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This trial was an individually randomized, open-label, hierarchical non-inferiority—superiority trial in 39 intensive
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administered culture-directed antibiotics. In culture-negative cases, empirical antibiotic choices were made depending
on local hospital antibiograms reported by the respective microbiology laboratories or prevailing local guidelines.
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was a 60-day composite endpoint of death or pneumonia
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criteria were met, antibiotics were discontinued as early as day 3 for patients with culture-negative VAP and as early
as day 5 for patients with positive cultures. One third of patients had culture-negative VAP. More than half of positive
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patients with VAP associated with carbapenem-resistant Gram-negative bacilli and Gram-negative non-fermenting
bacilli, the individualized short-course strategy was also similar to usual care, with no major differences in the primary
outcome.
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with patients predominantly enrolled from low-income
and middle-income countries. As most of you know

diagnosing VAP can be challenging and subjective. This . . .

) o ) . antibiotic consumption. These VAP episodes were mostly
study supports stopping antibiotics sooner if the patient i treated with combinations of colistin or polymyxin B, beta-
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They found a high proportion of VAP associated with
carbapenem-resistant Gram-negative bacilli and high
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regions where the study was conducted. Although the trial intervention to reduce antibiotic treatment duration was

ultimately aimed at reducing overall antimicrobial resistance and side effects, they did not obtain unit-level antimicrobial

oU=0=E- DUS8D dm-EG 8SEG-U-®8=E § 98=6JEJ §=- 6 U=E§ 980 iUPEG 8O-E-8i9 § E
they did show antibiotic side-effects occurred more frequently in the usual care group. One third of patients had culture-

negative VAP which | would have excluded from analysis.

BOTTOM LINE

In this study of adults with VAP, individualized shortened antibiotic duration guided by clinical response was non-
inferior to longer treatment durations in terms of 60-day mortality and pneumonia recurrence, and associated with
substantially reduced antibiotic use and side-effects.

Evaluation of the HANDOC score and the 2023 ISCVID and ESC Duke clinical
criteria for the diagnosis of infective endocarditis among patients with

streptococcal bacteremia
Clin Infect Dis published online June 6. 2024
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or valve disease; Aetiology with Streptococcus mutans, S. bovis, S. sanguinis, or S. anginosus; Number of positive blood
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Performance of the two versions of the HANDOC score in identifying patients at high-risk for infective
endocarditis and the three versions of the Duke clinical criteria for the diagnosis of infective endocarditis
among 707 episodes from the bacteremia cohort with the reference standard being the diagnosis of
Endocarditis Team

Sensitivity Specificity PPV NPV Accuracy
% (95% ClI) % (95% ClI) % (95% ClI) % (95% ClI) % (95% Cl)

HANDOC score >2 points (all streptococci) 91 (85-95) 83 (80-86) 58 (53-62) 97 (96-98) 85 (82-87)

HANDOC score >2 points

(non-beta-hemolytic streptococc: n=607) 95 (90-98) 82 (78-85) 61 (56-65) 98 (96-99) 85 (82-88)

2015 Duke-ESC 65 (57-72) | 100 (98-100) | 97 (92-99) 92 (90-93) 93 (91-94)
2023 Duke-ISCVID 81(74-86) | 99 (98-100) | 95 (90-97) 95 (94-97) 95 (94-97)
2023 Duke-ESC 73(65-79) | 99 (98-100) | 95 (90-98) 93 (92-95) 94 (92-95)

ESC: European Society of Cardiology; ISCVID: Internation Society of Cardiovascular Infectious Diseases
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BOTTOM LINE

The HANDOC score showed an excellent NPV to identify episodes at high-risk for IE. Among the different versions
of the Duke criteria, the 2023 Duke-ISCVID version fared better for the diagnosis of IE among streptococcal bacteremia.
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their effects on clinical outcomes, cost-effectiveness, and antimicrobial resistance. They selected randomized and
nonrandomized trials and observational and quality improvement studies evaluating the impact of ASP with a cutoff date
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Antimicrobial Stewardship Programs in Neonates: A Meta-Analysis

Pediatrics 2024;153(6):2023065091
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low-certainty evidence.
Forest plot of pairwise meta-analysis between pre-ASP and post-ASP group
(using random effects model): Proportion of DOT

A Pre-ASP Post-ASP Risk Difference Risk Difference
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Berardi 2021 1694 5608 1240 5767 11.1% 0.09 [0.07, 0.10] -
Cantey 2016 5405 15749 2596 10293 11.1% 0.09 [0.08, 0.10] .
Feng 2023 25027 33628 8763 21322 11.2% 0.36 [0.35, 0.37]
Gustavsson 2020 2402 4498 1753 3762 11.1% 0.07 [0.05, 0.09] -
Lu 2019 39803 73275 23098 60753 11.2% 0.16 [0.16, 0.17]
Maalouf 2023 2770 3611 9623 22131 11.1% 0.33[0.32, 0.35] .
Malviya 2022 7115 9461 3273 12397 11.1% 0.49 [0.48, 0.50] .
McCarthy 2018 572 1000 316 758 10.9% 0.16 [0.11, 0.20] -
Thampi 2019 4147 10498 3083 9093 11.1% 0.06 [0.04, 0.07] =
Total (95% Cl) 157328 146276 100.0% 0.20 [0.10, 0.30] L g
Total events 89835 53745
Heterogeneity: Tau? = 0.02; Chi? = 5415.35, df = 8 (P <.00001); I = 100% 5 o s o= 7
Test for overall effect: Z = 3.99 (P <.0001) Favours [experimental] Favours [control]
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Empirical treatment with broad-spectrum antibiotics is a common practice for neonates to either prevent infection or
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reduce the progression to fulminant sepsis. Excessive antibiotic
exposure has been linked to increased neonatal mortality and
morbidity, as well as adverse neurodevelopmental outcomes. “Excessive antibiotic exposure has
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that prolonged, early antibiotic exposure is associated with as adverse neurodevelopmental
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reviewed seventy articles and over 350,000 neonates. This meta-
analysis showed that neonatal ASP interventions are in fact associated with reduction in
the initiation and duration of antimicrobial use, without an increase in adverse events.
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and antimicrobial spectrum index are all used, but it is unclear which, if any, of those F
measures is the best one. The best measure is the one that predicts patient outcomes,
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also point out that very few manuscripts include economic impact or antimicrobial
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reduce unnecessary antibiotic consumption. Now, we need to show that effective neonatal
antimicrobial stewardship will improve meaningful, patient-level outcomes.

BOTTOM LINE

ASP interventions in neonates are associated with either limiting initiation or decreasing duration of antimicrobial
exposure, both in the NICU and postnatal settings, without increasing adverse events. Future studies are needed to
evaluate the development of drug resistance and economic burden.

Molecular Epidemiology of Clostridioides difficile Colonization in Families
with Infants

OFID published online June 10,2024

Families of healthy infants were recruited at the baby’s 4-month well child visit and were followed longitudinally
until the baby was approximately 9 months old. Stool samples or rectal swabs were collected from the infants and their
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of resistance to the 4 classes of antimicrobials studied.

Prevalence Among Methicillin-Resistant Staphylococcus aureus (MRSA) Isolates of
Resistance to Clindamycin, Tetracycline, Trimethoprim-Sulfamethoxazole (TMP-SMX), and
Macrolides From 2010 to 2019
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were highest in the South over the duration of the study period. Prior work has suggested that the combination of
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Only infections among outpatients were considered in this analysis of antimicrobial resistance among community S aureus
infections; different rates of resistance to non—  p-lactam agents might be observed among inpatients with infections.

BOTTOM LINE

In this study of outpatient S aureus isolates, MRSA became less common over the 10-year period, and MRSA isolates
were increasingly resistant to tetracyclines and trimethoprim-sulfamethoxazole.

Cow’s Milk Containing Avian Influenza A(H5NI1) Virus — Heat Inactivation
and Infectivity in Mice

N Engl J Med published online May 24, 2024
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that commercial pasteurized milk is safe, but the detection of virus in unpasteurized bovine milk may present a risk of
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BOTTOM LINE

Heat inactivation under the laboratory conditions used here reduces HPAI H5 virus titers by more than 4.5 log
units. However, laboratory experiments do not exactly replicate commercial pasteurization processes.

Massive outbreak of Influenza A H5N1 in elephant seals at Peninsula Valdés,
Argentina: increased evidence for mammal-to-mammal transmission

bioRxiv posted online June 1, 2024
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BOTTOM LINE

From a public health perspective, mammal-to-mammal transmission could be a critical stepping-stone in the
evolutionary pathway for these viruses to become capable of human-to-human transmission and thus potentially be
the next pandemic.

Multicountry spread of influenza A(HINT)pdmO89 viruses with reduced
oseltamivir inhibition, May 2023-February 2024

Emerg Infect Dis. 2024 published online June 12, 2024
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monitors antiviral susceptibility of viruses submitted to the national surveillance system and those collected in other
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Influenza A(HIN1) pdmO089 viruses with amino acid substitutions in neuraminidase that may affect inhibition
by oseltamivir*

No. viruses with NA

NA substitution T Viruses collected from countries (no. in each)

substitution
H275Y 4 Argentina (1), * Panama (1), USA (2)
1223V 18 Abu Dhabi (5), Bangladesh (5), Bahrain (2), Canada (1), Costa Rica (1), USA (4)
S247N 15 Abu Dhabi (2), Bhutan (3), Brazil (1), Canada (1), Hong Kong (1), Oman (1), USA (6)
1223V + S247NS* 17 Bangladesh (11), Hong Kong (1), Maldives (1), Niger (3), USA (1)

*Next-generation sequencing-based virologic surveillance conducted at the Centers for Disease Control and Prevention, May 2023—February 2024.
TAccording to a subtype-specific NA amino acid numbering system.
This virus also contains NA-S247N. Virus was not recovered in cell culture.

fCombination of 1223V + S247N was not reported previously.
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BOTTOM LINE

This study highlights the need to closely monitor evolution of dual mutants because additional changes may further
affect susceptibility to antiviral drugs or provide a competitive advantage over circulating wild-type viruses.

Impact of Intrapartum Azithromycin on the Carriage and Antibiotic
Resistance of Escherichia coli and Klebsiella pneumoniae in Mothers
and their Newborns: a sub-study of a Randomized Double-Blind Trial

Conducted in The Gambia and Burkina Faso
Clin Infect Dis published online May 16, 2024
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of the intervention on these two gram-negative bacteria
due to their role in neonatal sepsis and their rising rates
of multidrug resistance which severely limits treatment
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was low with no resistance to meropenem. In NPS, resistance to all tested antibiotics was either low or absent.
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However, it is important to evaluate the effect of this intervention on bacterial colonization and antimicrobial resistance.
Although this trial found that intrapartum azithromycin did not achieve the primary outcome of reducing neonatal sepsis
and mortality, it did reduce neonatal and maternal infections.
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BOTTOM LINE

Intrapartum azithromycin decreases carriage of E. coli and increases carriage of K. pneumoniae in the gut of
neonates. The intervention also increases carriage of azithromycin-resistant E. coli and K. pneumoniae isolates, a
potential threat to the spread of such resistance to the community and NICU.
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Potential Sexual Transmission of Tinea Pubogenitalis From TMVII
JAMA Derm published online June 5, 2024

Tinea genitalis has increasingly been reported in
Europe attributed to the emerging dermatophyte, T
UE-89 6-eEU=80 EU9 - 8E9- =P90IUOE&=6
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authors describe a patient with TMVII resulting in tinea
genitalis, glutealis, and corporis to highlight risk factors,
diagnosis, and treatment.

A malein his 30s was referred with a scaly, erythematous
eruption in the inguinal region, genitalia, legs, arms, and
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He reported multiple male sexual partners while traveling, i
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prior to developing skin lesions. He reported shaving and waxing the pubic region and denied pet exposure. He did
not have HIV or immunocompromising conditions. Prior to referral, a skin biopsy from the right thigh demonstrated
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Tinea genitalis/pubogenitalis is a rare manifestation of dermatophytosis affecting the genitals and pubic region. In
the last decade, male genital dermatophytosis has been increasingly reported in India, corresponding to the emergence
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is suspected or diagnosed, sexual partners should be evaluated, and the patient screened for other sexually transmitted
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BOTTOM LINE

This is the first case of sexually transmitted fungal infection caused by Trichophyton Mentagrophytes Type VII
reported in the US. Prolonged treatment duration with terbinafine is necessary.

11
Clinical Course, Antifungal Susceptibility, and Genomic Sequencing of

Trichophyton indotineae

JAMA Derm May 15, 2024
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series suggest that disease severity, diagnostic delays, and indotineae from other Trichophyton species or provide
lack of response to typically used doses and durations information on antifungal susceptibility. Only molecular

of antifungals for tinea were common in this primarily testing, available in specialized laboratories capable of
immunocompetent patient cohort with T indotineae, performing AFST, can do so.

consistent with previous reports. Itraconazole was

generally effective, and the acquisition of infection was BOTTOM LINE

likely in Bangladesh. Experts have also linked its emergence Clinicians should be aware of and become vigilant
to inappropriate use of combination topical products for T indotineae dermatophytosis, especially in instances
containing antifungals and high-potency corticosteroids. of poor response to typical first-line topical antifungals

i §R§ 0§ U9 -E §6J1 0=-U08§ 0 U§ ] gRtudinE “ @Embiratich  anti-fungal  corticosteroid
0 0P0- =8=J=6UDEQ 88«80 O EG U-U80 iUtbgrcals) 8rdforbré &lifurigal E §



VOL. 6, ISSUE 1

JULY 2024

15

CDC Clinical Guidelines on the Use of Doxycycline Postexposure Prophylaxis

for Bacterial Sexually Transmitted Infection Prevention, United States, 2024
MMWR 73(2);1-8, 2024
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sexual health approach, including risk reduction counseling, STI screening and treatment, recommended vaccination and

linkage to HIV PrEP, HIV care, or other services as appropriate. Persons who are prescribed doxy PEP should undergo

bacterial STI testing at anatomic sites of exposure at baseline and every 3—6 months thereafter. Ongoing need for doxy
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according to current recommendations.
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CDC recommendations for use of doxycycline as postexposure prophylaxis for bacterial sexually
transmitted infections prevention

Recommendation*

Providers should counsel all gay, bisexual, and other men who
have sex with men (MSM) and transgender women (TGW) with

a history of at least one bacterial sexually transmitted infection
(sT1) (specifically, syphilis, chlamydia or gonorrhea) during
the past 12 months about the benefits and harms of using
doxycycline (any formulation) 200 mg once within 72 hours (not

to exceed 200 mg per 24 hours) of oral, vaginal, or anal sex and
should offer doxycycline postexposure prophylaxis (doxy PEP)
through shared decision-making. Ongoing need for doxy PEP
should be assessed every 3—-6 months.

No recommendation can be given at this time on the use of
doxy PEP for cisgender women, cisgender heterosexual men,
transgender men, and other queer and nonbinary persons.

Strength of recommendation and
quality of evidence

High-quality evidence supports this strong
recommendation to counsel MSM and TGW and
offer doxy PEP.

Evidence is insufficient to assess the balance of
benefits and harms of the use of doxy PEP

*Although not directly assessed in the trials included in these guidelines, doxy PEP could be discussed with MSM and TGW who
have not had a bacterial STI diagnosed during the previous year but will be participating in sexual activities that are known to

increase likelihood of exposure to STIs.

Dr. Septimus’s'
on«

No vaccines and few chemoprophylaxis options exist for the prevention of bacterial STIs. These infections have
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and experience in treating bacterial STIs suggest that doxy PEP should be effective in other populations, clinical data to
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support doxy PEP in other populations (i.e., cisgender women, cisgender heterosexual men, transgender men, and other
gJuuU9s. O§8 10 -9e86U9= =8§.==00 UOS8IU - US-ESIO9E+E§-9U8 0 OEUO-8 =§8-89U=J E®
- 08§=+.9U080UPG=0 A -0 68E 80 1 9 8J=U8 i80 de8}$}8_0GE+86 6J -EG0 =8E+-E§-9US8§

BOTTOM LINE

Doxy PEP has demonstrated benefit in reducing syphilis, chlamydia, and gonorrhea in certain populations and
represents an additional approach to addressing STI prevention in MSM and TGW at increased risk for these infections.

Proposing the “Continuum of UTI” for a Nuanced Approach to Diagnosis
and Management of Urinary Tract Infections

J Urol 2024; 211:690-698

This was a retrospective cohort study of a random Comparison of UTI categories based on current
sample of adult noncatheterized inpatient and emergency Infectious Diseases Society of America guidelines
department encounters with paired urinalysis and urine and new “continuum of UTI" definition
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lower urinary tract symptoms/other urologic symptoms "
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urinary tract symptoms/ other urologic symptoms. e

Definitions Used for Different Clinical Presentations in Patients Who Receive Urine Tests

Culture results Signs and symptoms per IDSA/AUA

guidelines Signs and symptoms per IDSA/AUA guidelines

Negative or mixed urine culture

No UTI All patients Without any lower or upper urinary tract symptoms

LUTS/OUS NA With upper or lower urinary symptoms, OR any urologic criteria

Abbreviations: ASB, asymptomatic bacteriuria; BUS, bacteriuria of unclear significance; IDSA, Infectious Diseases Society of
America; LUTS/OUS, lower urinary tract symptoms/other urologic symptoms; NA, not applicable.
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BOTTOM LINE

The authors in this study’s approach led to the reclassification of bacteriuric patients with constitutional symptoms
(e.g., fever) or those unable to provide symptom data (delirium) from ASB to BUS. Patients with BUS do not necessarily
need antimicrobial treatment for bacteriuria but may benefit from additional evaluation or monitoring.

Preventing New Gram-negative Resistance Through Beta-lactam De-
escalation in Hospitalized Patients With Sepsis: A Retrospective Cohort

Study

Clin Infect Dis published online June 6, 2024 ( article suggested by Jamie Thomas)

This is a retrospective cohort study enrolling patients with sepsis who were treated with at least 3 consecutive days
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Appendix 1: Modified Antibiotic Spectrum Index (ASI)

Citrobacter,
Moraxelia, E. coli, Enterobacter, Spectrum
H. flu Klebsiella | E: Serratia Pseudormonas | MDRO | A b B. fragilis | Atypicals Score
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Antibiotic M:
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Amoxicillin
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Penicillin
Aztreonam
Cefazolin
Cefdinir
Ceftazidime
Ceftriaxone
Amox/clav
Pivotal beta-lactam antibiotic:
Amplsulb

Cefepime

Ceftaroline
Ceftol/tazo
Ceftaz/avi
Pipitazo
Ertapenem
Meropenem
Mero/vabor
Imipenem 1 1 o 1 1 1 1 1 1 1
MSSA = methicillin-sensitive Staphylococcus aureus, MRSA = methicillin-resistant Staphylococcus aursus, VRE = vancomycin-resistant Enterococcus, DRSP = Drug-resistant Sireptococcus
pneumoniae, H. flu = Haemophilus influenzae, ESBL = Extended spectrum beta-lactamase, CRE = Carbapenem-resistant Entercbacterale, MDRO = Multidrug-resistant organism, Amox/clav =
amoxicillin/clavulanate; Amp/sulb = ampicillin/sulbactam; Ceftol/tazo = ceftolozane/tazobactam; Ceftaz/avi = ceftazidime/avibactam; Pip/tazo = piperacillin/itazobactam; Mero/vabor =
Meropenem/vaborbactam
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the question of how best to optimize dosing and duration for effectiveness while limiting

toxicity. Further studies are needed to clarify whether interventions such as higher
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BOTTOM LINE

This study demonstrated that oral FQs and TMP-SMX are similar in effectiveness
to IVBL therapy for GN-BSI/cUTI and should be considered for oral therapy transitions
when the isolate is susceptible. TMP-SMX effectiveness might be optimized with total
durations longer than 10 days, although further studies are needed. Conversely, HBBL

stepdown therapy was associated with higher recurrence rates regardless of treatment
duration.
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Impact of removing ESBL status labelling from culture reports on the use of
carbapenems for non-bacteraemic patients diagnosed with ESBL-positive
urinary tract infections

J Antimicrob Chemother published online May 2024
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or mortality. There was not a single agent that drove the =EJOe-0888«+0=8+00+ 00+EUO8=U"U9- § 6
overall increase in carbapenem-sparing treatment, but carbapenem stewardship, including for patients with mild
rather modestincreasesinthe use of cefepime, piperacillin/ disease manifestations and with pathogens for which
tazobactam, trimethoprim/  sulfamethoxazole and other narrower-spectrum agents retain in-vitro activity
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B-Lactam Antibiotic Infusions of B-Lactam Antibiotics in Adults
in Critically Ill Patients With With Sepsis or Septic Shock
Sepsis ock A Systematic Review and Meta-Analysis
The BLING Il Randomized Clinical Trial. published online June 12, 2024

published online June 12, 2024

f Continuous vs Intermittent Prolonged vs Intermittent Infusions
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Only piperacillin-tazobactam and meropenem were studied, and no data were provided for bacterial sensitivity to this

empirical treatment.
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Figure 2. Subgroup Analysis of Mortality at Day 90

Group, No./total (35)

| Favors
Continuous Intermittent Absolute difference, Odds ratio continuous intermittent P value for
infusion infusion % (95% CI)2 (95% Cb ¢ infusion interaction

Pulmaonary infection :

Yes 593/2178(27.2) 647/2249(28.8) -17(-5.2t01.9) 0.92 (0.81 to 1.05) . .

No 2711296 (20.9)  292/1258(23.2) -2.1(-6.0to1.7) 0.88 (0.73 to 1.07) — B ’
B-Lactam antibiotic

Piperacillin-tazobactam 667/2749 (24.3)  722/2746(26.3) -2.2(-5.3to1.0) 0.89 (0.79 to 1.01) —I— -

Meropenem 183/696 (26.3)  203/714(28.4)  -1.7(-7.0t03.7) 0.92(0.73t0 1.17) — ’
Age, y 5

<h5 348/1935(18.0) 375/1938(19.3) -15(-4.5tol.6) 0.91(0.77 to 1.07) —.—‘— 99

=65 516/1539(33.5) 564/1569(35.9) -2.2(-6.5t02.0) 0.91(0.78 to 1.05) —.—'— -
Sex

Male 563/2290(24.6) 612/2279(26.9) -2.3(-5.7tol.1) 0.89(0.78t0 1.02) + 62

Female 301/1184(25.4) 327/1228(26.6) -1.2(-5.4t03.0) 0.94(0.78t0 1.13) —."— ’
APACHE 11 score

<25 5432599 (20.9) 610/2661(22.9) -2.2(-5.2t00.8) 0.88 (0.77 to 1.01) —— -

525 320/872 (36.7)  328/842(39.0) -L7(-7.1to3.7) 0.93(0.76t0 1.13) —— ’

" —— !
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The second article ( Prolonged vs Intermittent Infusions of f-Lactam Antibiotics in Adults With Sepsis or Septic Shock &s
the latest meta-analysis of prolonged vs intermittent infusions of B-lactam antibiotics in critically ill adult patients with
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outcomes of microbiological cure,

EI Primary outcome, subgroup analysis of primary outcome, and secondary outcomes
Favors © Favors

adverse eVentS, and duratlon Of Ne. of MNo. of Risk ratio prolonged © intermittent
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Subgroup analysis of the primary outcome :
continuous vs intermittent infusions Study factam antibioti _
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to previous reports highlighting the sex j
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Secondary outcomes :
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Adverse events 7761 0.89(0.51te 1.57) " 213
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this current meta-analysis found no difference between 0 EU9 OEEU E8Q0 iJ=0 809 J6SEE"Z<°Z+"'§]I
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sustained concentrations throughout the dosing interval, inter
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In sepsis, physiologic changes have pharmacokinetic _
pharmacodynamic impact, including increased cardiac
output leading to increased drug clearance, and leaky
capillaries leading to an increased volume of distribution.
Both changes can result in lower antimicrobial plasma
concentrations. Multiple meta-analyses have reported
reduced short-term mortality with continuous infusion
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prolonged infusions reduced 90-day mortality. Similarly,
prolonged infusions of B-lactam antibiotics were also
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open-label, ~randomized trial comparing patients Although the BLING IlI trial did not reach statistical
receiving continuous infusions with patients receiving significance for mortality, clinical cure was higher in the

a EU"9 GEEU E§ 0 1J=0 =8 E_0E+ §-lactan 8 ScéhtimidisScohdpared with the intermittent infusion.
- E0l0 EOP=8§E606U9-D0 0 AE-m 1-DE- § Hhght® theUnbledrelult of the BLING 11l trial, I think

cause mortality within 90 days after randomization, the the current evidence still favors prolonged infusions of
690 -9e§ JED U§ iS§E-U§=EJOe®§ DDJIIIYBMEImSntiviotiSs (&tErioauth§ dose) being associated
receiving continuous infusion of  B-lactam antibiotics and  with a reduced risk of death in critically ill adult patients
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cure was higher in the continuous compared with the infusions.
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Counting the Cost of Daptomycin Versus Vancomycin in Hospitalized
Patients: A Cost Minimization Analysis

OFID published online April 18, 2024

Investigators conducted a multi-center, retrospective cost minimization study that involved 4 hospitals in the
= JE+U.-=E§-,-§ §-0J E§+ =60E- 0mUO86-E0U E=§_+ 89UPUG NUO8-E§ U-=ES§ES§O =U
in the analysis. Each site contributed at least 50 patients, randomly selected. Patients who received vancomycin with
an indication for treatment of a respiratory tract infection, central nervous system infection or surgical site infection
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associated costs for providing both daptomycin and vancomycin were determined and included: cost of drug, estimated
cost of vancomycin serum concentration, creatine kinase measurement, drug preparation, drug administration, estimated
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Vancomycin remains a mainstay of therapy in many institutions for the treatment of serious gram-positive infections.
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669 -D+®8E+U9U8-9U8 d0=E0D- §- O8q - P0- §D+- U 8U=8E §_00OU=69U-080 6 U U E
E0 Us9UBJG9UO®S UPU==0Ee§i 98_00U=69U-O8E9-0 0 08 i§D 0 aP0- =89U=6 =0l USi
69U=D90iU9=81 E0 0P9 I§,EU_-908AU- E-D8§$600OU O §ecee°8eys,8Ues-1-88A UrU9®E"
]€, § "U98 - e§OUDP - OU=80U=60EU8JIG8J0OE J=8J=U8- O8 "U9J=U80 &8 - e80 =EQEJEQ
to dosing but not resistance development, the future utility and use of vancomycin should be considered. If institutions
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resistance long term should be monitored closely.

BOTTOM LINE

Use of daptomycin in lieu of vancomycin may reduce cost and adverse effects compared to vancomycin. Daptomycin
should not be used to treat MRSA pneumonia.
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A Phase 3, Single-arm Trial to Evaluate the Safety and Immunogenicity of a
20-Valent Pneumococcal Conjugate Vaccine in Healthy Children 15 Months
Through <18 Year of Age

Pediatr Infect Dis J 2024;43:574-581
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serious AEs, and newly diagnosed chronic medical conditions were collected.
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In this phase 3 study, robust immune responses were elicited, with increased 1gG concentrations and/or OPA
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regardless of risk.

BOTTOM LINE

A PCV20 single dose elicited robust IgG and OPA immune responses to the 7 additional serotypes and PCV13
serotypes in children <5 years of age who had received 3 prior doses of PCV13 and in those 25 years regardless of prior
PCV13 immunization status.

FDA Approves a Pneumococcal 21-valent Conjugate Vaccine (CAPVAXIVE)
for Prevention of Invasive Pneumococcal Disease and Pneumococcal

Pneumonia in Adults
June 17, 2024
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other currently approved pneumococcal vaccines.
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BOTTOM LINE

CAPVAXIVE may offer an advantage over PCV 20 for adults 250 years of age.

Delays to Antibiotics in the Emergency Department and Risk of Mortality in
Children With Sepsis

JAMA Network Open. 2024;7(6):e2413955.
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Pediatric Sepsis Outcomes collaborative. Participants attributable mortality increased was 330 minutes. Patients
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those who received antibiotics within 330 minutes. Of the
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primary outcome was sepsis-attributable 3-day mortality.
Sepsis-attributable 30-day mortality was a secondary
outcome.
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timely antibiotic administration and should be a focus of future research.

Figure 1. Time to Antibiotics and 3-Day Sepsis-Attributable Mortality Among Children With Sepsis
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This study found that children with sepsis who received antibiotics more than 5.5 hours
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administration at which 3-day sepsis-attributable mortality changed from decreasing
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timely antibiotic administration and should be a focus of future research. There were
exclusions and missing data which may have introduced selection bias. There was a lack
of microbiological data. As you can see, mortality rates were very low.

Another challenge is that sepsis has many phenotypes, and we know that prompt
recognition, action followed by appropriate responses are key; how to get a consistent
and measurable sequence given the tools available today is an ongoing challenge.

BOTTOM LINE

While the study does provide new insights into antibiotic timing in pediatric sepsis
patients, the optimization of sepsis management should ideally focus on identifying
patients with predicted bacterial infection who are likely to deteriorate and need rapid
antimicrobial therapy.
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Global antimicrobial resistance and antibiotic use in COVID-19 patients
within health facilities: a systematic review and meta-analysis of
aggregated participant data

J Infect published online May 14, 2024
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pandemic. These results serve as a warning to highlight the urgent need to enhance antimicrobial stewardship strategies.
There was high heterogeneity in the included studies due to variations in study settings and study design. The study
participants of the included studies were biased toward hospitalized patients.

BOTTOM LINE

This comprehensive and systematic assessment of AMR and antibiotic use during the Covid-19 pandemic provides
evidence to highlight the global issue of serious AMR.
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Changes in the Appropriateness of US Outpatient Antibiotic Prescribing
After the Coronavirus Disease 2019 Outbreak: An Interrupted Time Series
Analysis of 2016—2021 Data

Clin Infect Dis published online April 22, 2024
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all privately insured or Medicare Advantage enrollees. Their database did not report information on race, ethnicity, or
socioeconomic status.
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BOTTOM LINE

Their findings underscore the continued importance of outpatient antibiotic stewardship initiatives in preventing
unnecessary morbidity and morbidity associated with antimicrobial adverse events including accelerating antimicrobial
resistance.

25
FDA approves Moderna’s RSV shot for older adults
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pain and join stiffness.
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age and older provides another available vaccine for the prevention of this potentially life-threatening disease in high-risk
individuals.

FDA Expands Approval of GSK’s RSV Vaccine To Adults 50 To 59

June 7, 2024
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BOTTOM LINE

Overall, the XBB.1.5 vaccines were effective against omicron subvariants, although less effective against JN.1. The
effectiveness was greater against hospitalization and death than against infection, and it waned over time. Will the KP
variants result in a summer wave?

28
COVID-19 by the Numbers

Weighted and Nowcast Estimates in United States for 2-Week Periods in Nowcast Estimates in United States
2/18/2024 - 6/8/2024 for 5/26/2024 — 6/8/2024

") Hover over (or tap in mobile) any lineage of interest to see the amount of uncertainty in that lineage's estimate

UsA
7 7 Nowcast™: Model-based
Weighted Estimates: Vanant proportions based on reported genomic projected estimates of WHO label  Lineage # % Total 95%P|
sequencing results variant proportions
Omicron KP.3 25.0% 15.9-36.7% .
100% KP.2 225% 17.4285% [l
LB1 14.9% 7.6-26.6% .
KP.1.1 7.5% 4.6-11.8%
0 _ 0
2 a05 JNL111A 4.4% 2.6-7.3% [
% JNT 3.7% 2.6-5.1% .
< XDV.1 3.4% 1572%
o 0% JN.1.16.1 3.3% 2.0-5.5% .
ETT IN1 31%  2243% |l
@ JN.1.16 2.4% 1.1-4.8% .
g s KS 1 22%  1335% |
5% KW.1.1 20% 0655% [
E ] JN.1.13.1 1.5% 1.0-2.1% .
E - JN.1.8.1 0.9% 0.6-1.4%
20% - IN1.18 08%  0.51.2%
— E— KQ1 08% 0415% [l
) . 4% .3-0.6%
g, JN.1.32 04% 03069
% I —
3 3 = 3 JN.1.4.3 0.3% 0.1-0.9% B
& = & =] XDP 0.3% 0.1-0.5% B
© — w
@ o Kv2 0.2% 0.1-0.3% .
B3 BA.2 0.0% 0.0-0.3%
ﬁ § BA.2.86 0.0% 0.0-0.0% .
Callection date, two-week period ending HVA 0.0% 0.0-0.0% [ |
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birth, respiratory distress syndrome, and number of )
days in the neonatal intensive care unit. Newborns of 0.0

» &
unvaccinated mothers had double the risk for neonatal &fp’ & &f‘ f j < f d

death when compared with those of nondiagnosed
mothers. Vaccination was not associated with any
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unvaccinated mothers; they also had the lowest rates of preterm birth, medically indicated preterm birth, respiratory
distress syndrome, and number of days in the neonatal intensive care unit. All vaccines provided protection against
neonatal test positivity, but vaccine effectiveness was highest among newborns of booster-vaccinated mothers. Vaccines
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All Neonates with COVID-diagnosed
mothers

BOTTOM LINE

At a time when Omicron was the dominant variant, neonates of unvaccinated mothers died twice as frequently as
those of vaccinated mothers. Vaccines protected against preterm birth and adverse neonatal outcomes.
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FDA Advisers Recommend a New COVID-19 Vaccine Formula for the Fall

June 5, 2024

§Pp OEEUUS i§-020=U9=8E §E+-U89 8§” EUO8 8RJ US+E+8E 8J60O-EUSE+US8i 9 J
anticipated fall immunization campaign, now an annual step to try to offer better protection against versions of the virus
in circulation.
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available until months after a variant becomes dominant. Studies have shown that protection tends to improve as the
vaccines target dominant variants.

BOTTOM LINE

Current FDA will now recommend KP.2 formulation for updated Covid-19 vaccine. This change is intended to ensure
that the Covid-19 vaccines (2024-2025 Formula) will be closely match the most recent circulating SARS-CoV-2 strains.

Masks and respirators for prevention of respiratory infections: a state
of the science review

Clin Microbiol Rev published online May 22, 2024
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(E -Bhere is strong and consistent evidence for 5. Masks are important sociocultural symbols;
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respiratory pathogens. to political and ideological beliefs and to widely

circulated mis- or disinformation.
- 8lasks if correctly and consistently worn, are

effective in reducing transmission of respiratory 6. Although masks are not generally harmful

diseases and show a dose-response effect. to the general population, masking may be
relatively contraindicated in individuals with
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medical or cloth masks. exemption such as patients with Alzheimer's
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4, Mask mandates are, overall, effective in disease, heart failure, mental health conditions,
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'-8 There are risks to the environment from single-use masks and respirators. Single-
use masks and respirators contribute to non-biodegradable waste and environmental
pollution, though research on recycling, reuse, and novel materials points to some

potential solutions.

BOX 1: FLAWED ASSUMPTIONS AND LOGICAL FALLACIES ABOUT AIRBORNE

TRANSMISSION

The following incorrect assumptions have led to flawed conceptual models and

ineffective policies (see text

1.
evidence refuting airborn

close-contact transmissio

for details and references):

e transmission.

n must be contact and droplet.

they can reach the key target cell for SARS-CoV-2 in the alveoli.

. Particles above 5 pmin di

ameter are droplets and not aerosols.

aerosol-generating medical procedures (AGMPs) are done.

6. Only respiratory diseases with a high Ry (such as measles) are airborne.

N95 respirators
(continuous)

Medical masks

Absence of direct evidence in favor of airborne transmission can be taken as

. Because contact and droplet transmission can occur only during close contact, all

. Because large droplets are smaller than the lumen of the smallest bronchioles,

. Aerosols are produced in significant numbers from infectious patients only when

Author (outcome measure) and year Events Total Events Total Risk ratio [95% Cl]
PCR confirmed influenza 1

*Macintyre, 2011 3 949 5 492 —— 0.31[0.07, 1.30]
Macintyre, 2013 3 581 1 572 k . - 2.95[0.31,28.31]
RE Model for Subgroup (Q =2.72. df =1, p = 0.099; I* = 63.3%, t* = 1.60) e ——— 0.80[0.09, 7.09]
PCR confirmed all viral respiratory infections 3

*Macintyre, 2011 13 949 13 492 —a— 0.52[0.24,1.11]
Macintyre, 2013 13 581 19 572 —a— 0.67 [0.34, 1.35]
RE Model for Subgroup (Q =0.25.df =1, p=0.619; I = 0.0%, t* = 0.00) — 0.60[0.36, 1.00]
Influenza/COVID-like illness |

*Macintyre, 2011 3 949 3 492 1 | 0.52[0.11, 2.56]
Macintyre, 2013 6 581 4 572 —— 1.48[0.42,5.21]
RE Model for Subgroup (Q =1.02.df =1, p=0.313; ?=1.7%, t? = 0.01) ’— 0.99[0.36, 2.68]

]
Clinical respiratory illness :

*Macintyre, 2011 37 949 33 492 —a— 0.58[0.37,0.92]
Macintyre, 2013 42 581 98 572 —a— ' 0.42[0.30, 0.59]
RE Model for Subgroup (Q=1.21.df =1, p =0.271; ? = 17.4%, = 0.01) - : 0.48[0.35, 0.65]

= : : | : |
0 0.02 0.14 1 7.39 54.6 403.43
Risk ratio (log scale)
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improved characterization of the situations in which masking should be recommended
or mandated; attention to comfort and acceptability; generalized and disability-focused
communication support in settings where masks are worn; and development and testing

i§ ~"U§ -EU90- =§. O8OU=05 =87 9580 69 "UO8q E9-E0 ®§i9U- SE VT
impact. See next review 1 ;

BOX 2: SOME SUGGESTIONS FOR A NEW GENERATION OF RESEARCH ON MASKS
AND RESPIRATORS

1. Interdisciplinary and multi-method designs which go beyond “do masks work?”
and ask nuanced, multi-faceted questions such as “what kind of masks should
be introduced in respiratory epidemics and pandemics, at what stage, for whom,
how and with what support?”

2. Studies of how to address the mismatch between the strong and consistent
evidence base on the effectiveness of masks and respirators and the lack of
acceptance of this evidence by influential scientists, clinicians and policymakers.

3. Studies to improve the quality of communication when [some people are]
wearing face coverings.

4. Studies to optimize acceptability, fit and comfort of masks and respirators and
minimize side effects such as skin reactions and headache. We recommend a
wider range of mask materials, designs and styles, including consideration of
specific need groups.

5. Studies of new materials and combinations of materials for masks and respirators,
with a view to optimizing filtration efficacy, breathability, fit and environmental
sustainability.

6. Studies of how to address the widespread, sinister and growing phenomenon of
anti-mask misinformation and disinformation on social and mainstream media.

BOTTOM LINE

Masks work if worn appropriately and consistently. This article is an excellent
reference and outlines future important research.

32
Relative efficacy of masks and respirators as source control for viral

aerosol shedding from people infected with SARS-CoV-2: a controlled
human exhaled breath aerosol experimental study

eBioMedicine published online May 29, 2024
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young adults, and all had mild symptoms at the time of testing. Therefore, the results may not be generalizable to those
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J = UO08=-6 U=871 98E+ =U8_U-90 68§7”+8- O8§T"+8§_U9U8IUDP-J=U8 =E§ iS§8E-U=U8§="
and Omicron waves, while most cloth and surgical unmasked samples were collected during earlier waves. Nonetheless,

0 8E+0=8=EJOe§8 -iEU98D E9 ( 068i 986 EU EG- 8P i J OU9=®8E+Ue80OU =E9-EUC
Uigb-b0 J=§-=8= J9PU8EDP E9 8§E-+- § 8§ E+U98Ee6U=8 1§ -= =§- O89U=609-E 9=8J=U

BOTTOM LINE

These results suggest that N95 respirators should be the standard of care in nursing homes and healthcare settings
when respiratory viral infections are prevalent in the community and healthcare-associated transmission risk is
elevated.

National Academies Issue New Broad Definition of Long COVID-19

June 11, 2024
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present with one or more of a long list of symptoms, such as
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shortness of breath, rapid heartbeat, extreme fatigue, post- ona

exertional malaise, or sleep disturbance and with single or

multiple diagnosable conditions, including interstitial lung

disease, arrhythmias, postural orthostatic tachycardia «+U9U8G=5§-§8D U-98/U UqES&i 98-8 9U8J Q
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not have any negative impact on the person’s functioning or quality of life. The failure to list any thresholds of frequency or

severity of symptoms, so that the symptoms are not trivial, has major consequences for an infection that is as widespread
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judgment. See next review

BOTTOM LINE

Case definitions are crucial for science, and even more critical for diseases like long COVID that lack a consistent
definition or biomarker. There is a clear benefit for a more uniform long COVID case definition, because currently
physicians make this diagnosis on a case-by-case basis with a mix of definitions and their judgment. But there are
potential negative consequences of an overly broad long COVID case definition.

Nirmatrelvir-Ritonavir and Symptoms in Adults With Postacute
Sequelae of SARS-CoV-2 Infection: The STOP-PASC Randomized

Clinical Trial.
JAMA Intern Med published online June 7, 2024
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needs to substantially hasten that process to see a meaningful difference. The
investigators admit a smaller sample size than was originally planned due to
early enrollment closure. The high rate of exclusion due to eligibility criteria,
such as drug-drug interaction, also limited generalizability and potentially
misses subgroups of patients who could be responders. Severity of the acute
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This randomized clinical trial did not find a significant benefit of
nirmatrelvir-ritonavir for a subset of PASC symptoms among a highly
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vaccinated cohort with prolonged PASC symptoms.
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