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'PATHOLOGIC CRITERIA Change

~ Microorganism identification | Microorganisms identified in appropriate sample by PCR,
amplicon or metagenomic sequencing, or in situ
hybridization

MAJOR CLINICAL CRITERIA Change

- Microbiology

Blood cultures | Removed requirements for timing and separate
venipunctures for blood cultures.
Definition of typical organisms | Added typical pathogens:
1) S. lugdunensis; E. faecalis; all stréptococci except S.
pnoumomae and S. pyogenes Granulicatella spp.;

2) Organisms to be considered 'typﬂcal IE pathogens in the
setting of intracardiac prasthetic material: coagulase
negative staphylocoeeti; Corynebacterium striatum; C.
Jeikeiumn, Serralia marcescens, Pseudomonas aeruginosa,
Cutibaclon'um acnes;non-tuberculous mycobactera, and

Other Microbiologic tests Added new Ma)or Criteria for fastidious pathogens:
1) PCR or amplicon/metagenomic sequencing identifies C.
burmetii, Bartonella sp., or T. whipplei from blood; or
Y 2) IFA> 1:800 for IgG antibodies identifies B. henselae or B.
quintana.
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Echocardiography ! Similar to earlier versions. Cornerstone of imaging criterion.

’ Cardiac Computerized Added new Ma;or Criterion.
Tomograph

Findings for native valve, cardiac device, or prosthetic vaive
>3 months after cardiac surgery are equivalent to

Added new Ma;or Criterion.
Intraoperative inspection constitutes Major Criterion in
absence of Major Criterion by cardiac imaging or

'MINOR CLINICALCRITERIA -
Predisposition | Added Transcatheter valve nmplanu repanr endovascular
CIED, and prior diagnosis of IE.
Fever | Unchanged.

Vascular phenomena T Added splenic and cerebral abscess.




Wi B NE DeCabo OXKFORD

FIDSA

bectisus Dissasos acioty of Amseriss

Clinical Infectious Diseases

VIEWPOINTS ARTICLE

Make modern microbiology matter more in the 2023 ESC
guidelines for the management of infective endocarditis

Karl Oldberg!-? and Magnus Rasmussen!-~

IDepartment of Clinical Sciences Lund. Division of Infection Medigine, Lund University, SE-
221 00 Lund, Sweden: Department of Clinical Microbiology, Infection Control and Prevention,

The ESC 2023 guidelines for the management of endoearditis stress that a multidisciplinary
approach is needed to manage patients with infective endocarditis (IE). In our view the
guidelines do not mclude the relevant perspectives fronmimodern microbiology. The diagnostic
criteria for IE were changed m the ESC 2023 guidelines and many IE-causing pathogens are
either not clearly defined or not even mentioned. Moreover, the improved understanding of the
relation between bacterial species and the risk for IE has not been mnplemented. The guidelines
give detailed, and i our view not.eeirect, instructions about diagnostic testing in blood culture
negative IE without presenting proper evidence. Other important diagnostic aspects such as the
value of repeated blood cultures and incubation time for blood cultures are not discussed. We
believe that a multidisciplinary collaboration, meluding microbiologists, would have mmproved

these guidelines and we hope for a future harmonization of diagnostic entena for IE.
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2000 Modified Duke criteria

+ Mew predisposition minaor criteria

+ Mew vascular minor criteria

+ Mew immunologic minor criteria

+ Microbiologic minor criteria

+ Combined minor criteria

2023 Duke-1SCVID criteria
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Table 1. Summary of Shorter Is Better Randomized Controlled Trials

Dizgnosis Short (d) Lomng (d] Rasult Mo. of RCTs Refs.
Community-acquired pneumonia 25 514 Equal 14 [22-45]
Atypical commmunity-acquired pneumonia 1 3 Equal 1 [45]
Possible pneumaonia in ICU 3 14-21 Equal 1 [47]
Ventilator-associated pneumonia g 15 Equal ¥ [48, 49]
Complicated UTl/pyelonephitis Bar7 10or 14 Equal 9 [50-58]
Complicated intra-abdominal infection 4-3 10-15 Equal ¥ [55, 60]
Gram-negative bacillus bacteremia F) 14 Equal 3 [61-63]
Callulitisfwiound/abscass 55 10 Equal - [64-57]
Ostecmyalitis 42 B4 Equal 2 [68, 69]
Csteomyelitis s/ Pimplant removal Z8 42 Equal 1 [70]
Dizbetic osteomyelitis s/F Debridermant 10-21 42-50 Equal 2 [71, 72]
Septic arthritis 14 28 Equal 1 [73]
Acute exacarbations of bronchitis and sinusitis <h =7 Equal =25 [74-81]
Meutropenic fewver AFxT2 h2d AMC = 500/8d Equal 2 [B2, 33]
Perioperative prophylaxis 0-1 1-5 Equal L3 [24-88]
Flasmodium wivax malaria 7 14 Equal 1 [23]
Erythermna rmigrans {Lyme diseasa) T 14 Equal 1 [20]

Table 2. Summary of Randomized Controlled Trials of Oral vs IV-Only Therapy

Mo. of RCTs Demonstrating Mo, of RCTs Demonstrating
Diagnosis IV = Oral Oral =1V Refarances

O=steomyolitis 0 8 {all equal) [103-111]

Bacteromia 0 10 (8 equal, 2 superior cure for oral) [109, 112-120]
Endocarditis 0 3 {2 equal, 1 supenor mortality for oral) [121-123]

&bbrenviations: IV, intrawenous; RCT, randomized controlled trisl.
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Title: Short Versus Prolonged Duration of Therapy for Pseudomonas aeruginosa Bacteremia: A

Systematic Review and Meta-analysis
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A.

Short course therapy  Prolonged course therapy Risk ratio Risk ratia
Study or Subgroup Events Total Events Total Weight IV, Random, 35% CI IV, Random, 856% Cl

1.1.1 30-ay mortality from antiblotic completion

Sas 5 57 18 193 247% 0.65 [D.27 , 1.62] ——
Falwe 5 [5] [ 180 1729 217 [0.69 | .80 il S —
Subtotal (35% CI) 188 T3 418 1.13 [0.38 , 3.80] -..-...
Total events: 11 24

Heterogenaity: Tau® = 0.43; CRIE=265, &t =1 (P=0.11); F=61%
Test for averall effect 7 = 0.21 (P = 0.83)

1.1.2 30-day mortality from positive blood culture

Sabich 22 273 41 384 457% 0.85 [0.53 , 1.36]
Dowglas Rodrgues et al. 2 E | 15 B1 124% 0.32 [0.08 |, 1.31]
Subtotal [35% CI) 07 468 BB.1% 066 [0.28 , 1.55]
Total evenis a7 56

Heterogenaity: Taw® = 020, Chif= 169, af =1 (P=019), F=4%
Test Tor overall effect: Z = 0.95 (P = 0.34)

Tatal (35% CI) 473 838 100.0%  0.84[0.48 . 1.35]
B.

Short course therapy  Prolonged course therapy Risk ratio Risk ratio
Study or Subgroup Events Total Events Tatal Weight IV, Random, 38% CI IV, Randam, 55% CI

1.2.1 30-day recurrence/persistence of P54 BSI

Babich B 264 21 ars  41.9% 0.54 [0.24 , 1.20] —m
Subtotal (85% CI) 284 375 41.8%  0.54[0.24,1.20] s
Total events: 2 21

Heterogeneity: Mot applicable
Test for overall effect Z=1.51 (P = 0.13)

1.2.2 39-day recurrent PSA infection at any site

Bae 5 ar 15 193 2T.7% 086 025, 1.77) e

Fabre 5 69 20 180 30.3%  065[0.25,1.67] -

Subtotal (85% Cl) 188 373 5B.1%  0.86[0.33,1.30] N

Total events: 10 35

Heterogeneity. Tau®= 0.00; Chi*=0.00, df =1 (P =0.98), F=0%

Test for overall effect Z=1.21 (P =023)

Total (86% CI) 430 748 100.0%  0.51[0.36,1.02] &

Total events: 18 55

Heterogeneity. Tau®= 0.00; Chi*= 0.13, df = 2 (P = 0.94). = 0% T T
Test for overall effect Z = 1.90 P = 0.06) Favours [Shor] Favours [Prolonged]

Test for subgroup diferences: ChE =013, df=1(F = 0.72), F = 0%



Original article
Switch to oral antibiotics in Gram-negative bacteraemia: a
randomized, open-label, clinical trial

Ali S. Omrani =", Sulieman H. Abujarir "', Fatma Ben Abid L2447 Shahd H. Shaar L
Mesut Yilmaz ~, Adila Shaukat “°, Mussad S. Alsamawi "/, Mohamed S. Elgara °,

Mohamed Islam Alghazzawi *, Khaled M. Shunnar *, Ahmed Zaqout "7,

Yasser M. Aldeeb "', Wadha Alfouzan °*'’, Muna A. Almaslamani ", SOAB Study Group '’

U Comrmunicable Diseases Center, Hamad Medical Corporation, Doha, Qatar

2 pivision of Infectiows Diseases, Department of Medicdne Hamad Medical Corporation, Doha, Qatar

3 Qatar University College of Medicne, Doha, Qatar

4 wieill Cornell Medidne-(atar, Doha, Qatar

3 pepartment of nfectiows Diseases and Microbiology, istanbul Medipol Unfversity fstanbul, Turkive

S pivision of Infectious Diseases, Department of Medicine, Al Wakra Hospital, Hamad Medical Corpomtion, Al Wakra, Qarar




Original article

Switch to oral antibiotics in Gram-negative bacteraemia: a
randomized, open-label, clinical trial

Ali S. Omrani %", Sulieman H. Abujarir "', Fatma Ben Abid " ** ', Shahd H. Shaar "/,
Mesut Yilmaz °, Adila Shaukat "°, Mussad S. Alsamawi "/, Mohamed S. Elgara °,
Mohamed Islam Alghazzawi ®, Khaled M. Shunnar *, Ahmed Zaqout "7,

Yasser M. Aldeeb "/, Wadha Alfouzan 'Y, Muna A. Almaslamani ", SOAB Study Group''

U Comrmunicable Diseases Center, Hamad Medical Corporation, Doha, Qatar

2 pivision of Infectiows Diseases, Department of Medicdne Hamad Medical Corporation, Doha, Qatar

3 Qatar University College of Medicne, Doha, Qatar

4 wieill Cornell Medidne-(atar, Doha, Qatar

3 pepartment of nfectiows Diseases and Microbiology, istanbul Medipol Unfversity fstanbul, Turkive

S pivision of Infectious Diseases, Department of Medicine, Al Wakra Hospital, Hamad Medical Corpomtion, Al Wakra, Qarar
L

Table 3
Primary and secondary outcomes
Outcome Population IV Group Oral Group Difference (95% C1P°
Treatment failure within 90 d Irr® 24 (2B2%) 22(247%) =3.7% (=16,6% to 93%)
mlTT® 21 (256%) 18 (21.7%) ~1.7% (—16.6% to 92%)
90-d all-cause mortality rrre 6(7.1%) 7(7.9%) 0.8% (-7.08 b 8.6%)
T 3373 336 —0.04% (-5.8% to 5.7%)
Additional antimicrobial therapy [Tt 13 (153%) 8(9.0%) —6.8% (—16.1% to 2.6%)
mlTT® 10 (122%) 4(48%) —7.1% (—15.5% to 13%)
Microbiological relapse T 13 (153%) 10 (11.2%) —4.1% (—14.1% to 59%)
mlTT 10 (122%) 6(72%) —4.8% (—14.0% to 43%)
Infection-related re-admission rr® 12 (14.1%) 19 (21.3%) 72% (—4.0% 1 183%)

mlTT* 9(11.0%) 15 (18.1%) 75%(~3.1% o 18.1%)




STUDY PROTOCOL

A Randomized, Open-Label, Non-inferiority Clinical
Trial Assessing 7 Versus 14 Days of Antimicrobial
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Systematic Review

Effectiveness and Safety of Linezolid Versus Vancomycin,
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(A)
LZL¥ VICM, TEIC, or DAPF Oadeds Ratio Oidds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% €1 Year M-H, Random, 95% Cl
Sharr 2005 12 IE 13 T P 0.52 [0.3%5, 2.43] 2005
Rose 2004 Q 22 13 I4 43.B% 1.1Z [0.37, 3.35] 2014
Total {%5% CI) 58 i B LT 100 [0.48, 2.07]

Tatal events 21 26
Heterogenaity: Tau® = §.00: Chi® = 0,07, dF = 1 (P = 0.80); I* = 0% 5 4 t +

Tast for ovarall afiect: Z = 0.01 (P = 0.99) e I:l-lFi\'--lnur; LZﬂlFalmurs ".l‘\‘;h}::lTEIE. ar IZ}EE

(B)

ey VEM, TEIC, or DAP Odds Ratio Gdds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Randam, 95% €1 Year M-H, Random, 95% €l
Gormez 2007 2 17 iz (] 16.5% 0.15 [0.03, 0.73] 2007

Caffrey 2010 15 ¥ 591 4498 F5.3% 1.48 |0.84, 2.61) 2010 T

Chiorg 2015 B 32 iz 83 Z1.7% 0.41 [0.15, 1.10) 2015 —_—

Usery 2015 b 15 15 107 Z20.0% 4,09 |1.27. 13.15] 2015 —_—
Yeager 2021 2 54 10 1a1 16.5% 0.58 [0.12, 2.74) 2021 —_—

Total {25% C1) 2040 4924 100.0% 0.81 [0.30, 2.18]

Total events 31 BE0

Heterogenelty: Tau® = 0.93; Chi® = 17.04, &f = 4 (P = 0.002) 1* = 77% T oh r + 00
Tast for overall effect £ = 0.42 |:P' - UEIS:l Eavours LD Favours "l'l:hl. TEIC, or DAF
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(A)

LZD VLM, TEIC, or DAP Odids Ratio Odds Ratio
Study or Subgroup  Ewvents Total Events Total Weight M-H, Rand 35% C1 Year M -H, Random, 35% CI
Sharr 200% 14 25 13 28 49.1% 1.47 [(L50, 4.34] 2005
Wil 20045 19 24 16 21 29.2% 1.19 [(u29, 4.85] 2004
Wunderink 2012 4 a 3 1 21.7% 1.73 [0L34, B.87] 2012 —_—

Total (95% CI) 58 68 100u0% 143 (67, 3.06] .
Tatal events 17 15

Heterogeneity: Tau® = 0.00; Chi* = 0,12, df = 2 (F = 0,04} 17 = 0%
Tesat tor awerall etlect: £ = 0,92 [P = 0.36)

001 0.1 14 100
Fawours VCM, TEIC, ar DAP  Favours LED

(B)

LZD WM, TEIC, ar DAP Qslds Ratie Oxlds Ratic
Study ar Subgroup  Events Total  Fvenis Total Weight M-H, Randem, 95% O Year M-H, Randoam, 55% C

Usery 2015 a 15 B4 107 100.0% Ll [0.33, 3.04] 2015

Tatal (95% CI) 15
Total ewents a &4
Heterggeneiny: Mot applicable

Test for overall effect: 7 = 0,01 (P = 0,59

107 100.0% 101 [0.33, 3.04]

0.0l 0.1 1 10 100
Favours YOCM, TEN, or DAP Fawours LED
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Flgure 1. Change in ESEL reporting timeline.
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(N=430)




ORIGINAL ARTICLE f X in B

Inhaled Amikacin to Prevent Ventilator-Associated

Pneumonia

Authors: Stephan Ehrmann, M.D., Ph.D. (i} Francois Barbier, M.D., Ph.D., Julien Demiselle, M.D., Jean-Pierre
Quenot, M.D., Ph.D., Jean-Etienne Herbrecht, M.D., Damien Roux, M.D., Ph.D. icl Jean-Claude Lacherade, M.D.
, +28 , for the Reva and CRICS-TRIGGERSEP F-CRIN Research Networks™ Author Info & Affiliations

Incidence of a First VAP Episode
Difference in restricted mean survival time to VAP, 1.5 days (95% Cl, 0.6-2.5); P«0.004

254 Inhaled placebo, 22% (95/430)

pu—

Inhaled amikacin, 15% (62/417)

Cumulative Incidence of VAP

Days since Intubation
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Association between infectious diseases consultation and

mortality in hospitalized patients with Gram-negative
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CDC Sexually Transmitted Infections Treatment Guidelines (2021)

Summary of Recommended Therapies in Adult Patients*
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Acute Epididymitis

Ceftriaxone 500 mg IM x 1 dose, plus
Doxycycline 100 mg PO BID x 10 days
(for (kely My dial/sonncacced infec Hon)

Bacterial Vaginosis

Matronidarole 500 mg PO BID x 7 days

Doxycycline 100 mg PO BID x 7 days

(empiric theropy far high «isk patients)

@®pyris

My e sl puars d (nrhicen

& 2022 Courvm Meakh, inc and'or i ¥ ates Al rights reserved

Azithromycin 1000 mg PO x 1 dose
o
Ceftriaxone 250 mg IM x 1 dose

Daxycycline 100 mg PO BID x 7 days

Granuloma Inguinale

Azithroemycin 1000 mg PO weekly
{or S00 mg dally) for > 3weeks
(untd olf fesicrs hove bedled)

HPV Anogenital Warts

Imiquimod 5% cream:
Apply at badtime 3 nights per week
for < 16 weoks

Lymphogranuloma Venereum

Daxycycline 100 mg PO BID x 21 days

Mycoplasma Genitalium

Doxycycline 100 mg PO BID x 7 days thes,
Maxifloxacin 400 mg PO QD x 7 days
(amevx thempy for mher neaa s tndvy o avan kb

Pediculosis Pubis

Pelvic Inflammatory Disease

Coftrianone 500 mg IM x 1 dose, phat
Doxycycling 100mg PO BID x 14 days, plas
Metronidazole 500 mg PO BID x 14 days
Kutpatient thetopy)

Ceftrianone 500 mg IM x 1 dose
plus
Daxycychine 100 mg PO BID x 7 days

Permathrin 5% creamc
Apply to sll areas of body from neck
down and wash off after 8-14 hes

Benzathine peniciitin G (Bicillin L-A®)
2.4 million units IM x 1 dose
(primary & secondary seaged)

Females: Metronidazole 500 mg
POBIDx 7 days
Males: Metronidazele 2 g PO x 1 dose

Uncomplicated Gonorrhea

Ceftriavone 500 mg IM x 1 dose

¥ eMarmmydia infection cannot be tuled out add
doxycyoine 100 mg PO BID » 7 doys

Uncomplicated Vulveovagingd Candidiasis

OTC: Micenazole 1200 mg
vaginal suppository x 1 dose gr
Rx: Fluconazole 150 mg PO x 1 dose

Doxycycline 100 mg PO BID x 7 days
(rasn-govocooet]

Ratorwsin

Warkosstl K A Sachmans, L W, Chan P A
Johveston C M Muzrw, © A, Park 1. Reno, M.
Zenlman, 1M & Balan, G A (2021 Seoaally
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Syphilis Treatment: Systematic Review and Meta-Analysis

Investigating Nonpenicillin Therapeutic Strategies
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Syphilis Treatment: Systematic Review and Meta-Analysis SRGE
Investigating Non-Penicillin Therapeutic Strategies Diseases

BPG vs. Azithromycin:

e o Qo maivereey Do fmeam
Saywimpon bam Tmd Bamy e Mg B Raee G W, arwiom. 475 06

Systematic literature review
and meta-analysis

Alternalive drug approaches, including
ceftriaxone, azithromyecin, and
doxycycline monotherapies, demonstrate
equivalent serological cure rates to
benzathine penicillin G (BPG) in non-
neurcloegical syphilis, even amaong HIV-

positive patients

BPG vs. Doxycycline:
Loryrpesa ' 3 ._'

27 studies evaluating alternative o ¥ % oz — ST iy ey
drug strategies for non-neurological ey )
syphilis instead of penicillin

Callado, Gutfreund, Pardo, Hsieh, Lin, Sampson, Nava, Marins, Deliberato, Martino, @OFI D J
ournal

Holubar, Salinas, Marra. OFID. Feb 2024
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Symptoms of Neurosyphilis

MMM&WMM“
nerve paisics

Cerebral stroke: depends on location of thrombosis
|e.g. hemiparesis)

Spinal cord Involvement: depends on locaticaiextent
leg, weakovess, urlnary incontinence]

MXMM memory loss, persomality changes,
Insomnia Late: Impared judgement, emational labiity

Mwnﬂh‘!g’mhy’mu o), “viscern!
crises” [episodic epigastric pain)

Variable symptoms dopénding on focation of legon )

Vislon loss, eye pain, floaters, flashing lights

Hearing loss, daziness, tinnitus, vertigo

Signs of Neurosyphilis

Meningismus, altered mental status, papilledema,
cranial nerve abnoemalites; more racely aphasia,

hersiplegia

lnmw:lpsdﬂhmmonloadm if i
Spinal cord: Muscle atrophy, leg weakness and
my.umu

Uhmlossdlwhmnhu Mum
MM&thwmm
shsant deep tenclon reflexes, positive Rombery, broad
based or stomping gait, Charcot joints

R e oucpying CNE Seslon: Spbasl cord
paraplegia, motor or sensory [oss and urinary and
fecal Incontinence

mmwgmmmm

GoltInstability, hearing foss

Indications for CSF examination

Clinical evidence of syphiks and/or
reactive syphilis ssrologies with
compatible newrclogical SSgns/symptom
Persons with norrneurclogical tertiary
syphilis

A sustained 4010 or gréater Increase in
RPR/VDAL titers when re-exposure is
excluded (serological failure)

Cansicler in the setting of inadequnte
serological rosponse to treatment
(<#-fold decrense in RPR/VORL titers)

# roliable follow vp cannot be guarsntewd
ot If post treatment fiter & »1:32

CSF examination is not indicated in
ocutar orotic syphills in the absence of
other neusological isvolvement

CSF Examination Abnormalities

Lymphocytic pleocytosis,
White Cell Count 55 WBCHL
[some use >20 WBCL in FWH)
[smasitive but backs specificty)
Protein >50 ma/dl (kacks sensitivity
and specindty)

- Reactive VOAL (speofc but lacks
sensitivity)

- Rwactive treporemal antibody
[9.9.. FTA-ASS) (sensitive but lacks
specificry)

a REMEMBER 0

Treatment of Neurosyphilis

Aqueows crystaliine penicillin G 18-24
million umits per day, administered as
34 million wnits IV every 4 howes o
continuous infusion for 10-14 days
Atemative: Procaine penicillin G 24
million unsits IM once daily PLUS
Probenedd 500 mg orally 4 times/day,
both for 10-14 days

Socand line: Coftrinxorn 1-2 g daily IM
or IV for 10-14 days If penicillin cannot
beused

Offer HIV testing and consider HIV PrEP in persons
not infected with HIV who are diagnosed with syphilis




] .o | Antimicrobial Agents
] 55, | and Chemotherapy

2 | Clinical Microbiology | Full-Length Text

Could ceftriaxone be a viable alternative to penicillin for the
treatment of ocular syphilis?

Xin Gu," Haikong Lu,' Yilan Yang,' Lin Zhu," Mei Shi,' Zhifang Guan,' Liyan Ni,' Ruirui Peng,' Wei Zhao,' Juan Wu," Tengfei Qi,'
Pingyu Zhou'
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At Long Last: Short, All-Oral Regimens for
Multidrug-Resistant Tuberculosis in the United States
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Univarsity School of Public Health, Boston, Massachusetts, SA, *Department of Biostatistics, Boston University School of Public Health, Boston, Massachusetts, USA, and *Department of Global
Health, Boston Univarsity School of Public Haalth, Boston, Massachusatts, USA

Table 1. Definitions of Multidrug Resistance

Condition Definition

Drug-susceptible TB Mycobactenum tubsrcuiosis isolate suscaptible
to isoniazid and rifamipin
|zoniazid monorasistance M twberculosis isolate resistant to isoniazid but
not to rifamipin
Rifampin monorasistance M fubsrcuwiosis isolate resistant to rifampin but
not o isoniazd
Multidrug-resistant TB M tubercuiosis isolate resistant to both isoniazid
and rifampin
Pre-axtensivaly MDOR plus resistance to fluoroguinolonas
drug-rasistant T tlevofloxacin or moxifloxacing
Extensively drug-resistant  MDR plus resistance to fluoroguinolonas
TE {levoflon and moxifloxacinl AMND
ce to either bedaquiline or linezolid
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L o~ ;
=%a Empiric drug regimen

‘,'

Bedagquiline 400 mg daily for 2 weeks THEN
200 mg three times weekly

* Pretomanid 200 mg daily
= Linezolid 600 mg daily
Maoxifloxacin 400 mg daily

Drug susceptibility testing

Whole genome sequencing to test for drug

susceptibility

= Broth microdilution or MGIT testing for
bedaquiline, linezolid, and pretomanid

* Test susceptibility to a fourth agent like

clofazimine

@ Safety monitoring i::; Treatment duration
LLL
Electrocardiogram, complete blood count, and * Standard duration is & months
liver enzyme testing at baseline and during = Prolong to 9 months if
therapy. = Bedaquiline or linezolid MIC 2 1 pg/mL
* Maonthly clinic visits to assess for peripheral = Sputum smear = 3+ AND/OR culture growth
neuropathy following = 8 weeks of therapy
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NTCA Guidelines for Respiratory Isolation and Restrictions

to Reduce Transmission of Pulmonary Tuberculosis in
Community Settings
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NTCA Guidelines for Respiratory Isolation and Restrictions

to Reduce Transmission of Pulmonary Tuberculosis in
Community Settings
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3.1 Prior to effective! ATT initiation, PWTB with higher respiratory
bacterial burden (i.e., sputum smearand/or NAAT positivity, cavitation on

chestimaging) may be considered as relatively more infectious than those

with lower bacterial burden, with individual variability.
Recommendation 3:
Determining 3.2 PWTB on less than five days of effective ATT should be considered

Infectiousness and relatively more infectious than those on longer durations of effective?

transmission risk therapy.

3.3 PWTB on effective® ATT for at least five days should be considered
non-infectious or as low likelihood of infectiousness, regardless of sputum

(Figure 1)

bacteriologic status during ongoing ATT (i.e., smear-microscopy or culture
status), with certain exceptions .

transmission to others should consider
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retrospective analysis evaluating HIV viral suppression and
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FDA Approves Biktarvy® Label Update With Data for
Pregnant Adults With HIV
— Additional Data in Pregnant Adults Who Are Virologically
Suppressed Reinforce Safety and Tolerability Profile of Biktarvy in
Broad Range of People With HIV —
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Long-Acting Cabotegravir and Rilpivirine Dosed Every 2

Months in Adults With Human Immunodeficiency Virus 1
Type 1 Infection: 152-Week Results From ATLAS-2M, a
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Jacques Reynes,'™'" Sebastian Noe,'> Conn Harrington,” Carlos Martin Espaitol,"™ Carolina Acuipil,’® Asma Aksar," Yuanyuan Wang,"” Susan L Ford,"
Herta Crauwels,™ Veerle van Eygen, Rodica Van Solingen-Ristea,™ Christine L Latham,Z Shanker Thiagarajah,Z Ronald D"Amico," Kimberly Y. Smith,'®
Kati Vandermeulen,” and William R. Spreen'







SCIENCE IMMUNOLOGY | REVIEW

IMMUNE REGULATION

The circadian immune system

-Cher maw T ' war - - Ta = = -
The i Morning vaccination
immi BCG (8 a.m.)

E::i: - Strong nenspecific trained immunity

glob: -« High cytokine secretion
circa
o °
o 2 @

TNF-ce IL-1R

o
2 o

Influenza (9-11 a.m.}
+ Higher antibody response

R afSEAR:

SARS-CoV-2 (9-11 a.m.)
 Higher neutralizing antibody levels

* Stronger B and T, cell response

* Higher percentage of monocylas
and DCs

» Higher percentage of memory B cells

a‘%ﬂ O@

Mono MemB T Antibodies

- . 17

Afternoon/evening vaccination
BCG (6 p.m.)

+ No trained immunity

« Lower cytokine secretion

@ o
L. Q

THFo IL-13

Influenza (3-5 p.m.)
» Lower antibody response

+ X »

SARS-CoV-2 (3-5 p.m.)
» Lower neutralizing antibody levels
+ Lower B and T, cell response

+ Lower percentage of monocytes
and DCs

» Lower percentage of memory B cells

® % ® @ vy

Mono DC MemB T, Antibodies

1
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EMeasles B Perfussis I Haemnophilus influenzoe type B (2 Other disease
B Tetanus B Tuberculosis B Poliomyelitis
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Contribution of vaccination to improved survival and health: @+§ ()
modelling 50 years of the Expanded Programme on
Immunization
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---- Hypothetical scenario: no improvemeant in infant survival
—-— Hypothetical scenario: no historical vacdnation

— Vaccination as obsenved

E Reduction attributable to other interventions: 60%

3 Reduction attributable tovaccination: 0%

A
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=
|
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|

Infant morialite rate
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Vaccination of Adults With Cancer: ASCO Guideline
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TABLE 3. Recommendations for Other Vaccines That May be Indicated for Adults With Cancer and Coexisting Health Conditions

Vaccine Type Other Risk Factor Recommendation
Hasmophilus influenzas Manlive Anatomic asplenia For dective splenectomy: one dose at least
type b vaccination (Hib) 14 days before splenectomy (preferred)

Functional asplenia One dose if previously did not receive Hib
Hepatitis A vaccination Monlive Chronic liver disease, HIV, MSM, homelessness, injection or Twordose series Heps or three-dose series
noninjection drug use, occupational exposure, travel Hepa-HepB
Meningococcal Men ACWY Anatomic or functional asplenia, complement component Twodose series MenACWY-D
vaccination® (nonlive) deficiency, complement inhibitor (eg, eculizumab, Frequency: 8 weeks apart
ravulizumah), Travel, Occupational, Military recruits, Revaccinate every 5 years if risk remains
Residential living for college students
Men B (nonlive) Anatomic or functional asplenia (including sickle cell disease), Two-dose primary series MenB-4C at least 1
persistent complement component deficiency, complement manth apart
inhibitor (eq, eculizumab, rvulizumab) wse, occupational Or three-dose primary series MenB-FHbp at
(microbiologists), pregnancy, MSM outbreak setting 0, 1-2, 6 months
Revaccinate every 2-3 years if risk remains
1P Nonlive Travel Single booster
Community risk (eg, wastewater detection of vDPV)
MME Live No evidence of immunity: HIV (CD4 5200 for 6 months), HCP, Contraindicated with cancer treatment and
outbreak setting, travel other immunocompromising conditions
Varicella Live Postexposure Confraindicated with cancer treatment and
other immunocompromising conditions
MWA (Maonkeypox) Live [replication- Postexposure Safe to administer in persons with HIV or
deficient) Occupational exposure (laboratory worker), high risk those on immunosuppressive therapies
Monkeypox and smallpox  Live Contraindicated with cancer treatment and

(ACAM2000)

other immunocompromising conditions
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to Prevent Malaria
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CLINICAL PROBLEM
i Plasmodium falciparum causes >600,000 malaria deaths
annually, mostly among children in Africa. Whether the
human IgG1 monoclonal antibody L9LS, administered
subcutaneously, can protect children from P. falciparum
infection in a region where the organism is endemic is 610 10 yr of age
unclear.

H children




RESEARCH SUMMARY

Subcutaneous Administration of a Monoclonal Antibody

to Prevent Malaria
I(ayentau Ketal. DOI: lﬂ,lﬂ'SﬁjN E_]Mﬂazi 12775

CLINICAL PROBLEM

Plasmodium falciparum causes >600,000 malaria deaths
annually, mostly among children in Africa. Whether the

human IgG1 monoclonal antibody L9LS, administered
subcutaneously, can protect children from P. falciparum
infection in a region where the organism is endemic is ;’2}";;:
unclear.
| LQLS 15-1} mg L‘:'J'LI? 300 mg

P. falciparum Infection with Onset between Weeks 1 and 24

100
a0 = Placebo
— L5LS, 150 mg 81
w_
— LS5LS, 300 mg

Efficacy, 66% (adjusted

95% Cl, 45-79); P=0.001
48

40
Efficacy, 70% (adjusted
95% Cl, 50-82); P=0.001

Cumulative Incidence (%)
8
1

o T T T T T
0 0 50 50 120 150
Days since Administration




Impact of climate change and natural disasters on fungal
infections
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Anuradha Chowdhary, Rosanne Sprute, Oliver Comely, George R Thompson Ill, Martin Hoeniglt, Dimitrios P Kontoyiannist

The effects of climate change and natural disasters on fungal pathogens and the risks for fungal diseases remain
incompletely understood. In this literature review, we examined how fungi are adapting to an increase in the Earth’s
temperature and are becoming more thermotolerant, which is enhancing fungal fitness and virulence. Climate change
is creating conditions conducive to the emergence of new fungal pathogens and is priming fungi to adapt to previously
inhospitable environments, such as polluted habitats and urban areas, leading to the geographical spread of some
fungi to traditionally non-endemic areas. Climate change is also contributing to increases in the frequency and
severity of natural disasters, which can trigger outbreaks of fungal diseases and increase the spread of fungal
pathogens. The populations mostly affected are the socially vulnerable. More awareness, research, funding, and
policies on the part of key stakeholders are needed to mitigate the effects of climate change and disaster-related fungal
diseases.
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