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Updates on the Treatment of Drug-Susceptible and Drug-Resistant
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An Official ATS/CDC/ERS/IDSA Clinical Practice Guideline
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Abstract

Background: On the basis of recent clinical trial data for the
treatment of drug-susceptible and drug-resistant tuberaulosis
(TB), the American Thoracic Society, U.S. Centers for Disease
Control and Prevention, European Respiratory Society, and
[nfectious Diseases Society of America have updated clinical
practice guidelines for TB treatment in children and adults in
settings in which mycobacterial cultures, molecular and
phenotypic drug susceptibility tests, and radiographic studies,
among other diagnostic tools, are available on a routine basis.

Methods: A Joint Panel representing multiple interdisciplinary
perspectives convened with American Thoracic Society
methodologists to review evidence and make recommendations
using the GRADE (Grading of Recommendations Assessment,

Development and Evaluation) and GRADE-ADOLOPMENT
(adoption, adaptation, and, as needed, de novo development of
recommendations) methodology.

Results: New drug-susceptible TB recommendations include the
use of a novel 4-month regimen for people with pulmonary TB
and a shortened 4-month regimen for children with nonsevere
TB. Drug-resistant TB recommendation updates include the use
of novel regimens containing bedaquiline, pretomanid, and
linezolid with or without moxifloxacin.

Conclusions: All-oral, shorter treatment regimens for TB are
now recommended for use in eligible individuals.

Keywords: tuberculosis; drug- resistant; drug- susceptible; children;
adults



Rifampin 10-20 mg/kg 10-20 mg/kg
Pyrazinamide 35 (30-40) mg/kg None
Ethambutol® 20 (15-25) myky (included/excluded based on local guidelines) None

Q3: Treatment of Rifampin-Resistant, Fluorogquinolone Resistant TB

Recommended BPaL Regimen!

Bedaquiline 400 mg daily for 2 wk, then 200 mg three times/wk for subsequent 24 wk
Pretomanid 200 mg daily for 26 wk
Linezolid 600 mg daily for 26 wk

Q4: Treatment of Rifampin-Resistant, Fluoroguinolone-Susceptible TB

Recommended BPaLM Regimen

Bedaquiline 400 mg daily for 2 wk, then 200 mg three imes/wk for subsequent 24 wk
Pretomanid 200 mg daily for 26 wk
Linezolid 600 mg daily for 26 wk
Moxifloxacin 400 mg daily for 26 wk

*Using actual body weight. Medications should be administered 7 dfwk with food, avoiding milk, antacids, or other cationic tems, with DOT & of
7 days per week.

TPyridoxine (vitamin Bg}, 25-80 mg/d, should be given with isoniazid to all patients.

sting actual body weight and DOT & of 7 days per week.
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Deciphering breast cancer:
from biology to the clinic

Emma Nolan,' Geoffrey J. Lindeman,”=%% and Jane E. Visvac
"Anckland Cancer Society Research Centre, University of Auckland, Al
ACRF Cancer Biology and Stemn Cells Division, The Walter and Eliza H
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https://doi.org/10.1016/j.cell 2023.01.040
SUMMARY

Breast cancer remains a leading cause of cancer-related mortality in women, reflecting profound disease het-
erogeneity, metastasis, and therapeutic resistance. Over the last decade, genomic and transcriptomic data
have been integrated on an unprecedented scale and revealed distinct cancer subtypes, critical molecular
drivers, clonal evolutionary trajectories, and prognostic signatures. Furthermore, multi-dimensional integra-
tion of high-resolution single-cell and spatial technologies has highlighted the importance of the entire breast
cancer ecosystem and the presence of distinct cellular “neighborhoods.” Clinically, a plethora of new
targeted therapies has emerged, now being rapidly incorporated into routine care. Resistance to therapy,
however, remains a crucial challenge for the field.
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RNA profiling (GES)
Germline status
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be a notable lack of recurently mutated and targetable path-
ways. For such cancers where chromosomal instability is a
damng force, targeting mechanisms that underfie genomic
instability may be necessary. The functional importance of
many aberrations and genetic dependencies across the different
breast cancer subtypes remain to be determined. This demands
comprehensive functional screening (e.g., using CRISPR-Cas9
editing) combined with deeper analyses and data integration to
deconvolve pivotal molecular pathways and interconnecting no-
des Despite the wealth and depth of genetic information now
available for breast cancer, translation into precision medicine
and routine clinical practice remains an ongoing challenge.
Nevertheless, the continuing refinement and integration of
genomic and expression signatures with clinico-pathological
features has dramatically expanded our understanding of mech-
anisms underpinning breast cancer and should ultimatelylead to
improved biomarker tools to guide treatment escalation and de-
escalation. Novel approaches to personalzing therapy should
also benefit further from the application of muilti-omics machine
leaming, recently shown to predict response to therapy (Sammut
et al., 2022).

Revolutionary adwances in single-cell technologies and
computational analysis have paved the way for dissection of tis-
sue heterogeneity and clonal evolution for breast cancer at
remarkable resolution. However, the true extent and impact of
heterogenaity on clinically relevant parameters such as prog-
nosis and therapy prediction and on tumor evolution are yet to
be determined. A further caveat to single-cell RNA-seq studies
is that different stringencies have been apphed for cluster anal-
ysis, leading to variable data. It is important to note that without
a functional readout, the relevance of the different clusters/sub-
sets remains unresolved. The emergence of drug resistance
continues to pose a major bamer to the efficacy of therapies.
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ABSTRACT

Background: Despite European guidelines recommending anti-hepatitis D virus (HDV) screening for all hepatitis B surface
antigen (HBsAg)-positive cases, screening rates remain insufficient.

Aims: We analysed anti-HDV screening rates in primary care and implemented prospective HDV screening in HBsAg-positive
cases identified in the preventive medical examination from the age of 35 (“Check-Up 35+7).

Methods: From 2012 to 2021, we reviewed anti-HDV and HDV RNA test rates in HBsAg-positive patients at11 sites of a large
German laboratory group. From 2022 to 2023, we prospectively screened HBsAg-positive samples from the “Check-Up 35+” for
anti-HDV. Anti-HDV positive patients were then contacted again for HDV RNA testing.

Results: Retrospectively, 2792/13,905 (20%) HBsAg-positive cases were tested for anti-H DV, with 142/2792 (5.1%) being positive,
HDV RNA was tested in 57/142 (40%) anti-HDV-positive cases, with 26/57 (46%) being positive. In the prospective screening,
1159/225,901 (0.51%) individuals were HBsAg-positive. Of these, 700 (60%) were tested for anti-HDV, with 18/700 (2.6%) positive
test results. 4/18 (22%) were successfully contacted again for HDV RNA analysis, with one case testing positive. Neither the
HBsAg nor the anti-HDV positive result was known prior to screening in these cases. Anti-HDV testing could not be performed
in 459/1159 (40%) HBsAg-positive cases, primarily due to insufficient blood sample volume (310/459 cases, 68%), with others
missed due to logistical errors.
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Gadoxetic Acid-enhanced MRI Scoring Model to

Predict Pathologic Features of Hepatocellular
Carcinoma
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Results

A total of 366 patients (median age, 57 years [IQR, 49-64 years]; 314 men, 52 women) from
the three centers were included in the training dataset (n= 150), two external validation
datasets (n =73 and 56), and outcome dataset (n = 87). The area under the receiver operating
characteristic curve (AUC) of the |-score for predicting high-risk pathologic features was 0.93
(95% CI: 0.88, 0.97) in the training dataset and 0.86 (95% CI: 0.76, 0.93) and 0.84 (95% CI:
0.72,0.92) in the two external datasets. In the outcome dataset, the l-score was an
independent predictor of early recurrence (hazard ratio, 5.2 [95% CI: 1.9, 14.2]; P= .002). A
combined model including the |-score and two other predictors demonstrated superior
prognostic performance (C index, 0.84 [95% CI: 0.74, 0.91]).

Conclusion

The developed scoring model based on gadoxetic acid—enhanced MRI enabled noninvasive
preoperative prediction of HCC high-risk pathologic features and early recurrence.

© RSNA. 2025

Eq
NA

Figures

Eq Eq
L1} 55

References  Related

Recently Published

| Radiology WESEER |

Eq
N9

Details



L2 AuntMinnie.com




LAe




diosnue ) Joyiny

ANy

— = [ AUTomatic Loom “F

Author manusenpt
Gastroenterofogy. Author manuscript; available in PMC 2024 January 01.

Publishedin final ecited form as:
Gastroenterology: 2023 January ;, 164(1): 42-60.e6. doi:10.1053/. gastro.2022.10.008.

7 4 HHS Public Access

Current Best Practice in Hepatitis B Management &
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Abstract

The hepatitis B virus (HBV) 1s a major cause of cirthosis and hepatocellular carcinoma
worldwide. Despite an effective vaccine the prevalence of chronic infection remains high. Current
therapy 1s effective at achieving on-treatment but not off-treatment viral suppression. Loss of
hepatitis B surface antigen (HBsAg). the best surrogate marker of off-treatment viral suppression,
1s associated with improved clinical outcomes. Unfortunately, this endpoint 1s rarely achieved with
current therapy because of their lack of effect on covalently closed circular DNA. the template

of viral transcription and genome replication. Major advancements 1n our understanding of HBV
virology along with better understanding of immunopathogenesis have led to the development of a
multitude of novel therapeutic approaches with the prospect of achieving functional cure (HBsAg
loss) and perhaps complete cure (clearance of cccDNA and integrated HBV DNA). This review
will cover current best practice for managing chronic HBV infection and emerging novel therapies
for HBV infection and their prospect for cure.
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Target Mechanism of Action Agent in Development | Current Stage of Development
TLR § agonist GS5-0688 Phase 2
SBT 8230 Preclinical
Adxptve immumity | Chackpoint mhsbitor Nivohzmab Phase 2
Envafolimbab (ASC22) | Phasel
o mm\mm T-cell Raceptors DMC-I109V Phase 12
Therapautic vaccines | DNA vaccines G5<4774 Phase 2
HB-110 Phase |
INO-18009112 Phase |
INJ-64300335 Phase |
MVA-HBV (VTP-300) | Phasel
TG1050 Phase |
VRON-0200 Pracinxcal
T-cell or B-cell epitope vacane ePA- Phase 3
FP-022 (HepTeel) Phase 2
HBV emelope antizen vacanes NASVAC Phase 4
BRI-179 Phase 2
VX001 Phase 2

NTCP. sodsum taurocholate co-gansporting polypeptide; HBX, HBV X protein; HBsA gz, HBV surface antigen; cccDNA. covalently closad arcular
DNA: sRNA soall interfering RNAs; ASO, antisense oligooucleotides.

F« HBV/HDV co-mfection not HBV monotherapy.
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HBeAg positive PeglFN Entecavir Tenofovir dsoproxl fumarate (245 Tenofovir alafenamide
(180mcg/'week | (0.5mg/day 300mg/day PO) (25mg/day PO)
SC) PO)
Ant-HBeAgz serocomversion 19,/ el e’ 10%°
3% .t
e 7%’ 0% 64%°
04%” 08%
ALT normalizaton 419,51 68'.-"." 68%,° 2y ;J
W’ij IS/
HBeAg loss 37! P 3% 1%
14%7 5%
HBeAg negative PeglFN Entecavir Tenofovir disoproxil fumarate (245-300mg’ | Tenofovir alafenamide
(180mcg/week) | (0.5mg'day) day) (25mg/day)
HBV DNA < 60-80 [UmL 19%7 o0%2 0397 0g2
100%
A s9%7 %% 6% 83%°
ga%?
FBsAzless a! o o o’
Fad

Table adapead from EASL Clinical practice gundelines J Hepatol 2017; 67:370-398 and Terrault N et al Hepasology 2018, 67:1560-1599.
peglFN, pegylated interfercn alfa-2a; HBeAg hepatitis B e antigen. HBsAg hepanitis B s antigen: ALT, alanme amsnotransferase.
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