescribe

• 77% were receiving concomitant vancomycin at baseline

• More delirium in the cefepime group

JAMA. 2023;330 (16):1557-1567. 

do:10.1001/jama.2023.20583
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• WHY
• Dogma-challenging

• IMPLICATIONS
• Vanco plus pip-tazo is probably NOT more nephrotoxic than Vanco plus a 

cephalosporin

• RCT results are often different from, and should trump observational study 
results

• It is possible to do a truly embedded RCT

JAMA. 2023;330 (16):1557-1567. 

do:10.1001/jama.2023.20583



• WHY
• Potentially Practice changing

• SUMMARY
• 29,278 women having planned vaginal delivery in 7 low or middle income 

countries (Africa, Asia, Latin America), randomised to a single 2g oral dose of 
azithromycin or placebo. Maternal death or sepsis within 6 weeks was lower 
in the azithro group (1.6%) than the placebo (2.4%), RR 0.67, p<0.001

• No difference in maternal mortality, or in neonatal outcomes
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• WHY
• Actually probably not Practice changing!

• IMPLICATIONS
• Probably not applicable in high-income countries (lower baseline rate of 

maternal sepsis or death) – although note the LUSCS equivalent is 
recommended in the USA 

• Superiority driven only by less maternal sepsis (not a mortality reduction, and 
no benefit to the neonate) – mainly endometritis. Is this worth a NNT of 125?
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