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Effect of direct-acting antivirals on disease burden of hepatitis
C virus infection in South Korea in 2007-2021: a nationwide,
multicentre, retrospective cohort study

Won Sohn,.sf Soo Young Park,,.r Tae Hee Lee,. Young Eun Chon,q In Hee Kim,. Byung-Seok Lee,: Ki Tae Yoon,q
Jae Young Jang,, Yu Rim Lee,; Su Jong Yu,; Won-Mook Choi,x Sang Gyune Kim, Dae Won Jun,, Joonho Jeong,,
Ji Hoon Kim,, Eun Sun Jang,, Hwi Young Kim,; Sung Bum Cho,: Byoung Kuk Jang,s Jung Gil Park,. Jin-Woo Lee,,
Yeon Seok Seo,, Jung Il Lee,s Do Seon Song,x Moon Young Kim,, Hyung Joon Yim,, Dong Hyun Sinn,.. Sang Hoon Ahn,p.ac
Young Seok Kim, Heejoon Jang,.s Won Kim,.q- Seungbong Han,..~ and Seung Up Kimab, . «*

Summary

Background. It is unclear whether direct-acting antivirals (DAAs) treatment improves the disease burden in
hepatitis C virus (HCV) infection. This study aimed to investigate the effect of DAA treatment on the reduction of
disease burden in patients with HCV infection using individual participant data.

Methods. This nationwide multicentre retrospective cohort study recruited patients with HCV infection from
29 tertiary institutions in South Korea. The data collection was done from medical records in each institution.
The study included the untreated patients and the DAAs-treated patients and excluded those with a history of
interferon-based treatments. Disease burden was the primary outcome, as represented by disability-adjusted life
years (DALYs).

Improvement in fibrosis after DAA treatment was assessed using APRI, FIB-4 index, and liver stiffness (LS) as
assessed by transient elastography. Clinical outcomes were hepatocellular carcinoma (HCC), decompensation, and
mortality.

Findings. Between January 1, 2007, and February 17, 2022, data from 11,725 patients with HCV infection, 8464
(72%) of whom were treated with DAAs, were analysed. DAA treatment significantly improved APRI- (median 0.64
linterquartile range (I1QR), 0.35-1.31]-0.33 [0.23-0.52], p < 0.0001), FIB-4- (median 2.42 [IQR, 1.48-4.40]-1.93 [1.31-
2.971, p < 0.0001), and liver LS-based fibrosis (median 7.4 [IQR, 5.3-12.3]-6.2 [4.6-10.2] kPa, p < 0.0001). During the
median follow-up period of 27.5 months (IQR, 10.6-52.4), 469 patients died (4.0%), 586 (5.0%) developed HCC, and
580 (4.9%) developed decompensation. The APRI-based DALY estimate was significantly lower in the DAA group
than in the untreated group (median 4.55 vs. 5.14 years, p < 0.0001), as was the FIB-4-based DALY estimate (median
5.43 [IQR, 3.00-6.44] vs. 5.79 [3.85-8.07] years, p < 0.0001). The differences between the untreated and DAA
groups were greatest in patients aged 40-60 years. In multivariable analyses, the DAA group had a significantly
reduced risk of HCC, decompensation, and mortality compared with the untreated group (hazard ratios: 0.41 [95%
confidence interval (Cl), 0.34-0.48], 0.31 [95% Cl, 0.30-0.38], and 0.22 [95% CI,0.17-0.27], respectively; p < 0.0001).

Interpretation. Our findings suggest that DAA treatment is associated with the improvement of liver-related
outcomes and a reduction of liver fibrosis-based disease burden in patients with HCV infection. However, further
studies using liver biopsy are needed to clarify the effect of DAA treatment on the reduction in the exact fibrosis-
based disease burden beyond noninvasive tests.

Funding The Korea Disease Control and Prevention
Agency.
Copyright. © 2024 Published by Elsevier Ltd.

This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
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Systematic review and meta-analysis of
the association between long working hours and
hypertension risk

Joonho Ahn ,; Ji-Hun Song ,2In-Soo Shin,s In Young Cho,; Mo-Yeol Kang s

ABSTRACT

Background. Hypertension, a major public health problem worldwide, has been linked to lifestyle
factors and work conditions, with conflicting evidence on the association between long work
hours and risk of hypertension.

Methods. We conducted a systematic review and meta-analysis of observational studies to
investigate the relationship between working hours and hypertension or blood pressure,
assessed the risk of bias and performed subgroup analyses. The protocol was registered with the
International Prospective Register of Systematic Reviews.

Results The pooled OR for the association between long working hours and risk of hypertension
was 1.09 (95% Cl: 0.88 to 1.35) in the 15 studies that used hypertension as the outcome. In the
three studies that used blood pressure as the outcome, diastolic blood pressure was higher
among those with long working hours compared with those with non-long working hours (1.24
mm Hg, 95% CI: 0.19 to 2.29). In subgroup analysis, the pooled OR for the association between
long working hours and risk of hypertension was 1.28 (95% ClI: 1.14 to 1.44) and 1.00 (95% Cl: 0.64
to 1.56) in women and men, respectively.

Conclusions . Although this study could not
clearly confirm the relationship between long
working hours and hypertension, the subgroup
analysis suggests that long working hours may be
associated with hypertension, particularly among
women. More reliable research is needed to
establish causality.
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SHORT CHILDREN BORN SGA AGED 2-4 YEARS WITHOUT CATCH-UP GROWTH

Early referral to specialist

* Exclude maternal and placental disorders ntr . .
centre * General laboratory testing and chromosomal analysis

* Exclude secondary growth disorders

normal
- Malnutrition + . . . .
- Organ dysfunction (kidney, liver) * No clinical features leading to single gene analysis

- Endocrine disorders (thyroid, adrenals, bone)
- IGF1 signalling disorders

» Short stature in parents or siblings
* Parents’ consanguinity

GENETIC
SCREENING
BEFORE rhGH
THERAPY

« Perform karyotype (especially in females)

) . . * Mild dysmorphias, disproportions, asymmetry
Look for asymmetry, disproportion, dysmorphism

* Necessity to start rhGH therapy without any

» Seek advise from expert geneticist for single gene lysis explanation for growth retardation

according to phenotype and clinical history

Positive for diseases with
incresed risk for malignancy Positive for diseases with
uncertain response to rhGH

l ; l

* Treat according SGA indication

Negative

* Discuss the diagnosis with parents « Record accurately auxological paramater in * Treat according SGA indication

« Arrange specific follow-up multi-center database « Consider epigenetic analysis

 Consider with the family the pro and cons ° Compare' the long-term reponse according * Stay up-dated for new genetic techniques
of rhGH treatment to genetic result for retestin

* Analyse safety after rhGH discontinuation
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