Gastroenterology

Baishideng Publishing Group Inc



Jaishideng®

Contents Weekly Volume 27 Number 37 October 7, 2021

FRONTIER

6161  Significance of gut microbiota in alcoholic and non-alcoholic fatty liver diseases
Sharma SP, Suk KT, Kim DJ
OPINION REVIEW

6180  Surveillance for hepatocellular carcinoma at the community level: Easier said than done
Del Poggio P, Mazzoleni M, Lazzaroni S, D'Alessio A
REVIEW

6191  Challenges and opportunities in the application of artificial intelligence in gastroenterology and
hepatology
Christou CD, Tsoulfas G
MINIREVIEWS

6224  Impact of Helicobacter pylori infection on gut microbiota
lino C, Shimoyama T

6231  Therapeutic drug monitoring in inflammatory bowel disease: The dawn of reactive monitoring
Albader F, Golovics PA, Gonczi L, Bessissow T, Afif W, Lakatos PL
ORIGINAL ARTICLE
Basic Study

6248  Increased systemic RNA oxidative damage and diagnostic value of RNA oxidative metabolites during
Shigella flexneri-induced intestinal infection
Nie JJ, Pian YY, Hu JH, Fan GQ, Zeng LT, Ouyang QG, Gao ZX, Liu Z, Wang CC, Liu Q, Cai JP
Retrospective Cohort Study

6262  Hepatitis B virus persistent infection-related single nucleotide polymorphisms in HLA regions are
associated with viral load in hepatoma families
Hsieh AR, Fann CSJ, Lin HC, Tai J, Hsieh SY, Tai DI
Retrospective Study

6277  Recently acquired hepatitis C virus infection among people living with human immunodeficiency virus at
a university hospital in Taiwan
Huang MH, Sun HY, Ho SY, Chang SY, Hsieh SM, Sheng WH, Chuang YC, Huang YS, Su LH, Liu WC, Su YC, Hung CC

WJG | https://www.wjgnet.com I October 7,2021 | Volume?27 | Issue37 |



World Journal of Gastroenterology

Contents
Weekly Volume 27 Number 37 October 7, 2021

Observational Study

6290  Helicobacter pylori in gastric cancer: Features of infection and their correlations with long-term results of
treatment

Senchukova MA, Tomchuk O, Shurygina EI

SYSTEMATIC REVIEWS

6306  Determination of gluten immunogenic peptides for the management of the treatment adherence of celiac
disease: A systematic review

Coto L, Mendia I, Sousa C, Bai JC, Cebolla A

CASE REPORT

6322  Pancreatic paraganglioma diagnosed by endoscopic ultrasound-guided fine needle aspiration: A case
report and review of literature

Lanke G, Stewart JM, Lee JH

6332  Abdominal cocoon in children: A case report and review of literature

Keese D, Schmedding A, Saalabian K, Lakshin G, Fiegel H, Rolle U

LETTER TO THE EDITOR

6345  Gastrointestinal symptoms in patients with COVID-19: Is there a relationship with mortality and new
variations of SARS-CoV-2?

Ribeiro IB, de Moura DTH, de Moura EGH

Bishidengs WIG | https://www.wjgnet.com I October 7,2021 | Volume27 | Issue37 |



World Journal of Gastroenterology

Contents
Weekly Volume 27 Number 37 October 7, 2021

ABOUT COVER

Editorial Board Member of World Journal of Gastroenterology, Yoichi Matsuo, MD, PhD, Professor, Department of
Gastroenterological Surgery, Nagoya City University Graduate School of Medical Sciences, Kawasumi 1, Mizuho-
cho, Mizuho-ku, Nagoya 4678601, Japan. nukemat0328@gmail.com

AIMS AND SCOPE

The primary aim of World Journal of Gastroenterology (WJ]G, World | Gastroenterol) is to provide scholars and readers
from various fields of gastroenterology and hepatology with a platform to publish high-quality basic and clinical
research articles and communicate their research findings online. WJG mainly publishes articles reporting research
results and findings obtained in the field of gastroenterology and hepatology and covering a wide range of topics
including gastroenterology, hepatology, gastrointestinal endoscopy, gastrointestinal surgery, gastrointestinal
oncology, and pediatric gastroenterology.

INDEXING/ABSTRACTING

The WJG is now indexed in Current Contents®/Clinical Medicine, Science Citation Index Expanded (also known as
SciSearch®), Journal Citation Reports®, Index Medicus, MEDLINE, PubMed, PubMed Central, and Scopus. The 2021
edition of Journal Citation Report® cites the 2020 impact factor (IF) for WJG as 5.742; Journal Citation Indicator: 0.79;
IF without journal self cites: 5.590; 5-year IF: 5.044; Ranking: 28 among 92 journals in gastroenterology and
hepatology; and Quartile category: Q2. The WJG’s CiteScore for 2020 is 6.9 and Scopus CiteScore rank 2020:
Gastroenterology is 19/136.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Ying-Y7 Yuan; Production Department Director: Xiang Ii; Editorial Office Director: Ze-Mao Gong.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Gastroenterology https:/ /www.wijgnet.com/bpg/getinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS
ISSN 1007-9327 (print) ISSN 2219-2840 (online) https:/ /www.wjgnet.com/bpg/Gerlnfo/287
LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH
October 1, 1995 https:/ /www.wijgnet.com/bpg/gerinfo/240
FREQUENCY PUBLICATION ETHICS

Weekly https://www.wjgnet.com/bpg/Gerlnfo/288
EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Andrzej S Tarnawski, Subrata Ghosh https:/ /www.wijgnet.com/bpg/gerinfo/208
EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

http:/ /www.wjgnet.com/1007-9327/editorialboard.htm https:/ /www.wjgnet.com/bpg/gerinfo/242
PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS
October 7, 2021 https:/ /www.wignet.com/bpg/Gerlnfo/239
COPYRIGHT ONLINE SUBMISSION

© 2021 Baishideng Publishing Group Inc https:/ /www.f6publishing.com

© 2021 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: bpgoffice@wijgnet.com https://www.wjgnet.com

JBaishideng®

WIJG | https://www.wjgnet.com 111 October 7,2021 | Volume27 | Issue37 |


https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
http://www.wjgnet.com/1007-9327/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:bpgoffice@wjgnet.com
https://www.wjgnet.com

Submit a Manuscript: https:/ /www.f6publishing.com

DOI: 10.3748 / wjg.v27.i37.6277

World Journal of
Gastroenterology

World | Gastroenterol 2021 October 7; 27(37): 6277-6289

ISSN 1007-9327 (print) ISSN 2219-2840 (online)

Retrospective Study

ORIGINAL ARTICLE

Recently acquired hepatitis C virus infection among people living
with human immunodeficiency virus at a university hospital in

Taiwan

Miao-Hui Huang, Hsin-Yun Sun, Shu-Yuan Ho, Sui-Yuan Chang, Szu-Min Hsieh, Wang-Huei Sheng, Yu-Chung
Chuang, Yu-Shan Huang, Li-Hsin Su, Wen-Chun Liu, Yi-Ching Su, Chien-Ching Hung

ORCID number: Miao-Hui Huang
0000-0001-8961-1104; Hsin-Yun Sun
0000-0003-0074-7721; Shu-Yuan Ho
0000-0002-9657-7239; Sui-Yuan
Chang 0000-0002-6009-6724; Szu-
Min Hsieh 0000-0002-1879-4086;
Wang-Huei Sheng 0000-0002-5605-
7853; Yu-Chung Chuang 0000-0003-
3094-8276; Yu-Shan Huang 0000-
0002-9047-5709; Li-Hsin Su 0000-
0002-1879-2216; Wen-Chun Liu
0000-0002-0356-9898; Yi-Ching Su
0000-0002-0187-1348; Chien-Ching
Hung 0000-0001-7345-0836.

Author contributions: Huang MH
designed and performed the
research; Sun HY and Hung CC
designed the research and
supervised the report; Ho SY and
Chang SY provided laboratory
support; Hung CC, Sun HY, Hsieh
SM, Sheng WH, Chuang YC,
Huang YS, Su LH, Liu WC, and Su
YC were involved in the collection
and assembly of clinical data;
Huang MH and Hung CC
participated in the data analysis
and drafted the report; All authors
reviewed and approved the final
version of the report.

Supported by National Taiwan
University Hospital, Taipei,
Taiwan, No. NTUH106-003347 (to
Sun HY).

Jaishideng®

WJG | https://www.wjgnet.com

Miao-Hui Huang, Department of Internal Medicine, Hualien Tzu Chi Hospital, Buddhist Tzu Chi
Medical Foundation and Tzu Chi University, Hualien 970410, Taiwan

Hsin-Yun Sun, Szu-Min Hsieh, Wang-Huei Sheng, Yu-Chung Chuang, Yu-Shan Huang, Li-Hsin Su,
Wen-Chun Liu, Yi-Ching Su, Chien-Ching Hung, Department of Internal Medicine, National
Taiwan University Hospital and National Taiwan University College of Medicine, Taipei
100008, Taiwan

Shu-Yuan Ho, Sui-Yuan Chang, Department of Laboratory Medicine, National Taiwan
University Hospital and National Taiwan University College of Medicine, Taipei 100008,
Taiwan

Sui-Yuan Chang, Department of Clinical Laboratory Sciences and Medical Biotechnology,
National Taiwan University College of Medicine, Taipei 100233, Taiwan

Chien-Ching Hung, Department of Tropical Medicine and Parasitology, National Taiwan
University College of Medicine, Taipei 100233, Taiwan

Chien-Ching Hung, Department of Medical Research, China Medical University Hospital and
China Medical University, Taichung 404394, Taiwan

Corresponding author: Chien-Ching Hung, MD, PhD, Professor, Department of Internal
Medicine, National Taiwan University Hospital and National Taiwan University College of
Medicine, No. 7 Chung-Shan South Road, Taipei 100008, Taiwan. hcc0401@ntu.edu.tw

Abstract

BACKGROUND

Little is known about the engagement in hepatitis C virus (HCV) care and
completion of HCV treatment in people living with human immunodeficiency
virus (HIV) (PLWH) who have HCV coinfection in the Asia-Pacific region.
Examining the HCV care cascade can identify barriers to the completion of HCV
treatment and facilitate achievement of HCV micro-elimination in PLWH.

AIM
To investigate the care cascade of incident HCV infections among PLWH in
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Taiwan.

METHODS

PLWH with incident HCV infections, defined as HCV seroconversion, were
retrospectively identified by sequential anti-HCV testing of all archived blood
samples at National Taiwan University Hospital between 2011 and 2018. All
PLWH with incident HCV infections were followed until December 31, 2019. The
care cascade of HCV examined included all incident HCV-infected patients, the
percentages of anti-HCV antibodies detected by HIV-treating physicians in
clinical care, plasma HCV RNA load tested, HCV RNA positivity diagnosed,
referral to treatment assessment made, anti-HCV treatment initiated, and
sustained virologic response achieved. Those who had HCV seroconversion
during the interferon (IFN) era (2011-2016) and the direct-acting antiviral (DAA)
era (2017-2018) were analyzed separately. The duration of HCV viremia —from
the date of seroconversion to viral clearance by treatments or until the end of
observation—and the incidence of sexually transmitted infections (STIs) during
the HCV viremic period were estimated.

RESULTS

During the study period, 287 of 3495 (8.2%) PLWH (92.3% being men who have
sex with men) who were HCV-seronegative at baseline developed HCV serocon-
version by retrospective testing of all archived blood samples. Of the 287 incident
HCYV infections, 277 (96.5%) had anti-HCV antibodies detected by HIV-treating
physicians, 270 (94.1%) had plasma HCV RNA determined and 251 (87.5%) tested
positive for HCV RNA. Of those with HCV viremia, 226 (78.7%) were referred to
treatment assessment, 215 (74.9%) initiated anti-HCV treatment, and 202 (70.4%)
achieved viral clearance. Compared with that in the IFN era, the median interval
from HCV seroconversion by retrospective testing to detection of HCV seropos-
itivity by HIV-treating physicians was significantly shorter in the DAA era {179 d
[interquartile range (IQR) 87-434] vs 92 d (IQR 57-173); P < 0.001}. The incidence
rate of STIs in the DAA vs the IFN era was 50.5 per 100 person-years of follow-up
(PYFU) and 38.5 per 100 PYFU, respectively, with an incidence rate ratio of 1.31
(95% confidence interval 0.96-1.77), while the duration of HCV viremia was 380 d
(IQR 274-554) and 735 d (IQR 391-1447) (P < 0.001), respectively.

CONCLUSION

While anti-HCV therapies are effective in achieving viral clearance, our study
suggests more efforts are needed to expedite the linkage of PLWH diagnosed with
incident HCV infections to HCV treatment.

Key Words: Recent hepatitis C virus infection; Cascade of care; Direct-acting antivirals;
People living with human immunodeficiency virus; Sustained virologic response; Sexually
transmitted infections

©The Author(s) 2021. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: We examined the hepatitis C virus (HCV) care cascade among people living
with human immunodeficiency virus who acquired incident HCV infections at a
university hospital in Taiwan between 2011 and 2018. We observed high rates of
linkage to HCV care and retention in care in both interferon (IFN, 2011 to 2016) and
direct-acting antiviral (DAA, 2017 to 2018) eras. The rate of referral to treatment
assessment had increased from the IFN era to the DAA era. Moreover, the duration of
HCV viremia was markedly shortened because of early diagnosis and linkage to
effective treatment in the DAA era compared to that in the IFN era.
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INTRODUCTION

Viral hepatitis is a major public health threat and approximately 2.3 million people
living with human immunodeficiency virus (HIV) (PLWH) are coinfected with
hepatitis C virus (HCV) globally[1-3]. Injection drug users (IDUs) have been the major
contributors to HCV transmission[4]. In Asia-Pacific region, the prevalence of HCV
coinfection among PLWH ranges from 3.8% to 42.6%, and may be as high as 80.8% to
98.5% among IDUs][5,6]. Since 2000, incident HCV infections among PLWH who are
MSM have continued to increase in the United States, European countries, and
Australia[7-9]. Similar increasing trends were observed among PLWH who are MSM
in Asia-Pacific region[10,11]. The causes of the increases of HCV transmission among
MSM are multifactorial and are related to concurrent sexually transmitted infections
(STIs), unprotected anal intercourse, traumatic sexual contacts, and use of recreational
drugs by inhalation or injection[12].

The evolution of HCV treatment from interferon (IFN)-based therapy to IFN-free
direct-acting antivirals (DAAs) has significantly improved tolerability and effect-
iveness in achieving viral clearance[13]. The rates of viral clearance with DAAs are
similarly high for HCV-monoinfected patients and HCV/HIV-coinfected patients in
clinical trials and real-world experience[14-18]. With the introduction of effective
DAAs, ending the HCV epidemic is considered an achievable goal by scaling up
diagnosis and treatment of HCV infection[1]. Among the interventional strategies
proposed to achieve hepatitis elimination, the continuum assessed by the "cascade of
care" on the population level is suggested to evaluate the status of hepatitis treatment
services and the level of engagement in care[19,20]. The proportion of patients in each
step of the cascade —infected, tested, status confirmed, engagement in care, treatment
initiated, cured, and followed up for chronic care —reflects the coverage of diagnosis,
access to treatment, and quality of care.

In Taiwan, pegylated IFN plus ribavirin (PEG-IFN/RBV) has become the standard
anti-HCV treatment regimen since 2004 and has been fully reimbursed by the National
Health Insurance (NHI) since 2009[21,22]. DA As were not available until 2017, when
the regimens were restricted to individuals with chronic HCV infection with evidence
of significant hepatic fibrosis. Generic versions of patented DAAs could be purchased
for individual use from Bangladesh[23]. Before 2019, referral to a hepatologist for
hepatitis C evaluation and treatment was required according to NHI regulations. The
reimbursement restrictions on the use of DAAs were lifted in January of 2019 by
allowing HCV viremic patients to initiate DAAs regardless of liver fibrosis status.
Subsequently, PLWH with HCV viremia could be evaluated and DAAs initiated by
HIV-treating physicians at infectious disease clinics.

In this study, we aimed to examine the HCV care cascade among PLWH who
received a diagnosis of incident HCV infection at a university hospital in Taiwan.

MATERIALS AND METHODS

Study design and data collection
We retrospectively reviewed the medical records of all PLWH aged 18 years or older
seeking medical care for HIV at the National Taiwan University Hospital (NTUH), the
largest designated hospital for HIV inpatient and outpatient care in Taiwan, from
January 2011 to December 2018; and those included were followed until death, loss to
follow-up, transfer of care, or the end of the study on December 31, 2019, whichever
occurred first. The study period (2011-2018) spanned two different eras of anti-HCV
treatment, from the IFN/RBV era (2011-2016) to the DAA era (2017-2018) before
restricted access to HCV treatments were completely lifted in early 2019. In this study,
the IFN-based regimen was PEG-IFN plus weight-based RBV with response-guided
treatment duration. From 2016 to 2018, generic versions of patent IFN-free DAAs
(sofosbuvir/ velpatasvir) were used for treatment of recently acquired HCV infection.
Anti-HCV antibodies were detected using a fourth-generation enzyme immuno-
assay (Dia.Pro Diagnostic Bioprobes Srl. Italy)[11] and the HCV serostatus of the first
available blood samples during the study period were regarded as the baseline
serostatus. For those with a negative anti-HCV status at baseline, anti-HCV testing of
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all their archived blood samples were performed retrospectively on an annual basis to
detect HCV seroconversion. Patients who developed HCV seroconversion within the
past 12 mo were identified as having recently acquired HCV infection and were
included in this study.

The date of HCV seroconversion was arbitrarily assigned as the mid-point between
the dates of the first positive and the last negative anti-HCV test. Using a standardized
case record form, we collected data on patient demographics, HIV transmission risk
groups, and laboratory test results, including CD4 lymphocyte count and plasma HIV
RNA load (PVL), hepatitis B surface antigen (HBsAg), rapid plasma reagin (RPR) titer,
plasma HCV RNA load and genotype when HCV viremia was detected.

The study was approved by the Research Ethics Committee of the hospital
(registration number: 201605103RINC and 201605128RINC) and informed consent was
obtained from all the participants.

Definitions

The HCV care cascade comprised the following steps of care: (1) “HCV infected”
included all seroconverters in the past 12 mo identified by testing of archived blood
samples; (2) “antibody detected” defined as a confirmed anti-HCV-positive test
identified by HIV-treating physicians and documented in the medical records; (3)
“HCV RNA tested” as the performance of a plasma HCV RNA test either after a
positive anti-HCV test or when HCV viremia is detected during an acute infection
with a negative anti-HCV test; (4) “HCV RNA positivity” as detectable plasma HCV
RNA at the time of testing; (5) “Referred to treatment assessment” as successful
referral of HCV-infected individuals to a hepatology clinic for evaluation of liver
fibrosis or HCV treatment; or completion of pretreatment blood testing in infectious
disease clinics as required by NHI regulation in 2019, including evaluation of liver
fibrosis, renal function, HCV genotype, and plasma HCV RNA load[16]; (6) “Treat-
ment initiated” as patients who had been prescribed HCV treatment medications; and
(7) “Sustained virologic response (SVR) achieved” as the state of persistently un-
detectable HCV RNA until 24 wk after completion of IFN-based regimens and 12 wk
after completion of DAA treatments.

The durations between two consecutive steps of the care cascade were recorded.
Those who had HCV seroconversion during the IFN era (2011-2016) and the DAA era
(2017-2018) were analyzed separately for comparison of the proportion of patients
attaining each step and the interval between two consecutive steps of the cascade. The
total duration of HCV viremia was defined as the interval between the estimated date
of HCV seroconversion to the end of HCV treatment in those with undetectable HCV
RNA; those who did not achieve SVR were followed until the completion of re-
treatment with undetectable HCV RNA, the end of observation, or loss to follow-up,
whichever occurred first.

The number of STIs, including syphilis (defined as a four-fold increase of RPR titers,
consistent clinical symptoms, or administration of syphilis treatment), and gonorrhea
(defined as culture-confirmed Neisseria gonorrhoeae infection or consistent clinical
symptoms and administration of gonorrhea treatment), during the defined intervals of
HCV viremia was calculated. We used occurrences of STIs as surrogate markers for
unprotected sex contacts of the included PLWH during the HCV viremic period
without effective treatment to indicate the risk for onward transmission of HCV.

Statistical analysis

The cascade of care after diagnosis of recently acquired HCV infection was examined
by each step using descriptive analysis. Comparisons of categorical variables were
performed by chi-square analysis and those of continuous variables by a Mann-
Whitney U Test. The incidence rate of STIs during HCV viremia was calculated as the
number of STIs per 100 PYFU. All analyses were two-tailed, and a P < 0.05 was
considered statistically significant. All statistical analyses were performed using
Stata/SE, version 14.0. The statistical methods of this study were reviewed by the staff
of National Taiwan University Hospital-Statistical Consulting Unit (NTUH-SCU).

RESULTS

Between January 2011 and December 2018, 3,495 PLWH had a negative anti-HCV
antibody test at baseline (Figure 1) and HCV seroconversion was detected in 294
(8.4%) PLWH. After excluding 7 PLWH who were lost to follow-up when serocon-
version occurred, a total of 287 PLWH were included in the analysis of the HCV care
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n= 5156

All HIV-positive patients at NTUH
during 2011-2018

Exclusion
Expired, n= 91
Without follow-up, 7 = 893

baseline
n=428

Anti-HCV positive at

Anti-HCV negative
at baseline
n = 3495

No Anti-HCV testing
n =249

\

No Anti-HCV seroconversion
n= 3201

Anti-HCV seroconversion
n=29%

Lost to follow-up at the
time of seroconversion, n = 7

Incident case of HCV infection
included in the analysis of HCV
cascade of care

n=287

Figure 1 Patient flow. Between 2011 and 2018, 3495 people living with human immunodeficiency virus (HIV) (PLWH) had negative anti-hepatitis C virus (HCV)
antibody tests at baseline and HCV seroconversion was detected in 294 (8.4%) PLWH. After excluding 7 PLWH who were lost to follow-up when HCV seroconversion
occurred, a total of 287 PLWH were included in the analysis of the care cascade of incident HCV infections. HIV: Human immunodeficiency virus; NTUH: National
Taiwan University Hospital; HCV: Hepatitis C virus.
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cascade.

The clinical characteristics of the included 287 PLWH with recently acquired HCV
infection are shown in Table 1. All of them were male, with a mean age of 34.5 years
[standard deviation (SD) 7.6]. The mean PVL was 1.72 log,, copies/mL (SD 1.09) and
mean CD4 count was 597.7 cells/mm?® (SD 251.1) at the time of HCV seroconversion.
The HBsAg seropositivity rate was 14.9% and active or previous syphilis was present
in 89.2%. The risk groups of HIV acquisition included 265 (92.3%) MSM, 5 (1.8%)
heterosexuals, 4 (1.4%) IDUs, and 13 (4.5%) unknown. The mean plasma HCV RNA
load was 5.72 log,, copies/mL (SD 1.50). Twenty-two (7.7%), 84 (29.3%), 119 (41.5%), 6
(2.1%), and 34 (11.8%) PLWH had infection with HCV genotypes 1a, 1b, 2a, 3, and 6,
respectively, and 3 (1%) had mixed infections of genotypes 1b and 2.

Of the 287 PLWH, 277 (96.5%) were found to have HCV seroconversions by HIV-
treating physicians, including 8 diagnosed at the stage of acute infection with positive
HCV RNA and negative anti-HCV antibody. Plasma HCV RNA load was determined
in 270 (94.1%) PLWH after seroconversion, with 19 (12.5%) clearing viremia spontan-
eously and 251 (87.5%) remaining viremic (Table 2). Overall, 226 (78.7%) PLWH were
referred to hepatology clinics for treatment assessment, and anti-HCV treatments were
initiated in 215 (74.9%) PLWH, of whom 202 (70.4%) achieved SVR (Table 2).

Compared with PLWH who had HCV seroconversion in the IFN era (2011-2016),
those who seroconverted in the DAA era (2017-2018) had higher achievement rates of
all sequential steps of the care cascade (Figure 2), though not reaching statistical
significance. The rate of antibody diagnosis within one year of HCV seroconversion
was significantly higher in the DAA era than that in the IFN era (88.2% vs 69.5%; P <
0.001) (Figure 2). In the IFN era, the major gap of engagement in care was from HCV
RNA positivity to referral for assessment and treatment, which resulted in a loss of
11.8% of those found to be HCV viremic.

The median interval from seroconversion to detection of HCV seropositivity by
HIV-treating physicians was 130 d [interquartile range (IQR), 80-295], which was
significantly shorter in the DAA era than in the IFN era [92 d (IQR, 57-173) vs 179 d
(IQR 87-434); P < 0.001] (Table 2, Figure 3). From detection of HCV seropositivity to
HCV RNA testing, the interval was 21 d (IQR 6-39) and 12 d (IQR 6-68) in the IFN and
DAA eras, respectively (P = 0.19). The intervals from HCV RNA testing to treatment
assessment and from assessment to treatment initiation were longer in the DAA era
compared with those in the IFN era, 81 d (IQR 14-169) vs 26 d (IQR 7-208), and 42 d
(IQR 18-84) vs 35 d (IQR 27-90), which were not statistically significantly different (P =
0.25 and P = 0.55, respectively). The duration of viremia was 735 d (IQR 391-1447) in
the IFN era, which was significantly longer than that in the DAA era (380 d; IQR 274-
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Table 1 Clinical characteristics of people living with human immunodeficiency virus who had incident hepatitis C virus infection from

2011 to 2018

Clinical characteristics n=287
Age, mean + SD, yr 345+7.6
Male sex, 1 (%) 287 (100)
Risk group, n (%)

Men who have sex with men 265 (92.3)
Heterosexuals 5(1.8)
Injecting drug users 4(1.4)
Unknown 13 (4.5)
HIV PVL, mean * SD, log;, copies/mL 1.72+1.09
CD4 count, mean + SD, cells/ mm® 597.7 £ 251.1
HBsAg-positive, n (%) 42 (14.9)
Syphilis, n (%) 256 (89.2)
Plasma HCV RNA, mean * SD, log;, copies/mL 5.72 +1.50)
HCV genotype, n (%)

1a 22 (7.7)
1b 84 (29.3)
2a 119 (41.5)
3 6(2.1)

6 34 (11.8)
Mixed genotype 1b+2 3 (1.0)
No data 19 (6.6)
Year of seroconversion, 1 (%)

2011 23 (8.0)
2012 28 (9.8)
2013 27 (9.4)
2014 24 (8.4)
2015 31 (10.8)
2016 43 (14.9)
2017 54 (18.8)
2018 57 (19.9)

HBsAg: Hepatitis B surface antigen; HCV: Hepatitis C virus; HIV: Human immunodeficiency virus; PVL: Plasma viral load; RNA: Ribonucleic acid.
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554; P < 0.001).

Among the HCV seroconverters in the IFN era, a total of 165 episodes of STIs were
observed in the entire HCV viremic duration of 428.2 PYFU, resulting in an incidence
rate of 38.5 per 100 PYFU. In the DAA era, the HCV seroconverters acquired a total of
55 episodes of STIs during 108.8 PYFU of viremia, leading to an incidence rate of 50.5
per 100 PYFU. The incidence rate ratio (IRR) of STIs in the DAA era vs the IFN era was
1.31 (95%CI 0.96-1.77).

Figure 4 demonstrates the breakdown of HCV treatment uptake by year. The annual
number of PLWH with HCV viremia who received IFN-based therapy was unchanged
from 2012 to 2016. With the introduction of DAAs in 2016, the number of PLWH
receiving DAA treatment increased year by year, especially in 2019, when restrictions
on DAA reimbursement were lifted and all HCV viremic patients could be treated
with DAAs.
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Table 2 Care cascade of incident hepatitis C infections among people living with human immunodeficiency virus in the interferon and

direct-acting antiviral eras

Seroconversion in

Total 2011-2018, n =

287 2011-2016 IFN era,n=  2017-2018DAAera,n=  Pvalue
176 111

Antibody detected, 1 (%)’ 277 (96.5) 167 (94.9) 110 (99.1) 0.09
HCV RNA tested, 1 (%) 270 (97.5) 162 (97.0) 108 (98.2) 0.08
HCV RNA positivity, n (%)" 251 (93.0) 152 (93.8) 99 (91.7) 0.48
Referred to treatment assessment, 11 (%)’ 226 (90.0) 134 (88.2) 92 (92.9) 0.17
Treatment initiated, 1 (%) 215 (95.1) 131 (97.8) 84 (91.3) 0.81
SVR achieved, 1 (%)" 202 (94) 120 (91.6) 82 (97.6) 0.19
Interval between each step, median days (IQR)

Seroconversion to antibody detected 130 (80-295) 179 (87-434) 92 (57-173) <0.001
Antibody detected to HCV RNA tested 19 (6-81) 21 (6-93) 12 (6-68) 0.19
HCV RNA tested to treatment assessment 43 (11-181) 26 (7-208) 81 (14-169) 0.25
Treatment assessment to treatment initiation 36 (21-90) 35 (27-90) 42 (18-84) 0.55
Duration of viremia” 502 (325-945) 735 (391-1447) 380 (274-554) <0.001
Events of STIs during HCV viremia 220 165 55 <0.001
Incidence rate of STIs during HCV viremia, (per 41.0 38.5 50.5 0.09

100-PYFU)

Percentage that moved from the previous step to current step of care cascade.
2From the time of seroconversion to end of treatment. DAA: Direct-acting antiviral; IFN: Interferon; IQR; Interquartile range; PYFU: Person-years of follow-
up; STTs: Sexually transmitted infections; SVR: Sustained virologic response.

DISCUSSION

In this study, we observed high rates of linkage to HCV care and retention in the care
system among PLWH at our institution, in both the IFN and DAA eras. The retention
rates between each step of the care cascade after detection of incident HCV infection
primarily exceeded 90% (Figure 2). A major barrier noted in the IFN era was referral to
treatment assessment (88.2%) after detection of HCV viremia, while this gap seemed
diminished in the DAA era. In addition, the duration of HCV viremia, from serocon-
version to completion of HCV treatment, was markedly shortened in the DAA era
compared to that in the IFN era (380 d vs 735 d; P < 0.001). The improvement was
mainly due to early diagnosis of recently acquired HCV infection by HIV-treating
physicians because the diagnostic rate within one year after seroconversion increased
from 69.5% (116/167) to 88.2% (97/110), and the median time from seroconversion to
antibody diagnosis was shortened from 179 d to 92 d (P < 0.001).

The occurrence of STIs during HCV viremia represented risky sexual behavior,
potentially resulting in onward transmission of HCV to their contacts. The incidence
rate of STIs observed in the DAA era was higher than that in the IFN era, though not
reaching statistical significance (50.5 vs 38.5 per 100 PYFU; IRR 1.31, 95%CI 0.96-1.77).
In contrast, the total number of STI episodes was far fewer in the DAA era vs the IFN
era (55 episodes among 111 patients vs 165 episodes among 176 patients, respectively),
likely due to a shorter duration of HCV viremia. The curtailing of HCV viremia with
the initiation of effective DAAs may indicate reduced opportunities to transmit HCV
during the viremic period.

There are limited data to describe the care cascade after incident HCV infections
were diagnosed both in the general population and in HCV-coinfected PLWH in the
Asia-Pacific region. In our study, we tested archived blood samples to include all
patients who had recent HCV infections in the previous year and estimated the time of
seroconversion. In doing so, we could assess the rate of antibody diagnosis of HCV
infection by treating physicians, the interval of delay in clinical diagnosis, and the
duration of HCV viremia before effective anti-HCV treatments were initiated. Prior
population-level studies of the care cascade either estimated the seroprevalence of
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Figure 2 Care cascade of incident hepatitis C virus infections in the interferon and direct-acting antiviral eras. In the interferon era (blue
columns), 176 people living with human immunodeficiency virus (HIV) (PLWH) had incident hepatitis C virus (HCV) infections by retrospective testing of all archive
blood samples; 167 (94.9%) were found to have HCV seroconversion by HIV-treating physicians; and the diagnostic rate within one year after seroconversion was
69.4% (116 out of 167). Plasma HCV RNA was tested in 162 (97.0%) PLWH after seroconversion, of which 152 (93.8%) were viremic. A total of 134 (88.2%) viremic
PLWH were referred to hepatology clinics; anti-HCV treatments were initiated in 131 (97.8%), and 120 (91.6% of all treated PLWH) achieved sustained virologic
response (SVR). In the direct-acting antiviral era (orange columns), 111 PLWH had incident HCV infections; 110 (99.1%) were found to have HCV seroconversion by
HIV-treating physicians; and the diagnostic rate within one year after seroconversion was 88.2% (97 out of 110). Plasma HCV RNA was detected in 108 (98.2%)
PLWH after seroconversion and 99 (91.7%) were viremic. A total of 92 (92.9%) viremic PLWH received treatment assessment, anti-HCV treatments were initiated in

84 (91.3%), and 82 (97.6% of all treated patients) achieved SVR. IFN: Interferon; DAA: Direct-acting antiviral; HCV: Hepatitis C virus; PLWH: People living with
human immunodeficiency virus.
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HCV[24,25] or described the cascade since the diagnosis of anti-HCV positivity[26]. In
single-center studies focusing on HCV-coinfected PLWH, the actual numbers of HCV
infections were not shown in the care cascade[27,28].

Previous population-based care cascade assessments for HCV infection in the IFN
era revealed low rates of retention in care and treatment initiation, probably related to
concerns about inconvenience, lower effectiveness, intolerability, and higher rates of
adverse effects with IFN/RBV treatment. The antibody diagnostic rate was 50% to
75%; HCV RNA testing was performed in 30 to 50% of patients; less than 20% of
patients received HCV treatment; and the final SVR rate was lower than 10%[24,25]. At
our institution during the IFN era, the antibody diagnosis, HCV RNA testing,
treatment initiation, and SVR rates were 94.9%, 92.0%, 74.4%, and 68.2%, respectively,
much higher than those of previous population-level studies. We believe that regularly
scheduled follow-up visits for fully-reimbursed HIV antiretroviral treatments in the
majority of PLWH might have provided an opportunity to facilitate HCV testing and
increase engagement of HCV care[29,30]. However, mandatory referrals to a hepato-
logist for HCV pretreatment assessment and management may have raised the barrier
to anti-HCV treatment initiation and achievement of viral clearance, as such a
requirement negatively impacts convenience and costs, thereby potentially increasing
the risk of dropout from HCV care. This barrier has diminished since 2019 when NHI
approved HIV-treating physicians to participate in HCV assessment and treatment for
PLWH at infectious disease clinics. The rate of treatment assessment after HCV RNA
positivity increased from 88.2% (134/152) in the IFN era to 92.9% (92/99) in the DAA
era.

The introduction of DAAs has been shown to improve engagement of HCV care
and treatment uptake. The British Columbia Hepatitis Tester Cohort demonstrated
improvement of the care cascade in the DAA era. Of the patients who tested anti-
HCV-positive, 83% had HCV RNA testing done; and, of those who were HCV viremic
and were genotyped, 61% received DAA therapy, with 90% achieving SVR[31].In a
report from seven HCV elimination studies among PLWH in the early DAA era, the
average treatment uptake increased to 48% and treatment completion rates reached
96%[32]. Our current study showed a significantly higher rate of linkage to care, with
> 90% of PLWH consistently advancing from each cascade step to the next in the DAA
era, which resulted in a total of 84.8% (84/99) viremic patients initiating anti-HCV
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Figure 3 Intervals between steps of the care cascade of incident hepatitis C virus infections. A: Demonstration of the intervals between each step
of the care cascade; B: In all included people living with human immunodeficiency virus (HIV) (PLWH), the median interval from seroconversion to detection of
hepatitis C virus (HCV) seropositivity by HIV-treating physicians was 130 days, which was significantly shorter in the direct-acting antiviral (DAA) era (median 92 d)
than that in the interferon (IFN) era (median 179 d) (P < 0.001). In the IFN era, the median interval from detection of HCV seropositivity to HCV RNA testing was 21 d,
that from RNA testing to referral to treatment assessment was 26 d, and that from assessment to treatment initiation was 35 d. In the DAA era, the median interval
from detection of HCV seropositivity to HCV RNA testing was 12 d, that from RNA testing to referral to treatment assessment was 81 d, and that from assessment to
treatment initiation was 42 d. The differences in the intervals after antibody diagnosis were not statistically significant between PLWH included in the IFN era and
those in the DAA era. HCV: Hepatitis C virus; IFN: Interferon; DAA: Direct-acting antiviral.
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Figure 4 Hepatitis C virus treatment uptake by year from 2011 to 2019. The annual numbers of people living with human immunodeficiency virus
(PLWH) who received interferon-based therapy were unchanged from 2012 to 2016. With the introduction of direct-acting antivirals (DAAs) since 2016, the number of
PLWH receiving DAAs increased annually, especially in 2019, when the restrictions on the DAA reimbursement were lifted and all hepatitis C virus viremic patients
could be treated with DAAs. DAA: Direct-acting antiviral; IFN: Interferon.

treatments, and 97.6% (82/84) achieving SVR. In the Swiss HIV Cohort Study, the
treatment incidence increased from 4.5 per 100 PYFU before the availability of DAAs,
to 22.4 per 100 PYFU after the introduction of second-generation DAAs[33]. These
findings were in line with observations from our study. While the annual number of
IFN-based therapy remained unchanged from 2012 to 2016, the number of DAA
treatment initiated progressively increased from 2016 to 2018, which further rocketed
in 2019, when the restriction on DAA reimbursement was lifted (Figure 4). During the
period between 2016 and 2018, when access to DAA through NHI reimbursement
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remained limited, generic DAAs could be purchased overseas by PLWH themselves;
however, accessibility was limited by the cost incurred. During this period, we found
that the median intervals from HCV RNA testing to referral to treatment assessment,
and those from referral to treatment initiation were longer than those in the IFN era,
though not reaching statistical significance (Table 2 and Figure 3).

There are several limitations in this study. First, the cascade of HCV care from this
single-center study might not be generalizable to other institutions in Taiwan, given
that discrepancies in the patients” demographic and clinical characteristics and socio-
economic status may exist. At our institution, PLWH with recent HCV infection were
mainly MSM, accounting for more than 90% of the included patients, while the
percentages of heterosexual and IDUs were both lower than 2%. Prior studies
suggested from an assessment of the HCV care cascade in IDUs that active drug users
had poorer treatment adherence, resulting in lower rates of viral clearance[34-36].
Second, our study did not investigate factors that may be associated with failure of
engagement in the HCV care cascade. Third, HCV reinfection, which can occur in this
high-risk group[37-39], were not included in the analyses of the HCV care cascade.

CONCLUSION

In conclusion, we describe the HCV care cascade at a referral hospital in Taiwan from
the IFN era to the DAA era. The rates of engagement in each step of the HCV care
cascade were high in both eras and the barriers to referral and reimbursement
diminished over time. However, given both the longer intervals of HCV viremia
observed in the DAA era and a higher incidence of STIs potentially contributing to
onward transmission of HCV, more efforts are needed to expedite the linkage of
PLWH diagnosed with incident HCV infections to HCV treatment.

ARTICLE HIGHLIGHTS

Research background
Recently acquired hepatitis C virus (HCV) infections are increasingly reported in
people living with human immunodeficiency virus (HIV) (PLWH) who are men who
have sex with men. With availability of highly effective direct-acting antivirals (DAAs)
for the treatment of HCV, microelimination HCV is considered an achievable goal in
this at-risk population.

Research motivation

To achieve microelimination of HCV in PLWH, each step of the continuum of HCV
care, from diagnosis, linkage to and engagement in care, initiation of anti-HCV
treatment, treatment completion, to prevention against reinfection, is crucial.
Examining the HCV care cascade can identify barriers to the completion of HCV
treatment and facilitate achievement of HCV micro-elimination in PLWH.

Research objectives
The study aimed to evaluate the care cascade of PLWH with recently acquired HCV
infections at a university hospital designated for HIV care in Taiwan.

Research methods

The authors retrospectively reviewed the medical records of all PLWH testing
negative for anti-HCV at baseline who developed anti-HCV seroconversion between
2011 to 2018 and were observed till the end of 2019. The number of people in each step
of HCV care cascade was assessed and the duration between two sequential steps was
estimated.

Research results

A total of 287 PLWH recently acquired HCV infections during the study period. High
rates of linkage to HCV care and retention in the care were observed in our cohort.
Compared with the interferon (IFN, 2011-2016) era, the barrier of referral to anti-HCV
treatment assessment was diminished and the total duration of HCV viremia marked
decreased in the direct-acting antiviral (DAA, 2017-2018) era.
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Research conclusions

The achievement rates of engagement in each step of the HCV care cascade were high
in both IFN and DAA eras and the barriers to referral and treatment initiation
diminished over time.

Research perspectives

The impact of scale-up of HCV testing and DAA treatment after lifting the restriction
on DAA reimbursement on the trends of incident HCV infections in PLWH warrants
more long-term observation.
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