The weight of pre-existing cofactors for liver disease progression in patients who successfully eradicated HCV %
o virus infection: An interim analysis in the PITER cohort =] [ [ = A

5%
0@

taforma Hallana per 1o studio

L.A. KONDILIY, M.G. QUARANTA?, M. MONTI?, D.C. AMORUSO?, R. FILOMIA?, E. BILIOTTIS, A. IANNONE®, D. IELUZZI?, B. COCO?, F.P. RUSSO?, I. BERETTA??, G. PARRUTI'?, 2 Torapia dollc Epati v

EA I P. BLANC'?, M. VINCI*3, V. COSSIGA!4, E. DEGASPERI'®, L. CHEMELLO¢, M. MASSARIY, L. BADIA*é, M. PUOTI*3, S.R. BRUNO*°, M. DE SIENA?°, V. PANETTA?!, A. AGHEMO?? ¥
1lstituto Superiore di Sanita, Rome, 2Interdepartmental Centre MASVE, University of Florence, 3Gragnano Hospital, Naples, 4University Hospital of Messina, 5Umberto | Hospital, "Sapienza" University, Rome,

Eumpean Association 6University of Bari, 7University Hospital of Verona, 8University Hospital of Pisa, 9University of Padua, 10San Gerardo Hospital Monza, 11Spirito Santo General Hospital Pescara, 12Santa Maria Annunziata Hospital,

for the Srudy of the Liver Florence, 13Niguarda Hospital Milan, 14Federico Il University, Naples, 15Fondazione IRCCS Ca Granda Ospedale Maggiore Policlinico, Universita degli Studi di Milan, 16University Hospital of Padua, 17Azienda Unita Sanitaria Locale,

IRCCS di Reggio Emilia, 18Alma Mater Studiorum Bologna University, 190spedali Riuniti Foggia, 20Catholic University of the Sacred Heart, Policlinico A. Gemelli, Rome, 21L'altrastatistica srl, Consultancy & Training, Biostatistics Office Rome, 22IRCCS Istituto Clinico Humanitas, Rozzano,
(HED]

Outcomes (Decompensated Cirrhosis) following viral eradication in patients with

it idanan
i i factors of liver i i Predictive factors of HCC incidence F4/cirrhosis according to the presence of cofactors for liver disease progression
Other causes of chronic liver disease, or factors which are Patients’ characteristics according to the fibrosis stage prior to antiviral ALT remained elevated during the follow-up in 18 of 1152 (16%) patients with F1-F2 and CF Univariste snaysis CoxRegresson Ansiyss®®
likely to affect the natural history or progression of liver treatment compared to none of patient without CF. - s b e Decompensated Cirrhosis according to therapy timeline
disease, should be systematically investigated. EASL _— — P S— T— In patients with F3 fibrosis stage: gonier refrence excuded
Y " . . . ot o Ay | Gutee MY | Pesmrntn 4f < o v Du the follow-up, t level d altered in 4% of patients with CF d 12
Clinical Practice Guidelines, suggest that HCV patients who T | | st | omos in thoseunttoutr o levels remainee altered in 4% of patients with €F compare T:::,m . W e e e o amw irthosis n %
i i i - H X Patients Months AST levels at the end of treatment were significantly higher (6/186 =3.2%) in those who were foctorslver disease
achieve an SVR nee.d .to be ma|nta|ned.on fo.llow up in the v - ST i o) - defined as lost at follow-up by clinical centers (follow-up < 12 months) compared to those with sty Reference Never 1633 86.5%
presence of pre-existing cofactors for liver disease such as ] £ Gen e | ase an avalable follow-up ( 1/266 =0.4%) P=0.013 coactors e 115 001218 ags e et imhemocd At Baseline only 108 5.5%
. I . , L Genotype
excessive alcohol drinking, obesity and/or type 2 diabetes. w I 2 L In patients with liver cirrhosis: o O osstes o S oo At Baseline and After viral eradication 61 3.2%
" : PO : ) 2 AST levels at the end of treatment were significantly higher (77/1599=4.8%) in those with CF B ased Albumin N oriee 21 12 1214 s
The contribution of comorbidities to the progression of s e e e oo e compared to those without CF (3/285=1%) P=0.02. No statistical differences were observed for — 0ot 0s0nar ot sdener ot b model Afterviral eradication only % 4.8%
i i i i =ni, 8 ] ALT levels post viral eradication in those with or without CF.
liver disease must be evaluated and appropriate corrective vels post i cation i i i et Pttes count Totale 1888 *
measures implemented (Evidence base A1). pisiosd e to2a4s oozg  dnatenter inthe mocel
: *Evaluated patients: F4cirrhosis at baseline= 2008
hTh; &;T;mrndg’FD—FE par/;emx have nu/ur less ;mmlzzz mum:x [o,!//owmp/:!/t?wmg Outcomes (HCC, OLT, Death) following viral eradication in patients with F4/cirrhosis *Excluded patients with HCC before or during antiviral therapy N=63 patients 0f 120 patients the follow-up data were not available.
the and lost to follow up for at least other 12 months following the last according to the presence of  cofactors for liver disease  progression **Stepwise selection was applied; INR, platelet count, transamanase levels and Available data of 1888 pt
follow up. changes in Child Pugh score did not enter in the model and are not shown in the
table.
- - — P During the follow-up 3.2% of patients with decompensated cirrhosis before
Fibrosis Stage FO-F2 (3% of patients) pvalve Predictive factors of Decompensated event in patients with F4/Cirrhosis treatment had a new episode of decompensation whereas in 4.8% an incident
0 s (ea008) (e256) 2 i
‘ In the PITER (Italian platform for the Study of Viral » s e sy aasoonn [ [—— decompensation episode was regstered.
S ) " @ 3 0 o . nesse? [y
wms mEmy  omee/ams)  1aGuise 0350
Hepatitis Theraples). cohort we 'evaluated the. re?' life ° o e P e . Decompensated Cirrhosis according to the presence of cofactors for liver disease
management of patients following HCV eradication “ et s eowmen  umyme  amesam arar progression
according to liver disease stage and presence of cofactors w0 Chld Pugh lass: ™ 103 ozers 0877 118 Osi1se 033
E ) > o improvement woms ek eLexusye e (o) ose - 1o oo oo 104 107106 w00
(CF) for liver disease progression. w Deterraion W a0 w06 %G cotactrs ey diesse Decompensated at | o T orsYES
No Yes p— kns ssewuszme  ssouasa  sszwnszznsss o0z g — baseline YES Pvalue
U AL (<50) post therapy Pt ssen(soa/isse)  961%(74/285)  95.6%(1528/1599) osss Cofactors S 113 071178 og  ddrotenerinthemodel N pti 165 Nptiz6 Npt: 139
‘ B Cofactors: NO [ Cofactors: YES ‘ Mean follow-up 24 months (Range: 10-38months ) e 1ot ossan o35 dnotenter inthe mode 61 (40%) 7(269%)  54(388%) 0248
* Excluded patients with HCC at baseline e e o0 admorens mbemods post therapy Decompensatedat | Coractors NO ‘ mmmms‘ Al
b: o
Saetn latlats count Nt 733 NpuBE  Npuiae
‘ 2100000 eterence e
2 . . 328 (71%) of p: CF were followed-up to 824 (75%) In 3 (0.6%) patients with CF and F3 fibrosis stage, as defined by elastometry prior to antiviral <100,000 294 209416 <0001 214 15306 <0.001
Patients: Only centers that have filled each electronic of those with CF that were not followed-up after viral eradication P=0.05 therapy, HCC was developed during the follow-up after viral eradication. 90 (5.2%) 14(54%)  76(52%) 0887
Case Report Form of enrolled patients in the PITER verdecompasaton plor to testmant
dbase up to November 2019 were included in the = fe7 hn oot son sz oo

analysis. All consecutive patients enrolled by those
clinical centers, who were treated and have an SVR
post-treatment were included in the analysis. An
available follow-up post SVR 12 for the outcome
analysis was considered > 6 months.

The presence of Ultrasound fat and ‘
Hypertension/Cardiovascular disease as surrogate
markers of NAFLD, or BMI>25, or Diabetes or Current
Alcohol use were considered as CF for liver disease
progression following viral eradication.

A decompensated event was considered in patients
with liver cirrhosis who had before or after the SVR 12
at least one of the following events: ascitis,
encefalopathy, hemorrhage from portal hypertension.

The presence of cofactors for liver disease progression is common in patients with HCV who received antiviral therapy in Italy. Most physicians did not follow EASL recommendations and interrupted follow-up in FO-F2 patients regardless of the presence of
cofactors for liver disease progression. As indicated by EASL guidelines, since significant fibrosis may be present in patients with repeatedly normal ALT, evaluation of disease severity should be performed regardless of ALT levels. Our data confirm no
differences for ALT levels post viral eradication in those with or without cofactors for liver disease progression, however in patients with liver cirrhosis, AST levels, at the end of treatment were significantly higher in those with cofactors compared to those
without cofactors. As suggested by EASL guidelines: Post-treatment surveillance for HCC must also be performed in patients with advanced fibrosis (METAVIR score F3) (Evidence B1). Our data confirm that patients who are diagnosed prior antiviral therapy
as F3 liver fibrosis stage by elastography, should be followed up as those with liver cirrhosis after viral eradication in that possible underestimation of liver fibrosis stage and the residual risk of HCC development could not be ruled out. Cofactors of liver
disease progression are associated with persistent post SVR transaminase elevations, but were not associated with higher incidence of HCC or liver related complications during a medium term follow-up of patients with cirrhosis after HCV viral eradication.
Old age, lower albumin levels and low platelet's count, all surrogate markers of severe liver disease prior antiviral therapy, are independent predictors of liver disease progression despite viral eradication.
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