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Background: Diabeles increases the risk of cirrhosis and HCC. We aimed
lo assess such associations given different diabeles slaluses.

Methods: We included 449,497 participants in the UK Biobank cohort (mean
age 56.7 +8.0 y; 45.5% male) and assessed the associalion between pre-
clinical diabeles (prediabeles, having a high risk of diabeles), clinical dia-
beles (presence, duration, or glycemic control of type 2 diabeles), and
incident liver cirrhosis and HCC by the Cox regression. Liver diseases were
ascertained through inpaltient records and national death registration. Gene-
environmenl inleraclion was examined using the polygenic risk scores of
cirrhosis and HCC.

Results: Compared with normoglycemia, having <5 years,>5 years of
diabeles showed adjusted HRs (aHRs) of cirrhosis as 2.85 (2.45-3.32) and
3.43 (2.92-4.02), respeclively, which was similarly observed in HCC. In
diabetes, a level of hemoglobin Alc > 7.5% showed aHRs of 1.37
(1.07-1.76) and 1.89 (1.10-3.25) for cirrhosis and HCC, respeclively, com-
pared with hemoglobin A1c < 6.5%. In non-diabeles, prediabeles presented
aHRs of 141 (1.14-1.73) and 1.80 (1.06-3.04) of cirrhosis and HCC,
respectively. Participants with a high risk of diabeles at baseline showed an
aHR of 3.31 (2.65-4.13) for cirrhosis and 2.09 (1.15-3.80) for HCC. In those
with a high genelic risk of HCC, having an increased risk of diabeles posed a
significanlly higher risk of HCC (aHR: 1.93, 1.45-2.58, Pjeruction =0.005),
compared with those without a high genelic risk of HCC.




e e LI L 'Y
e JOTH M 370wy
B RSN

e < e |

1% T © Sodess eobum = = Jedgy
8 e F bt Cagrons * N ey 3880 AN

(1) Dol 8 baaivm (v o 3]
a - i pLLIM L =]
Ao by o e e gy @ gl (o ¢ 4By

IR
P e o0 el el s % ST
Lo N o s o8 T

Falcgmds S Cacens ns sl d ge ' etns
DR ) s S e A e el e

¥

ﬂ X (o e o % V1Y

(y-—l—-—-p.'m \
V) Pl B = = " 20w
&) Vil Ty - -

A Blesvne e v B o ¢ W04
MES R R A
7) Foway, Ly Cx Buad TN
11 Pumae, amach g Tl Y e R
VRS N e Y - S

W Ralaw b Jemase )T

11 a0 et wyceow ¢ N

Divegase peste Rareon by o ¥ - 5
X remmcney b Samaes e VY

T e . A

4V AR § Ty o Oy apala v = 0%

M Gnrgms e ge Semese 1 * VR
kﬂ“m,-'ﬂ‘ j

EE . ]

Pl yods kbl w e




' 4

from crrhosis. Given the karge number of people without
diabetes bul are al sgnificanty clevated nzk of future
diabetes and arrhosis, subjocts in the predinical stage
of diabetes may account for a consderable burden of
nadent cirrhosis and HCC, both of which are potentally
preventable.

Our study has mitations. We could nol assess
NASH rolaied cerhoss due 1o a kack of hestological data
n such a krge cohort. Imagng based asseszment of
siraled the robusiness of e azocation boetween
diabetes and crrhoss. Kentifying arrhosis and HCC
rebod on mpabent records, which may be mcapable of
capluring all cases. To attenuale the bias, we employod
an extemally vabdated pancl of ICD codes and carcfully
consdered its foasibilty n the current study. Rogarding
the generalizability of the results, we estmated aszo
cabions exclusively from Caucasians of meddie and old
age, honce the caution for extrapalating the condusion
1o the population of other races and age groups. As an
epdemologe study, our results could not establizh a
causal relaonship botweon daboles stalus and the
development of lver arrhosis. Also, we used FINDRISC
o assesz the rek of devoloping diabetes, which
crrhozes or HCC independont of dabetes.

In conclusion, precinical and dinicad stages  of
diabetes wore aszooaiod with the nsk of modont
crthose and HCC. The could help with dinical
surveiliance of hese advanced liver diseases, alowng
for carly daagnosis, more acouraie sk siralification, and
mgroved decase prognoses.
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characteristic curve (AUC), sensitivity and specificity of US, MRI
and the integrated diagnostic strategy using US combined with
MRI for NMLs were 0.730, 93.7% and 52.3%; 0.849, 94.7% and
75.0%; and 0.901, 92.6% and 87.5%, respectively. Compared
with US or MRI alone, the integrated diagnostic strategy
significantly increased the AUC (p <0.001, p=0.007) and
specificity (p < 0.001, p = 0.034) while maintaining high
sensitivity (o = 0.774, p = 0.551). In the validation set, the
integrated strategy of US combined with MRI (AUC = 0.899)
also had good performance compared with US (AUC = 0.728)
or MRI (AUC = 0.838).

Conclusion

The integrated diagnostic strategy of US combined with MRI
exhibited good performance for breast NMLs compared with
either modality used alone, which can improve the diagnostic
specificity while maintaining high sensitivity.
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Endogenous and Exogenous Thyrotoxicosis and Risk
of Incident Cognitive Disorders in Older Adults
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Results A total of 65 931 patients were included in the analysis (median [IQR] age at first visit, 68.0 [65.0-74.0]
years; 37 208 [56%] were female; 46 106 [69.9%] were White). Patients exposed to thyrotoxicosis had cognitive
disorder incidence of 11.0% (95% Cl, 8.4%-14.2%) by age 75 years vs 6.4% (95% Cl, 6.0%-6.8%) for those not
exposed. After adjustment, all-cause thyrotoxicosis was significantly associated with risk of cognitive disorder
diagnosis (adjusted hazard ratio, 1.39; 95% Cl, 1.18-1.64; P<.001) across age groups. When stratified by cause and
severity, exogenous thyrotoxicosis remained a significant risk factor (adjusted hazard ratio, 1.34; 95% Cl, 1.10-1.63; P=
.003) with point estimates suggestive of a dose response.

Conclusions and Relevance In this cohort study among patients 65 years and older, a low TSH level from either
endogenous or exogenous thyrotoxicosis was associated with higher risk of incident cognitive disorder. latrogenic
thyrotoxicosis is a common result of thyroid hormone therapy. With thyroid hormone among the most common
prescriptions in the US, understanding the negative effects of overtreatment is critical to help guide prescribing
practice.
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The Infectious Diseases Society of America and the American Association for the Study of
Liver Diseases have collaboratively developed evidence-based guidance regarding the
diagnosis, management, and treatment of hepatitis C virus (HCV) infection since 2013. A
panel of clinicians and investigators with extensive infectious diseases or hepatology
expertise specific to HCV infection periodically reviews evidence from the field and update
existing recommendations or introduce new recommendations as evidence warrants.

This update focuses on changes to the guidance since the previous 2020 published update,
including ongoing emphasis on recommended universal screening; management
recommendations for incomplete treatment adherence; expanded eligibility for simplified
chronic HCV infection treatment in adults with minimal monitoring; updated treatment and
retreatment recommendations for children as young as 3 years; management and treatment
recommendations in the transplantation setting; and screening, treatment, and management
recommendations for unique and key populations.
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Hepatitis B core-related antigen: A novel and promising surrogate
biomarker to guide anti-hepatitis B virus therapy

Takako Inoue, Takehisa Watanabe, Yasuhito Tanaka
Clin Mol Hepatol. 2023;29(4):851-868.



The current requirement for biomarkers to detect hepatitis B virus (HBV) infection is polarized. One is a fully-automated
and highly sensitive measurement system; the other is a simple system for point-of-care testing (POCT) in resource-
limited areas. Hepatitis B core-related antigen (HBcrAg) reflects intrahepatic covalently closed circular DNA and serum
HBV DNA. Even in patients with undetectable serum HBV DNA or HBsAg loss, HBcrAg may remain detectable. Decreased
HBcrAg levels are assodated with reduction of the occurrence of hepatocellular carcinoma (HCC) in chronic hepatitis B.
Recently, a fully-automated, novel high-sensitivity HBcrAg assay (iTACT-HBcrAg, cut-off value: 2.1 loglU/mL) has been
developed. This attractive assay has been released in Japan very recently. iTACT-HBcrAg can be useful for monitoring
HBV reactivation and prediction of HCC occurrence, as an alternative to HBV DNA. Moreover, monitoring HBcrAg may be
suitable for determining the therapeutic effectiveness of approved drugs and novel drugs under development. Presently,
international guidelines recommend anti-HBV prophylaxis for pregnant women with high viral loads to prevent mother-
to-child transmission of HBV. However, >95% of HBV-infected individuals live in countries where HBV DNA quantification
is not available. Worldwide elimination of HBV needs the scaling-up of examination and medication services in resource-
limited areas. Based on this situation, a rapid and easy HBcrAg assay as a POCT is valuable. This review provides the latest
information regarding the clinical use of a new surrogate marker, HBcrAg, in HBV management, based on iTACT-HBcrAg
or POCT, and introduces novel agents targeting HBV RNA/protein. (Clin Mol Hepatol 2023;29:851-868)

Keywords: Hepatitis B core-related antigen (HBcrAg); Covalently closed circular DNA (cccDNA); HBV reactivation; Point-
of-care testing; RNA destabilizer
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Safety in withdrawal of HEV therapy
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Safety in withdrawal of HBV therapy
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Figure 2. Summary of the process invoived In the TACT-HBOIAG assay™ HBV particies and HBeAG/anti-HB2 Immunocomplexes are modied
by pretreatment, and anti-HBe and anti-HBC antibodies are Inactivated. RNA particies are produced In patients undergoing mucieasiiide ana-
Iogue reatment. Bacause the ITACT-HBCAQ assay contains redudng agents In the pretreatment solution, the molecular connguration of HB-
CTAg Gan be aktered. This action enhances Immuncreactivity by Inareasing the number of detectabls molecules and allows the presentation of
2 nowel epitope that was biocked. This figure is based on Inoue et 31 HBCTAG, hepatitts B core-related antigen; HEV, hepatitss B virus; HBeAQ,
Depatits B @ antigen: anti-HBa, hepatits B & antibody; anti-HBC. hepattss B core antbody: HECAQ, hepatits 8 core antigen: ITACT-HECIAQ, im-

duding compiexes v pretreatment (hig sit) BCAg XS : AMPPD, 37 spiroad ) 4 tho
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