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RESULTS
A total 0f 13,347 patients were enrolled, with a median crystalloid volume administered in the emergency
department of 1079 ml and 88.3% of the patients exclusively receiving the assigned crystalloid. The number
of hospital-free days did not differ between the balanced-crystalloids and saline groups (median, 25 days in
each group; adjusted odds ratio with balanced crystalloids, 0.98; 95% confidence interval [CI], 0.92 to 1.04;
P=0.41). Balanced crystalloids resulted in a lower incidence of major adverse kidney events within 30 days
than saline (4.7% vs. 5.6%; adjusted odds ratio, 0.82; 95% CI, 0.70 to 0.95; P=0.01).

CONCLUSIONS

Among noncritically ill adults treated with intravenous fluids in the emergency department, there was no
difference in hospital-free days between treatment with balanced crystalloids and treatment with saline.
(Funded by the Vanderbilt Institute for Clinical and Translational Research and others; SALT-ED
ClinicalTrials.gov number, NCT02614040.)
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Abstract

Tuberculosis (TB) remains a significant public health concern in the 21st century,
especially due to drug resistance, coinfection with diseases like immunodefi-
ciency syndrome (AIDS) and coronavirus disease 2019, and the lengthy and

costly treatment protocols. In this review, we summarize the pathogenesis
of TB infection, therapeutic targets, and corresponding modulators, including
first-line medications, current clinical trial drugs and molecules in preclini-
cal assessment. Understanding the mechanisms of Mycobacterium tuberculosis
(Mtb) infection and important biological targets can lead to innovative treat-
ments. While most antitubercular agents target pathogen-related processes,
host-directed therapy (HDT) modalities addressing immune defense, survival
mechanisms, and immunopathology also hold promise. Mtb’s adaptation to the
human host involves manipulating host cellular mechanisms, and HDT aims
to disrupt this manipulation to enhance treatment effectiveness. Our review
provides valuable insights for future anti-TB drug development efforts.
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OTB-658 GSK-286 wx-081 Telacebec Bedaquiline

FNDR 20364 TBAJ-587 OPC-167832 TBA-7371 Delamanid

Sanfetrinem TBI-223 Sutezolid $Q109 Rifapentine

TB47 BVL-GSK098 BTZ-043 Levofloxacin Pretomanid

GSK839 PBTZ-169 Rifampin® Linezolid Clofazimine

MBX-4888A TBAJ-876 Delpazolid SPR720 Rifampicin
TBI-166 GSK 3036656

FIGURE 2 Current global clinical pipeline of new tuberculosis drugs based on information provided by the Working Group for New TB
Drugs (WGND).™ *Trial of high-dose Rifampin In patients with TB.
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FIGURE 3 Pathophysiology of pulmonary TB. Upon entering the respiratory tract and lungs of the host, Mb Incites an Innate immune
response and Is engulfed by pivotal immune cells such as macrophages and dendritic cells. Subsequently, M:b replicates within these cells as
more immune cells are recrulted to the site of Infection. Whilst it 1s possible for the host to completely eliminate Meb at this stage, the
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FIGURE 4 Overview of antituberculosts largets aimed at Meb. Disruption of crucial pathways In Mtb, such as cell wall synthests and
assembly, protein synthesis and breakdown, and energy metabolism, has been regarded as a polent strategy for combating tuberculosts.
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FIGURE 5 oOverview of the host-directed theraples (HDT) addressed. At the level of the hosl, targeling important processes such as
immune defense, the use of host mechanism by M:b, and Inflammation regulation are invigorated to address and overcome drug resistance.
The elements In the figure were drawn using BloRender online tool (hitps://blorender.com).
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Observational Study

Lowering the threshold of alanine aminotransferase for enhanced
identification of significant hepatic injury in chronic hepatitis B
patients
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hat 50.22% of patients were classified as GZ, and 63.7% of GZ patients developed SHI. The
t lowering the ALT treatment thresholds to the American Association for the Study of Liver

ient criteria (35 U/L for men and 25 U/L for women) can more accurately identify patients

r damage in the GZ phases. In total, the proportion of patients with ALT < 40 U/L who
rapy was 64.86% [(221 + 294)/794]. When we lowered the ALT treatment threshold to the new

nen and 19 U/L for women), the same outcome was revealed, and the proportion of patients
vho required antiviral therapy was 75.44% [(401 + 198)/794]. Additionally, the proportion of
ients under 30 yvears old and increased to 55.3% in patients over 30 vears old (P = 0.136).

est the importance of redefining the natural phases of CHB and using new ALT treatment
diagnosis and management of CHB patients in the GZ phases.

satitis B; Grey zone; Indeterminate phase; Alanmine aminotransferase; Antiviral therapy

iblished by Baishideng Publishing Group Inc. All rights reserved.

ractice, 27.8%-55% of chronic hepatitis B patients fall into the “grey zone™ or “Indeterminate phase™
» diagnostic criteria of the traditional stages. Additionally, there 1s still debate regarding how best to
GZ) patients and the advantages of antiviral therapy. Hence, we evaluated the clinical and histological
dditionally explored the impact of adjusting the threshold of alanine aminotransferase (ALT) in
t iver injury among GZ patients. Based on these data, lowering ALT thresholds can more accurately



Dementia prevention, intervention, and care: 2020 report of @) ()
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Three new modifiable risk factors for dementia

New evidence supports adding three modifiable risk
factors—excessive alcohol consumption, head injury,
and air pollution—to our 2017 Lancet Commission on
dementia prevention, intervention, and care life-course
model of nine factors (less education, hypertension,
physical inactivity, diabetes, and infrequent social
contact).

Modifying 12 risk factors might prevent or delay upto
40% of dementias.
Be ambitious about prevention

Prevention is about policy and individuals.
Contributions to the risk and mitigation of dementia
begin early and continue throughout life, so it is never
too early or too late. These actions require both public
health programmes and individually tailored
interventions. In addition to population strategies,
policy should address high-risk groups to increase
social, cognitive, and physical activity; and vascular
health.

Specific actions for risk factors across the life course

Aim to maintain systolic BP of 130 mm Hg or less in
midlife from around age 40 years (antihypertensive
treatment for hypertension is the only known effective
preventive medication for dementia).

Encourage use of hearing aids for hearing loss and
reduce hearing loss by protection of ears from excessive
nNoise exposure.

Reduce obesity and the linked condition of diabetes.
Sustain midlife, and possibly later life physical activity.
Addressing other putative risk factors for dementia,
like sleep, through lifestyle interventions, will improve
general health.

» Tackle inequality and protect people with dementia

Many risk factors duster around inequalities, which occur
particularly in Black, Asian, and minority ethnic groups
and in vulnerable populations. Tackling these factors will
involve not only health promotion but also societal
action to improve the circumstances in which people live
their lives. Examples include creating environments that
have physical activity as a norm, reducing the population
profile of blood pressure rising with age through better
patterns of nutrition, and reducing potential excessive
NOise exposure.

Dementia is rising more in low-income and middle-
income countries (LMIC) than in high-income countries,
because of population ageing and higher frequency of
interventions might yield the largest dementia
reductions in LMIC.

For those with dementia, recommendations are:
« Provide holistic post-diagnostic care

Post-diagnostic care for people with dementia should
address physical and mental health, social care, and
support. Most people with dementia have other illnesses
and might struggle to look after their health and this
minht recult in natontiallv neewventahle haanitalicatinone
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Original Research () Open Access

Cardiac Imaging

Prognostic Value of Coronary
CT Angiography-derived
Fractional Flow Reserve on
3-year Outcomes in Patients

with Stable Angina
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