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Total HCV patients treated with direct acting

antivirals since 2014

Alexis Voeller, Devin Razavi-Shearer, lvane Gamkrelidze, Kathryn Razavi-Shearer, Sarah Blach, Homie Razavi

Center for Disease Analysis Foundation, Lafayette, CO, United States

Aim: cumulativeHCMreatmentin 20142022

Methods:

U Prior to 2019 average SVRrate with DAAsin each
country

U Nationalregistrationdata

Data was also collected from experts in over 100
countriesthrough PolarisObservatoryannualsurveys

Results

20142022, 13.2 million HCVpatientshavebeentreated, globallywith DAAs
SOFbased82%

Most HCMreatmentstook placein lower-middle incomecountries
Arhepeakpercentageof SOFbasedregimensin 2019MHEgyptianelimination
program

Arherehasbeenanincreasen other DAAsstartingin 2019

An 2019there were 1.6 million patientscumulativelytreated with other DAAS
comparedto 2.4 million cumulativepatientsin 2022

~~

Cumulative Patients Treated with DAAs

14,000,000
12,000,000

Cumulative Tx Pts

Cum
9,000,000
8,000,000
7,000,000

Conclusions:

LMICmhimpact on the total number of HCV patients treated globally.
w DSYSNAO 42F230dz0ANI b RIOfI (I ag)
With 89%H immediate access to generic versions

High incomecountriesl'bremoving all treatment restrictions

To achieve the global elimination of HGW¥continued expansion of generic
access to medications and removal of fibrosis restrictions in LMIC

lative Tx Pts

O 2,000,000
1,000,000

m SOF Based DAAs

6,000,000
5,000,00Q
4,000,000

A NJ A 5%3,000[1'}0(1'( S

High income

2YAY Lyl

Upper middle
income

m All Other DAAS

Lower middle
income

10,000,000
8,000,000
6,000,000
4,000,000
2,000,000 I I
. [ |

2014 2015 2016 2017 2018 2019 2020 2021 2022

ive Patients Treated with DAAS

Low income



VIRAL ELIMINATION:
ONE COUNTRY IS WORTH A THOUSAND SPEECHES

MALTA  valletta
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In accordance with normative standards established by WHO
and the recommendation of the Viral Hepatitis Subgroup of the Global Vahidation Advisory Commitiee

The World Health Organization

certifies the achievement of the Gold | on the
Path to Elimination of Hepatitis C Virus
as a Public Health Problem

Arab Republic of Egypt

e N AL
Dr Tedros Adhanom Ghebreyesus
WHO Director General
Octoher 2023

The Telegraphs

‘Nothing short of astounding’: How
Egypt defied the odds to eliminate
hepatitis C

Within a decade, the country has gone from

having among the worst global rates of the
disease to near eradication

Iy Charlotte Lytton

8 November 2023 « 8.00am



Poster #: 5030-C
Estimating Prevalence of Hepatitis CVirus Infection in the United Sates, 2017¢2020

Late.Breaking abstract Eic W. Hall1, Heather Bradleyz, Neil Gupta3, Laurie K Barker3, Karon Lewis3,
Jlissa Shealey?, Eduardo Valverde?, Patrick Sullivan?, Megan G. Hofmeister3

1xthool of Public Health, Oregon Health & Science University, Portland, Oregon

Y/

e State
OHSU UNIVERSITY

2Department of Epidemiology, Rollins School of Public Health, Emory University, Atlanta, Georgia
SCHOOL OF 3Division of Viral Hepatitis, National Center for HIV, Viral Hepatitis, STD, and TB Prevention, Centers for Disease Control and Prevention, Atlanta, Georgia
PUBLIC HEALTH 4Office of the Director, National Center for HIV, Viral Hepatitis, STD, and TB Prevention, Centers for Disease Control and Prevention, Atlanta, Georgia

A Background2013H nmc RFGFY H®dn YAfEtA2Yy LIS2LXS M1/ + wb! LRIAGAL
A AIM: HCV prevalence 2012020

A Methods: prevalence models
1. NHANES + literature for estimating ARBFHANES populatigniational Health and Nutrition Examination Survey (NHANES)]
2. Above + accounting for under representation of PWID in NHANES

A Results:
1. Model 1:estimated 2.4 million HCV RNA+ (95% CI-3.82 million)
2. Model 2:estimated 4 million HCV RNA+ (95% Gb24 million)

HCV RNA (current HCV infection)

Model Years N n Lower Upper % Lower Upper
Hofmeister et al. 2019 2013-2016 244,869,800 2,386,100, 1,983,900 2,807,800 1.0 0.8 1.1
NHANES+ Model 2017-2020 254,207,200 12,463,700 1,321,700 3,629,400 0.97 052 143
A Conclusions PWID Adjustment Model 2017-2020 254,207,200 |4,043,200| 2,401,800 5,607,100 159 094 221

Despite years of effective cure, estimate prevalence of HCV in 2020 remains unchanged from2042016 when using
comparable methodology. It is substantially higher when accounting for increased PWID in the US.




Differences in baseline characteristics of direct acting antiviral (D&éated

Greek HCV patients according to source of infection
S. SIAKAVELLAS , H. KRANIDIOTI , A. KOURIKBBAGEORGOAS GOULASS. VASILEIADG. KONTOSN. PAPADOPOULDB!.
DEUTSCHNndS. MANOLAKOPOULOS

1.Hepatogastroenterology Unit"?Academic Department of Internal Medicine, National &apodistriariJniversity of Athens Medical
SchoolHIlppocrationGeneral Hospital, Athens, Greece

Theaim of this study wasto identify potential differencesin the Results 680 patients were includedin the study, men: 70.9%,
makeupof the PWHDand non-PWHDHC\atient subgroups medianage50.8 yearsold, 62% (n=422) PWHD

Patients The HERACLISohort, is the largest national HCV 0 : . L
registry of patients treated with DAAsin tertiary liver centers 13.6%decompensatediver diseaseat DAAInitiation.

from 2015until 2022

Percentage %

p <0.001 p <0.001 COnCIUSionS
it ” 0 - ! The main differences observed between PWHD and non-
3 T < 1 PWHD populations of HCV patients imply a concomitant
g . 3 2 presenceof an element of metabolic syndromein the non-
3 N PWHD cohort with a subsequent potential effect on the
7 degreeof underlyingliver fibrosis
° PWHD No PWHD > PWHD No PWHD
1 - PWHD 30- P 8- o P, £ 2.07 <—>p=o'0m
p<0.001 p<0.001 p<0.001 = _ *3
[ NoPWHD ¢ N > 15-
109 7 201 5 T 9
2 8 4 S 1.0-
o) 3
@ 104 T -
] H 2 21 E 0.5
:l et
0- I_I T T 0- T 0 T @ 0.0-! T
Diabetes Mellitus Hypertension Decomp Liver Dis No PWHD PWHD No PWHD = PWHD No PWHD
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Early Read-Time Performance of the OraQuick® HCV Rapid P

Antibody Assay for the Exclusion of HCV Viremia

-

VISLEASL

P rel Jessio Torgersen'2, Rebecca RusselF, Julia Gasior', Dena M. Carbonari’, Nancy Altcheson'2, David Smookler?4, 6/‘) VIRCAN
3 l(' I'C | \l;ndll Camelia Capraru™, Bottina Hansen™, Jordan J. Feld*4, Vincent Lo Re III'2 e

U vty o Pevayharm Pamr e SO0l of Wedome PALUBA L Uity of Pesa A e ‘e Spows #

Background:

+ Rapid POC tests for HCV allow for testing and
linkage for difficult-to-reach populations

» OraQuick® rapid HCV antibody lateral flow
immunoassay (OQ) detects HCV antibodies with
results finalized after 20 min.

« Prior work found that OQ-positivity after >5 min
identified people without HCV viremia; these
observations have not been externally validated.

Objective: To evaluate the performance of OQ early
reading time for the exclusion of HCV viremia among
patients with reactive HCV antibody

AU L™

o wepatrn Cove mtwon. ON Covmtx 4 Y rm Geres Mospt Rasse s, ON Conmte

Methods:

Single-center study June 2021-August 2023

Adults with HCV Ab positive were enrolled

L]

Presence of both control and test bands were evaluated at

every minute between 5-10 minutes, then at 20 and 40
minutes

Early reading time of OQ assay was evaluated against
standard-of-care reflex HCV RNA test

Froportion of positive OQ WRS, pempared by | HC‘U’ viremic

Etatus — Mo, 10=04, 2023
;_/
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i
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Results

| 182 participants enrolled i ’

Table 2: Performance of OraQuick® Rapid HCV Antibody Assay for Identification of Chronlc

—m HCV Viremia at Different Incubation Times
| 173(95%) participants included |
Figure 1: Participants Included in Analysis
1
. X . s 9 min 121 27 1 24 ‘
* 97% with HCV viremia had positive OQ by o - 5 1 % o
5 minutes: 99% by 7 minutes R T et
. y ‘ . 20 min 122 38 it 13 mwma m.z:::om
+ 41% and 49% without HCV viremia had Omn 122 38 0 13 N ot Sy 0
positive OQ by 5 and 7 min ANdwaviations 1 comditenvn interanl BN hanvttin C winm

Conclusions: Negative OQ by 7 min reliably excludes HCV viremia
*  May reduce need for RNA testing and improve throughput, where HCV RNA assay may be " "%

costly or challenging ® ®
*  Early read-time results (by 7 minutes) cannot be used to exclusively identify HCV viremia



53: HEALTHCARE ACCESS THROUGH FACILITATED TELEMEDICINE FOR UNDE
POPULATIONS: A STEPPED WEDGE CLUSTER RANDOMIZED CONTROLLED TR
HEPATITIS C VIRUS TREATMENT AMONG PERSONS WITH OPIOID USE DI$ORL

Background Telemedicineemovesgeographi@andtemporal obstacleso healthcareaccess

SVR2 ratesfor HCVinfection amongpersonswith opioid usedisorderthrough facilitated telemedicine
(FTM)versusoffsite liver specialistreferral (usualcareor UC)

Methods: prospective,clusterrandomizedtrial utilizing the steppedwedgedesignto compareSVR2
ratesbetweenFTMonsitein opioid treatment programs(OTPsjo UC

Facilitated Telemedicine Model

Patient evaluations with
provider via telemedicine

HCV medication dispensed
with patients existing

93% cured of
HCV via
facilitated
telemedicine?

OTP patient N
scrsened or | HCV A+ < mp
HCV

95% recommend
over in-person

. - i referral2

Patient and advanced
practice provider at OTP




METHODSBetween 3/1/17 and 2/29/20, 602 participants at 12 OTPsthroughout New York State were
enrolled All OTPsbeganwith UCand every 9 months, 4 sites, randomly selected,transited from UCto FTM
during 3 steps Follow-up for two yearsto assesdgor reinfection.

Multiple imputation wasusedto handlemissingdata (5.8% missingness)

To estimate the intervention effect non-parametric, within-period, clusterlevel method. To assessfor
heterogeneityof treatment effects generalizedinear mixedeffectsmodels

L)
Study Design
March 1, 2017 February 29, 2020
Recruitment initiation Recruitment completion
Cluster Period 1 Period 2 Period 3 Period 4

1 Telemedicine | Telemedicine | Telemedicine

2 Referral Telemedicine

3 Referral Referral Referral

9 months ‘ ‘ 9 months ‘ ‘ 9 months 9 months




Results 602 participants(FTM[n=290] and UC[n=312]) with meanageof 48.1 r 13.0 years,61.3%male
A InFTM,268 290(92.4%) participantsinitiated treatment vs 126 312 (40.4%) UCparticipants

A TheoverallSVR2was90.7%in FTMcomparedto 35.2%in referral

A Drug usedecreasedsignificantly(p=<0001) amongcuredparticipants,regardlesf intervention arm.
A HCWreinfectionincidenceof 2.42 per 100 personyearsof observation

A Participantsreported very highhealthcaredeliverysatisfaction gquivalentbetweenarms

HCV Care Cascade: SVR results

100 952 96

00 924 90
84.1 ITT SVR:
90.7% in facilitated telemedicine
35.2% In referral
403
37.2 "

Case manager visit 1 Treatment initiation ~ Treatment completion = Observed sustained
virologic response

Conclusions: Facilitated telemedicine can increase access
to HCV cure in underserved populations.

3 &

Percentage of study participants

8 8 8 8 8

o o

= Referral ®Facilitated Telemedicine







Ongoing experience of implementing
“The Toronto Protocol”: An ultra-short
course of glecapriver/pibrentasavir +
ezetimibe for solid organ transplant from

HCV+ donors to HCV-uninfected recipients

Wesam Aleyadeh, Marcelo Cypel, Rhonda Allan,

Oral presentation

June Wang, Dipika Munyal, Atul Humar, Jordan J.

J?E?I'Iéintﬂ Centre for Liver Disease & Multi-Organ Transplant Centre,
Toronto General Hospital, University Health Network, University of Toronto

Background overdose crisis [hncrease in
transplantation of organs from HCWinfected
donors(D+)to uninfectedrecipients(R.).

Ultra-short course of glecaprevifpibrentasvir
(G/P) combined with ezetimibe (E) prevented
chronicinfectionin non-liver solid organrecipients
2 cohorts. extendedfollow-up for patientsin the
study (n=30),
adoption of the Toronto Protocol as standard of

care(SOCJn=58).

original plus outcomes since

PR § WP T |

Study Design

@ dy
F; +

f <

HCV NAT+

MAT Testing Hepatology follow-up
« HBV, HV, HCWV at  + 3 months

2, 4, 24 and 48w
HCV RNA at 12w

-_ Pre-treatment
Ezetimibe + GLE/PIB x 1 dose

HCV-uninfected

Post-treatment
Ezetimibe + GLE/PIE x 7d
(POYNG)

Lungs

»

Lungs | Kidney | Heart | Pancreas

The primary endpoint was establishmentof chronic HCVinfection, defined as
positive HCVRNA12 weekspost-transplantor need for retreatment Additional
outcomesinclude graft rejection and patient survival




Results

(n=30)

Standard of
care (n=58)

Mean age (range} 61 (27-76) 57 (22-80)

Male
Female

23 (77%)

7 (23%)

34 (59%)

24 (41%)

Transplanted organ

Lung
Kidney

Heart

Kidney/Pancreas

Pancreas

13 (43%)

10 (33%)

6 (20%)

1(3%)

0

14 (24%)

32 (55%)

6 (10%)

3 (5%)

3 (5%)

Undetectable HCV RNA at 12 weeks

30 (100%)

Episodes of rejection requiring treatment

I 5 (10%) 9 (16%)

Graft survival®* at 6-months

I - (%) 57 (55%)
I -5 (3% 57 (55%)

AEs related to treatment
D 1 (%) 1(3%)

HCV-related complications

I o ) (0%

¥Graft loss was only reported in the event of patient death

58 (100%)

ConclusionAn ultrashort regimen of G/P+E prevented chronic HCV infection in all-D-afigplant
recipients and was well tolerated, allowing the majority to complete treatment

before hospital discharge.

These results support the current AASLD/IDSA guidance recommendation to initiate treatme

promptly after transplantation.

A\] "4




Pregnancy

2 7 1 h °

)

K




'CHARACTERIZING LINKAGE TO HEPATITIS C VIRUS CARE DURING AND JFOL
PREGNANCY: IDENTIFYING MISSED OPPORTUNITIES FOR TESTING AND

TREATMENT

Presenting AuthorAndrew BMendlowitz* [ORAL PRESENTATION]
Author: Jennifer AFlemming Tatyana Kushner, William W. L. Wong, Zoe R Greenwaldwiefy CamelidCaprary Jordan J. Feld,

& 3 % L11]

Background: Pregnancy is an opportune time for HCV
screening and linkage to care. ‘

|
Aim: Characterize linkage to HCV care during and i —_nm.

following pregnancy

Methods: Retrospective cohort study using health 5 oot reen sor e s st
administrative data and HCV testing records in

Ontario, Canada 1999-2021

Results: 27,032 HCV Ab+ and 7,669 HCV RNA+
* 47% of HCV Ab+ did not have HCV RNA testing

* 44% of HCV RNA+ were never treated

* Multiple “missed opportunities” for diagnosis and -
treatment
Conclusions: There are major drop-offs in the HCV .
care cascade during pregnancy leading to missed -
opportunities to prevent transmission.

12001

Number of People




Safety, Tolerability, and Outcomes of Sofosbuvir/ Velpatasvir in Treatment of Chronic Hepatitis CVirus during Pregnancy:
interim results from the STORC study

Catherine Chappell, MDY; Jasmin Charles, PA-C; Marcela Smid, MD?; Kara Rood, MD?; John Cafardi, MD?; Tatyana Kushner, MDP; Mia Biondi, PhD, NP-PHC; Jordan Feld, MDf; Mark Yudin, MD’; Genevieve Eastabrook, MD?;
Cathleen Letterio, MA\®; Kyung min Kwon, MD?; Bruce Kreter, PharmD®, Sharon Hillier, PhD!
Wniversity of Aittsburgh, 2University of Utah, 3Ohio Sate University, 4The Christ Hospital, "Mount Snai, ®University Health Network, “University of Toronto, 8London Health Stience Centre,°Gilead Stiences

A Aim, is to presentinterim data from the STORGtudy, an international, multi-center study evaluatingthe
safetyand efficacyof sofosbuvirkelpatasvifSOF/VELpr HCMreatmentin pregnancy

A Methods: In this phase4, openlabel, singlearm study, pregnantindividualswith HCVinfection are enrolled
(Jul2022Sep 2023 between 20+0- and 30+0-weeks of gestationand treated with a 12-week course of
SOF/VEIHCVRNAtestingis performedat screeninggenroliment, 4, 8 and 12 weeksafter SOF/VElnitiation,
at deliveryand 12 weeksafter SOF/VEcompletion(SVR2). Theprimary endpointsare SVR2 and preterm
birth (definedas< 37 weeksgestation) Infantsare followed for one yearwith HCVRNAtesting

26 enrolled* 0’ — Figure 1. STORC Sudy Design

24 delivered and 21 completed Enroliment oed M o cuctained
- c 20-30 : y-1n viral response
study medication

A of person or o
WEELE) . (SVR)12 visit
gestation treatment chart review (post-partum)

® : = : -
P Visit 1.(8w) Visit2(6m) W Visit 3(12m)

HCV viral load, adverse events, physical exam, growth and neurodevelopmental assessment

17 completed SYRassessment

17/17 (100%) achieved SVR




Sfety, Tolerability, and Outcomes of Sofosbuvir/ Velpatasvir in Treatment of Chronic Hepatitis CVirus during Pregnancy:
interim results from the STORCstudy

Catherine Chappell, MDY; Jasmin Charles, PA-C?; Marcela Smid, MD?; Kara Rood, MD?; John Cafardi, MD#;, Tatyana Kushner, MD?; Mia Biondi, PhD, NP-PHC; Jordan Feld, MDF; Mark Yudin, MD’; Genevieve Eastabrook, MD?,
Cathleen Letterio, MS\®; Kyung min Kiwon, MDP®; Bruce Kreter, PharmD®; Sharon Hillier, PhD!
1University of Rittsburgh, 2University of Utah, 30Ohio Sate University, “The Christ Hospital, SMount Snai, 6University Health Network, “University of Toronto, 8London Health Science Centre,°Gilead Stiences

Res u ItS Hgure 3. HCV viral response to SOH VH. during pregnancy

1,000,000 ———x

r 15 participants had
£
@ HCV RNAs assessed
‘. 10,000 - o
Z g = = 3 at delivery and all
a - D = <C
5 ST E== 2= = = (100%) were
= S = = S 8 5= >
= = = =2 = = = = o 100 undetectable.
— N @ = = 8 o= = _ T \
= =22 BIfEE= |
E £ESsF E35EZE
=_ _ S = = a = = = O — Undetected |
fs=1 — - .= 8 % = CICJ = > = - T T T T T
= N = E = = g = g = *@‘ Screening Enrollment 4 weeks 8 weeks 12 weeks SVR12
—_ <|—_ 8 g s s —— = = = = = P
= o =54 =4 = § = B 5§ 8 = _g‘ = E— 12 weeks SOFVEL ~ —-meme >
> = = == LS S oo = .2 (e
= 3 = = = =S = S P - = = =
—= = = S== =B B -t Fgure 4. Infant Participant How
T é = _ e L2 — => = —
= s =SS O=s = = = - =2 .= £ = = .
s2E£E=E 2 = 2 g E s = == = 24 infants enrolled
S8 = = 2 =3 5 = = 2 - =8 2
D <> a> — fo— <> . 0
S = 2 = ";.’_ % “-é.’_ 2 &5 S § = 8 5 = 18 infantsiV1 (8 weeks)
S £ =85S 5 € = = = = ‘5 — =S 2 00° ested are
8 = = —-— = &3 —_ = = 00 Ci 0 d
=22 =s g8 = S = = E S 5 == =12
B s 5B = S @ = o = =& = _ B s = .S = . . DN A At A a
B SR EFT T = 8 = = BB = 25 =1 6 infantsiV2 (6 months) : U il
EEs5=E = £ =5 L od .o = - EB = =2 6
g%ﬁﬁggg 85@ a2 ‘ga—,% =} ant did not get blood sampling ad
= -— a — as —— — . n
— e s S = =20 s S = 1 infant iV3 (12 months) an insufficient sample




[h he¢v <™

'SVR




Incidence and associations of HCV reinfection Iin the
era of direct acting antivirals. The RECARE study

S VAILHADI , O. ANAGNOSTOU , M. MANOLAKOPOULOU , K KOUSTENIS , C KARAGEORGOS , A. GOULAS , C KRANIDIOTT , S
SAKAVHELAS , E HADZYANNIS , M. DBUTSCH , and S MANOLAKOPOULOS

Hepatogastroenterology Unit, 2" Academic Department of Internal Medicine, National and Kapodistrian University of Athens
Medical School. Hippocration General Hospital of Athens, Athens, Greece

1004 p<0.001 p<0.001 p=0.002

AIM: HCVReinfectionrate after successfuHCV = 0,001 B ves
therapy with DAAsin PWUDand associated o g = ™ [
© 604

factors . £

g 60 —|— 7 o
METHODSPWUDtreated with SVR20142021 | § 1 |'| - H
All patients were contacted at leastone year| < | RECENT DRUG USE IV DRUG USE. SHARED SYRINGES
after the end Of treatment via hone Ca” fOI’ Figure 3: Percentage of reinfection in association with high-risk behaviors.
f ” p 04 1009 p=0.037 p<0.001 p=0.023 - YES
oliow-up. RENFECTION NO REINFECTION

|:|No

Detectable HCVRNAafter achievingSVRwaS Figure 1: Correlation of reinfection with age
definedasreinfection

PERCENTAGE %

-~
o
'y
\ J

[
[=]

199 patients were called twice; 85 of them ) p=0002 40-I I
responded I
_ " 1

Results 11 HCVreinfections were identified
during 4522 PY of follow-up, reinfection rate

—_— PAST INCARCERATION HIV INFECTION CANNABIS USE

Table 3. Multivariate analysis

-
o
1

IV DRUG USE (YEARS
N
o

2.6/100PY D Pl
Reinfectionrate was associatedwith age long ol 0.010
total hiStory of IV dru gs HIV, cannabis Figure 2: Correlation of reinfection with chronic IV drug use Total history of intravenous drug use 0.021
consumption high risk behavior, incarceration 0.023

Drug use within last 12 months 0.054
HIV coinfection 0.001

Figure 4: Percentage of reinfection in association with patientséhistory.



Long-term risk of liver-related and non-liver-related death

after direct-acting antiviral-mediated sustained virologic

response in hepatitis C virus patients

Hayato Hikita', Hayato Hikita!!, Yasutoshi Mozaki®!, Hisashilshida®, Maoki Hiramatsu!!, Masanori Miyvazaki™, Ryotaro
co Makanishi™, Yoshinori Doi'"!. Takayuki Yakushijin'“!,
a, Mishia'), Takahira Kodama'l, Tomohide Tatsumi'! and

Yuki Tahata'’,
Sakamori®™, Maoki Morishita”!, Kazuyoshi Ohkawa™, Akira Kaneko®, Fumih
Mitsuru Sakakibara™ Kazuho Imanaka'), Naruyasu Kakita', Akira Dai'), Aki

Tetsua Takehara'?

Aim: To clarify the risk factors for lotgrm prognosis according to liveelated and noHiver related death

Methods: Prospectivestudy included 3,238 HCVpatients who started DAAtreatment between September2014

andJune2021landachievedSVHnN Japanesdéospitals
Factorsassociatedwith liver-related and non-liver related death after SVRwere examinedby Cox proportional

hazardanalysisLiverrelated deathwasdefinedasdeathfrom HCCliver failure andvarixrupture

ConclusionApproximately 80% of deaths in SVR patients werelhvanrelated cause, and older age, male se

and lower albumin level at SVR were significantly associated withiverrrelated death. In patients with a histor

X

y

of HCC, the risk of liveelated death persists over the long term after SVR.




All-cause mortality and causes of death after SVR

30 (HCC: 20, ICC: 6, Observation period (from SVR): 50.4 (28.0-62.5) months
33 liver failure: 3, varix Death: 127 patients
(26%) rupture: 1)

(24%) 057

2.7% 5.4% 10.2%
> 047
]
14 2 o
9 o
(7%) (11%) 2 oo
E =
6 ki
(5%) <

9 14 0.17 /’Jl—-_
11%
{9%} - | I | I I I I I I
» Liver-related death 0 12 24 36 48 60 72 B4 D96
= Malignant tumor (other than HCC, ICC) Observation period (months)

= Cerebrovascular and cardiovascular event
» |nfection AASLD Mo, 10-14, 2023

Blood disease The Liver @

= Respiratory disease (other than pneumonia, lung cancer)

. Others Meeting” o




Cause of death according to history of HCC

Without a history of HCC

27
(27%)

13
r (13%)
g
11

Varix rupture: 1)
(17%)

(9%)
5
(5%) g "

(8%)  (9%)

= Liver-related death

= Malignant tumaor (other than HCC, ICC)

= Cerebrovascular and cardiovascular event

» Infection

' Blood disease

» Respiratory disease (other than pneumonia, lung cancer)
= Others

(11%)

17 (HCC: 9, ICC: 6, liver failure: 1,

1

With a history of HCC

6
(21%)

(4%)
1 h
(4%)
3
(11%)
3 1
(11%)  (4%)

13 (HCC: 11, liver failure: 2)

(46%)

Proportion of
liver-related death
p=0.001
(Chi square test)

ﬂ ﬂ.S LD M, 10-14, 2023

The Liver @ @
Meeting”




Liver-related mortality

Liver-related mortality after SVR

0.57]

0.4

|_3years | Syears | 7years

2.9%

0.5% 1.4%

0 12 24 36 48 60 72

Observation period (months)

a4

96

Observation period (from SVR24). 50.4 months
Death: 30 patients
HCC: 20

ICC. 6

Liver failure: 3
Varix rupture 1

Factors associated with liver-related mortality

Cox proportional hazard analysis

Univariate analysis

Multivariate analysis

Factor Category HR 95% Cl P value HR 85% CI P value
Age (years) Per1 1.0895 1.043 - 1.149 < (0.001 1.069 1.017 - 1.123 0.00%
Sex Female/male 0.564 0.274 - 1.161 0.120
BMI (kg/m) Per 1 1.027 0925 -1.142 0.615
Diabetes mellitus Yes/no 2.503 1.191 - 52860 0.016 1.651 0.770-3.539 0.198
Antiviral treatment re-treatmentinaive 1.612 0.782 - 3325 0.196
History of HCC Yes/no 7.089 343214644 < 0.001 3179 1.485-6.803 0.003
Liver disease CHILC 4.893 2426 -10.275 = (0.001 1.537 0.656 = 3.605 0.323
Pit_svr24 (x10*/ul) Per 1 0.854 0.791-0922 = (0.001 0917 0.840-1.001 0.052
ALT _swr24 (W) Per 1 1.002 0.672-1.032 0.907
Total bilirubin_svr24 (mg/dl) Per1 1.733 1.053 - 2.850 0.030 1.245 0E16-2.516 0.542
creatinine_svr24 (mg/dl) Per 1 1.003 0508 =1975 0.994
Albumin_svr24 (g/dl) Per 1 0.139 0.061-0.319 =0.001 0.270 0.104 -0.01 0.007
AFP_svr24 (ng/ml) Per 1 1.001 0.093-1.010 0.743 AASLD wov. 104, 2023




Non-liver-related martality

Non-liver-related mortality after SVR

0.57

0.2

0.1

0.0

2.2% 4.1% 7.5%

——-—‘_-—-—d-r.m |

I
0

| | | 1 | | |
12 24 36 48 60 72 &4

Observation period (months)

1
96

Observation period (from SVYR24): 50.4 months

Death: 97 patients

Malignant tumeor (other than HCC, ICC): 14
Cerebrovascular and cardiovascular event: 14

Infection: 12

Blood disease: 9

Respiratory disease (other than pneumonia, lung cancer): 6
Others: 9

Unknown: 33

Factors associated with non-liver-related mortality

Cox proportional hazard analysis

Univariate analysis Multivariate analysis
Factor Category HR G5 Cl P value HR 55% Cl F value
Age (years) Per 1 1.062 1.036 = 1.087 = 0.001 1.031 1.020 = 1.082 0.0M
Sex Female/male 0.484 0.329 - 0.741 0.001 0456 0.272=-0763 0.003
EMI {kgim?) Per 1 0.947 0.887 —1.010 0.029
Diabetes mellitus Yes/no 2137 1.390 -3.288 0.001 1.393 0.808 - 2,300 0.232
Antiviral treatment re-treatment/naive 0.725 0.471-1.115 0.143
History of HCC Yes/no 1.755 1.011-3.045 0.046 1.138 0.573 - 2257 0713
Liver disease CHILC 1.930 1.245 - 2,987 0.003 1.332 0.748 - 2.373 0.330
Plt_svr24 (x10*pl) Per 1 0.993 0962 - 1.026 0.880
ALT swr2d (U Per 1 0987 0.966 - 1.008 0.230
Total bilirubin_swr24 (mg/dl) Per 1 0.575 0.303 - 1.092 0.091
creatinine_swr24 (mgidl) Per 1 1.202 1.062 —1.361 0,004 1.081 0.911-1.283 0373
Albumin_svr2d {gidl) Per 1 0.160 0.101 - 0.255 = 0.001 0.271 0.147 — 0.501 = 0.001
AFP_svr24 (ng/ml} Per 1 0.998 0977 =1.0119 0.822 ﬂﬂSLD Foy, 1014, 2033




DAAs were given at 25 sites with the nodal referral centre being PGIMER,
Chandigarh.
s 2

Cirrhosis =6516 (12.8%)

Decompensated cirrhosis=2158 (33.1%)

e

Between April 2018 and December 2022, of 6516 referred patients with
cirrhosis, 1152 patients with decompensated cirrhosis were enrolled for
this study.

(Mean age:53.2+11.5 years, 62.9% men, median MELDNa 18.5,73.5%-
unsafe injection related,77.9% urban)

They were treated with DAAs as per the published NVHCP algorithm.

t

* Followed up for HCC, clinical events, progression of PHT
* Rate of recompensation was noted

1152 Decompensated cirrhosis enrolled at

* Predictors of failure to recomnensate and nrogression of nortal

* Liver stiffness measurement (LSM) > 12.5 kPa,
aspartate aminotransferase (AST)-to-platelet
ratio index (APRI 22.0) and FIB-4 score (23.25)
were used in making a diagnosis of cirrhosis.

* Decombensated cirrhosis was defined as the‘

hypertensior] Infollow up at 2 years A decreasén MELDNaccurredin 409 (35.5%)

afinal MELDscoreof <10 wasachievedn 31.7%

Recompensation was defined per Baveno-VII if all the following criteria

were met:

Recompensation of Chronic Hepatitis C-related decompensated cirrhosis following direct-
acting antiviral therapy: real-world data from the Punjab HCV Elimination Model.

‘ Punjab HCV Cohort N=50865; 65%men

‘ Cirrhosis =6516 (12.8%)

The Mukh-Mantri Punjab Hepatitis C Relief Fund (MMPHCRF), launched
on 18t June 2016, now merged with the National Viral hepatitis Control
programme (NVHCP) provides free of-charge generic direct-acting
antivirals (DAAs) with the goal to eliminate CHC from Punjab, India.

DAAs were given at 25 sites with the nodal referral centre being PGIMER
Chandigarh.
S o

Between April 2018 and December 2022, of 6516 referred patients witt
cirrhosis, 1152 patients with decompensated cirrhosis were enrolled fo
this study.

(Mean age:53.2+11.5 years, 62.9% men, median MELDNa 18.5,73.5%-
unsafe injection related,77.9% urban)

They were treated with DAAs as per the published NVHCP algorithm.

@




aspartate aminotransferase (AST)-to-platelet

ratio index (APRI 22.0) and FIB-4 score (23.25) Recompensation was defined per Baveno-VII if all the following criteria
were used in making a diagnosis of cirrhosis. » were met:
* Decompensated cirrhosis was defined as the

appearance of any of the following Resolution of clinical

manifestations: ascites, variceal bleeding, manifestations such as
and/or hepatic encephalopathy (HE). ascites (without the Removal or suppression of | Improvement in synthetic
concurrent use of diuretics), primary aetiological cause | liver function such as serum
HE (without the use of of liver disease such as albumin, International
SVR-12 was prophylactic medications), alcohol abstinence or Normalized Ratio (INR), and
Recompensation 81.8%. and absence of recurrent = effective viral suppression. bilirubin.
Was documentad New variceal bleeding for at least
o HCC=29/6516 a duration of 12 months.

284/1152(24.7%).

(0.45%)

- s

On multivariate Cox proportional hazards regression only higher age (aHR 1.013 ,95%Cl:1.003-1.048,P=0.042) and
“higher MELDNa (aHR 1.213,95%Cl: 1.003-1.028,P<0.033) predicted failure to recompensate.

1 .0- 1 .0-1
SVR12_recode
- ¥ Treatmentfailure
0.8+ ~ISVR12 attained 0.8 BAVENO VIl criteria

MadhumitaPremkumat Radhak.Dhiman AjayK.Duseja AnchalSandhuyArkaDe,SunilTaneja EktaGuptg ManojKumar GagandeefsinghGrover Pankaj
Gupta SahaRathj NipunVerma Sreedhard ChaluvashettyHarishBhujade NaveenKalrg JasvindeNain, VishestKumar PrernaSharmaSurendelSingh




Progression of PHT was

noted in 158 patients (13.7%)

A rebleed in 45 (3.9%) during a follow-up period of 52 months (interquartile
range,18-68.5 months)

A Treatmentfailure (OR1.8, 95%Cl1.3-4.9, P=0.002) and presenceof HE(OR!.4,
95%Clt1.3-5.6, P=0.044) were associatedwvith progressiorof PHT

A Of 145patientswho died, and 6 underwentliver transplantation







98: LOW ANTIVIRAL TREATMENT RATE FOR PATIENTS WIT
HEPATITIS C (HER¥LATED HEPATOCELLULAR CARCINOMA
(HCQ) A REAMWORLD NATIONWIDE U.S. STUDY

A Primary objective, is to determine the A Results 3,922 patients with HCVirelated HCG 922 (23.5%) receivedDAA
proportion of patients with HCVrelated
HCCwho received DAA after 2014 and
factors associated with treatment
receipt Secondary outcome DAA
treatmentimpacton the overallsurvival

A Treatmentrateswere higherfor patientswith cirrhosis(both compensated
and decompensated)those who receivedcare from gastroenterology(Gl)
or infectious disease(ID)with or without oncologyspecialistsComparedo
untreated patients, the DAAtreated group was also younger (65.257.5 vs.
66.457.5 years,P<0.001).

A In multivariable logistic regression,younger age (aHR0.98, 95%Clt 0.97-
A Methods: 0.99, P<0.001), being seenby a GI/ID physician (@aHR3.06, 95%Ct 2.13
4.51, P<0.001), havingcirrhosis(compensatedaHR1.60, 95%CI11.18-2.21,
P=0.003 decompensated aHR 1.45, 95%Cl 1.07-1.98, P.02) were
associatedwith higher odds of receiving DAA treatment, but not sex or
race/ethnicity.

Thisretrospectivestudy, patientswith HCV
related HCCfrom 20152021 Adults with
HCVrelated HCCand at least 6 months of
insurancecoverage,but without prior liver
transplant,hepatitisB, D or HIVVco-infection A DAAtreated patients had significantly higher 5-year survival comparedto
wereincluded untreated patients (47.2% vs 35.2% P<0.001). Followingadjustment for
age, sex, race/ethnicity, Charlson Comorbidity Index, HCC treatment,
receiving DAA treatment remained significantly associatedwith lower
mortality (aHR0.61, 95%Ct 0.53-0.69, P<0.001).

LeslieYeemarKam,Yee Hui Yed;anpudi, Linda Henry, Ramsey Cheung




98: LOW ANTIVIRAL TREATMENT RATE FOR PATIENTS WIT
HEPATITIS C (HE¥LATED HEPATOCELLULAR CARCINOMA
(HCQ) A REAMWORLD NATIONWIDE U.S. STUDY

Figure 1A Treatment rates among HCV-related HCC patients in the total cohort by sex, cirrhosis, race, and

care provider.
Figure 1A. Treatment rates among HCV-related HCC patients in the total cohort by sex, cirrhosis,
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HEPATITIS C (HEELATED HEPATOCELLULAR CARCINOMA
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Figure 1A Treatment rates among HCV-related HCC patients in the total cohort by sex, cirrhosis. race, and
care provider.

AT Figure 1A Treatment rates among HCV-related HCC patients in the total cohort by sex, cirrhosis,
G8171 041 l 1 care nrovider

Male

Conclusion Although those who received DAAtreatment had a significantly better 5-year

e SUTVIVAl, DAAtreatment remainsunderutilized evenin the sickestof patients with HCViwho

Decompensated Cl

are insured as less than one in four patients were treated. SeeingGl/ID specialist was

associatedwith 3 times higher odds of receivingDAAtherapy in patients with HC\frelated

{ HCChighlightingthe needsfor a multidisciplinaryapproachto carefor this population.
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1801-A: AN ARTIFICIAINTELLIGENGEODELFORPREDICTIQ
OFHEPATOCELLULBRRCINOMAEVELOPMENFTERORAL

ANTIVIRADTHERAPN PATIENT®/ITHCHRONIEEPATITIS

Z

Methods:

A total of 3,489 HCVpatients who treated with DAAs
and had achievedSVRfrom ten hospitalsin South
Korea HCCrisk prediction models were developed
using machine learning including Decisiontree and
GradientBoosting

Results

Age, platelet, AST, ALT, bilirubin, and albumin.
Predictionmodelsusingthese parametersat baseline
and 1 year after treatment was showed good
predictiveabilities(AUROGaluesof 0.83to 0.86).

True positive

1.0 A

0.8 A

o
(o)}
1

©
~
1

0.2 1

0.0 A1

—— AUC = 0.86 + 95 % confidence

0.0

0.2

0.4 0.6 0.8
False positive

1.0



1839-A: INCREASERISKOFHEPATOCELLULERRCINOMAN PATIENTS
WITH CONCURRENHEPATITIE VIRUSINFECTIOMND METABOLIC
DYSFUNCTIOGASSOCIATEPATTY LIVER DISEASEAFTERACHIEVING
SUSTAINERBIROLOGIRESPONSKEITHDIRECGRACTINGANTIVIRALS

1.0
Methods: retrospectively analyzeda prospective

cohort assessinghe risk of HCCin patients with
HCV after achieving SVR, with DAAs at eight
academiacentersin Taiwan MAFLDwvasdefinedas
the presenceof hepaticsteatosiswith a controlled
attenuation parameter(CAPf 248dB/m or more,
in combinationwith type 2 diabetesmellitus (DM),
overweightor obesity,or lean/normalweight

0.8

0.6

Log-rank test, p < 0.001
0.4

With MAFLD  +-
0.2 . L

[P SRR S
P DT e
_a--F P

Cumulative incidence of HCC
-+

Results 2018 patients - median of post 00| +FF ‘Without MAFLD
SVR, follow-up of 4.5 years,164 (8.1%) of them 0 1 2 3 4 5 6 7 8 9 10
developedHCC Duration of follow-up (year)

Among patients with concurrent MAFLD, those || \yitivariate: age > 50 years (HR 5.26 [95% Ct 2.80-9.88], p < 0.001),
with type 2 DM had a significantly higher|| maje(HR 2.38[95%Ct 1.71-3.32], p < 0.002), cirrhosis(HR 4.98 (95%Cl
cumulativeincidencerate of HCGthan those with || 3 33 7 45 1 <0.001), ALBIgrade(HR 1.89[95%Ct 1.23-2.92], p < 0.001),
overweightor obesity,or lean/normalweight (Log || 5ng MAFLD(HR 1.96 (95% Ct 1.39-2.76, p < 0.001) were associatedwith
ranktest, p =0.009). HCGQn patientsachievingSVR, with DAAs




1804A° HCCPREDICTIGMODELEFFECTIVEASSESEHERISKOF
HCCIN CHRONICHEPATITI® PATIENTSVWITHOUTADVANCED
FIBROSIKFTERRAIANTIVIRATHERAPXMULTICENTERUDY

Methods:

1,839 chronic hepatitis C patients without advanced| o4 T ik (8 it
chronic liver diseasefrom 10 tertiary hospitalswho were _ ermedstemisk -T2 point
treated with DAA

== High-risk (213 points)

o
w
:

Advancedibrosis LSM>10kPa,FIB4 >3.25, or APRP1.5 at %
baseline 2 )

é 02{  p<0.0001 E
Results 3 |
Median follow-up of 2.8 years- 1.5% patients developed - :
HCGat amedianof 2.77 years D — .
Patientswho developedHCCduring follow-up: older, lower | | e
platelet count and albumin level before antiviral | 00 —=F———smmmmmsrEEEEEmnmmmmnmm s
treatment, higher FIB4 score (P<0.001). Comorbidities 0 2 N 6 8
(diabetes hypertension)nore common(P<0.05). HC@rediction modelsaMAPand mPAGEB

In multivariate analysis old age platelet count, albumin | Incidenceof HCQangedfrom 1.5%to 7.4%at 3-yearsand from 3.8%
level,and sodium level before treatment were significantly| to 24.2%at 5-yearsat SVRn high-risk patients.

associatedvith the occurrenceof HCQall P<0.05). HCCrarely occurred during the first 5-years of follow-up in low and
intermediate-risk patientsdefinedby HCQisk scores




Identifying the population at risk of HCC in non-ACLD chronic hepatitis C
patients cured by direct-acting agents: A strategic approach

Yen-Chun Liut?, Ya-Ting Cheng?!?, Yi-Cheng Chen'?, Yi-Chung Hsieh!?, Wen-Juei Jeng'?, Chun-Yen Lin'?, Rong-Nan
Chien®?, Dar-In Tai%?, I-Shyan Sheen?'?

1.College of Medicine, Chang Gung University,Taiwan 2. Department of Gastroenterology and Hepatology, Chang Gung Memorial Hospital, Linkou branch, Taiwan

INTRODUCTION RESULTS

Table 1: Cox regression for HCC occurrence in DAA-treated

A A S L D Nov. 10-14, 2023

The Liver & @
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A Hepatocellular carcinoma (HCC) surveillance is recommended A Among 2825 enrolled patients with median follow-up duration of 42 (IQR: 30-51) months,

for chronic hepatitis C (CHC) patients with advanced fibrosis (F3)

or cirrhosis (F4) after viral eradication.

A However, the risk of HCC still exists in CHC patients without

advanced fibrosis or cirrhosis.

A The study aimed to identify the risk factors for HCC in patients
with pretherapy FIB-4 scores <3.25 and develop a predictive
model to stratify the population that would benefit from HCC

surveillance.

MATERIAL & METHODS

A CHC patients achieved SVR by direct-acting antiviral agents
(DAA) without HCC history before starting DAA in Chang Gung
Memorial Hospital, Linkou branch, were enrolled (Figure 1).

A Cox regression analysis was performed to assess the

occurrence of HCC, and predictive scores were derived based

on adjusted hazard ratios.

A The cumulative incidences of de-novo HCC were calculated

using the Kaplan-Meier method.

Figure 1: Patient recruitment flowchart

CHC patients with DAA treatment in CGMH
(March 2015~QOctober 2020) N=3763

Exclusion:
No complete DAA, N=53
No achieving SVR, N=69
Indeterminate SVR status, N=70 —
Loss follow-up after SVR, N=33
HBV/HIV co-infection, N=237
. HCC prior to starting DAA, N=471

p S

the mean age was 62 years old, 43% patients were male, 60% were HCV genotype 1
and 1902 patients (67%) had FIB-4<3.25.

A In 1902 CHC patients with FIB-4 <3.25, multivariate cox regression showed male

[adjusted hazard ratio (aHR): 4.11 (1.76-9.59), P<0.01], and FIB-4 (2.5 [aHR:4.30 (1.96-
9.44), p<0.01] were predictors for HCC occurrence (Table 1), while _AFP 010 ng/mL
[aHR:2.66 (0.97-7.25), p=0.06] failed to achieved statistical significane.

We derived a predictive model- EIBS score for HCC occurrence in patients with FIB-4
<3.25: 1 x (male:1, female:0) + 1 x (FIB-4 C2.5:1, FIB-4 <2.5:0), which ranged from 0-2
(Table 2).

About 10% of FIB-4 <3.25 patients have FIBS score of 2.

The 6-year cumulative HCC incidences for score 0, 1 and 2 were 0.4%, 3.1% and 11.7%
(annual incidences: 0.11%, 0.45% and 2.40% person-year), log-rank p<0.01 (Figure 2).
The sensitivity, specificity, PPV and NPV for HCC are the higher in patients with FIBS
score of 2 than those with FIBS score <2 (Table 2).

Figure 2: Cumulative HCC incidences stratifying by FIBS score

o
w

Avs.Bvs. C=0.4% vs. 3.1% vs. 11.7%
Log-rank p<0.001

Cumulative HCC incidence (%)

=3
0,
o
24 ..
e ®) 0.45%
o I o gy S )

Variables Crude HR (95%Cl) P value Adjusted HR (95%Cl) P value
Age 265 years 2.18(1.05-4.52) 0.04
Male 3.09(1.36-6.99) <0.01 4.11 (1.76-9.59) <0.01

Genotype 1 vs. non-1
Sofosbuvir-based
HCV RNA, Log, IU/ml
BMI, kg/m?

Diabetic mellitus
Fatty liver

ALT, U/L

Bilirubin, mg/dL
Albumin, g/dL
Platelet, 103/uL

AFP 26, ng/mL

MELD score

FIB-4 22.5

1.80 (0.72-4.46)  0.21
0.82(0.39-1.73)  0.61
0.92 (0.60-1.42) 0.71
1.02 (0.94-1.12) 061
1.04 (0.44-2.46)  0.93
0.55(0.26-1.15)  0.11
1.00(0.99-1.01)  0.88
1.82 (0.83-4.02) 0.14
0.46(0.17-1.23)  0.12
1.00 (0.99-1.00)  0.26
2.83(1.07-7.48) 0.04
1.11 (0.88-1.39)  0.39
5.05(2.33-10.93) <0.01  4.30(1.96-9.44)  <0.01

2.66 (0.97-7.25)  0.06

Table 2: Accuracy of the FIBS score for HCC prediction

FIBS score 0, n=860 1,n=862  2,n=180
HCC event, n 3 12 14
Annual incidence, person-year 0.11% 0.45% 2.40%
Sensitivity 10.3% 41.4% 48.3%
Specificity 54.3% 54.6% 91.1%
PPV 0.4% 1.4% 7.8%
NPV 97.5% 98.4% 99.1%

~ 011%
0 12 24 36 48 80 72
Time to follow-up (months)

Number at risk

Pretherapy FIB-4 not availabie, N=5 A Asimple scoring system-FIBS score, utilizing the FIB-4 cut-off of 2.5 and gender can

(A) Score 0 860 790 723 528 141 49 7 identify 10% of non-ACLD CHC patients with the FIBS score of 2, who are at higher
N=2825 (B) Score 1 862 774 692 479 153 59 10 HCC risk. These patient should be considered for inclusion in an HCC surveillance
(C) Score 2 180 162 139 95 44 15 3 program.

DISCLOSURES All authors have no conflict of financial interests to disclose.
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FIB-4 23.25, n=923 | FIB-4 <3.25, n=1902




Epidemiology of Hepatitis E Virus in Patients With Chronic Liver Disease Across South America

Pisano MB?, Fantilli AC%, Spencer Goble?, Balderramo DC3, Prieto JE*, Arrese M®, Carrera ES, D Fearer J7, Mattos AZ®8, Boonstra A% Debes JD,2%10 R® VE
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Results

Introduction
Colombia (n=260)

A Enterically transmitted, zoonotic infection Ecuador (n=61) %
A Cause of acute hepatitis Hee (n=22) | 2 di"‘ = NAFLD (n=80) m2.5 AMean age 62.9 years (range
A Frequently asymptomatic HCC (n=60) | ———— S 3 18-91)
A High mortality in pregnant women Cr (n=39) | 7 CR (n=120) .5 A56.4% male. 43.6% female
0 5 10 15 20 C L
ACombined IgG anti-HEV

A Can worsen pre-existing liver disease o 5 10 15 20 , .
A Epidemiology is understudied in Latin America IgG anti-HEV prevalence (%) 196 antHEV prevalence (%)
prevalence of 16.1% (115/716)

*18.0%(

Methods Peru (n=56) B rail (n=54)
i NAFLD (n=1) 0 y
The presence of IgG anti-HEV was HBV (N=8) 0 NAFLD (n=3) 0
HCC (n=4) | 0

evaluated for in 716 serum samples
CR (n=47) M 12.8

0 20 40 60
1gG anti-HEV prevalence (%)

25

)
)
HCV (n=3) 33
)
)

21.4

0 10 20 30 40
1gG anti-HEV prevalence (%)

Argentina (n=162) Etiology Proportion (%)

ARGENTINA NAFLD (n=35) 0 Cirrhosis (n=387) 20.1
Chile (n=123) 48.8% & \ n_ﬂi — 4.9 _
HBV (n=7) | 14.4 4])  ——— .G HCC (n=170) 19.4
—— ] O
HCC (n=27) I 37 A 0 2 4 6 NAFLD (n=119) 1.7
5 1gG anti-HEV prevalence (%) HBV (n:26) 38

CR (n=89) |E— 55

0 20 40 60 by
IgG anti-HEV I % % 3 HCV (n=14 7.1

e, 158 gG anti prevalence (%) - N ( )
Table 1. Etiologies of liver

Figure 2. Prevalence of anti-HEV IgG in each evaluated country. Prevalence for each country is further stratified by : )
disease for the combined

etiology of subjects’ liver disease
Conclusion

‘ Migh prevalence of HEV seropositivity found in patients with chronic liver disease across South America
APrevalence was particularly high in Chile and in patients with cirrhosis and HCC
AFurther study are needed to address the differences in epidemiology and the potential clinical implications

Colombia, 260

Figure 1. Prevalence calculated for each country and
stratified by etiology of chronic liver disease



Recent Increasein Hepatitis Cases (Acute Hepatitis of Unknown Origin in Children/HepatitisA/Other Food Borne Hepatitis)

Worldwide: A Possible COVID19 Linkage
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BACKGROUND

12th July 2022 WHO definition of a probable case

Any person 16 years or younger presenting since 1st October 2021 with acute hepatitis
(non-hepatitis A—E) and AST or ALT greater than 500 IU/L.

23rd April 2022 WHO definition of a possible case

A person presenting with an acute hepatitis (non hepA-E) with serum transaminase
>500 IU/L (AST or ALT), who is 16 years and younger, since 1 October 2021

1st January 2022 UKHSA definition of a confirmed case

Acute hepatitis which is not due to hepatitis A—E viruses, or an expected presentation
of metabolic, inherited or genetic, congenital or mechanical cause with serum
transaminase greater than 500 |U/L who is 10 years old and under

1st October 2021 US CDC definition of a person under investigation

A child < 10 years of age with elevated aspartate aminotransferase (AST) or alanine
aminotransferase (ALT) (>500 U/L) who have an unknown aetiology for their hepatitis A
(with or without any adenovirus testing results, independent of the results)

1st October 2021 WHO definition of a possible case

A person presenting with acute hepatitis (non-hep A-E) with serum transaminase >
500 IU/L (AST or ALT), who is 16 years and younger

Figure 1. Timeline showing evolving definitions.



