SMmerican \ \VERFAST OUTPERFORMS FIB-4, IN SEQUENTIAL COMBINATION WITH VIBRATION CONTROLLED TRANSIENT ELASTOGRAPHY

Association.  (ycTE) FOR IDENTIFYING =F3 STAGES IN PATIENTS WITH MASLD INCLUDING PATIENTS WITH TYPE 2 DIABETES (T2DM).

P
‘\‘-[__,,-(-\/ CHU M Decraecker’, B Hiriart!, M Irles-Depe', ] Foucher'®, J Yu?, R Quiambao?, A Asgharpour?, M Munteanu?, V De Ledinghen'*
'~ Hopitaux de

N / o Bordeaux 1. Hepatology Unit, Hopital Haut Lévéque, Pessac, France; Bordeaux University, Bordeaux, France, 2. Fibronostics US Inc., New Orleans, United States;

3. Stravitz-Sanyal Institute for Liver Disease and Metabolic Health, Virginia Commonwealth University; School of Medicine, Richmond, United States; 4. INSERM U1053, Bordeaux

INTRODUCTION METHODS
e FIB-4 followed by vibration-controlled transient elastography (VCTE, Echosens, Paris, France) is Cross-sectional retrospective study, conducted on patients =18 years old with
recommended to detect advanced fibrosis (=F3). (Rinella M. et al. AASLD CPG Hepatology 2023) established MASLD from a tertiary hepatology center, University Hospital Center The present study focused on LIVERFASt Fibrosis Test Fibrosis MASH-Activity Steatosis
« LIVERFAST (Fibronostics U.S., Inc.) is a novel blood-based test reimbursed in US to identify liver fibrosis of Bor(-:leaux: Fra}nce. .
with high performance against histology, including inpatients with type 2 diabetes mellitus (T2DM) (2) Inclusion criteria: | | ® Neural Network
 Along with assessing liver fibrosis, LIVERFASt assesses steatosis and MASH -related activity. . Avallaple blood tests, LIVERFASt and FIB-4, VCTE, and high quality (220 mm) l—""ag““is —_—) =0
\ J liver biopsy C R — B O
( ) | Fibrosis assessed using the following cut-offs: <= Us loutput - et -
AI MS « FIB-4:=1.30 (or 2.00 for age =65 years) = intermediate/high risk for =F3 and
>2.67 - hlgh rISk for 2F3 o SeonneBystem severe fibr:;:s:s/cirrhosis severeA:ctivity marked steaétissis (=67%)
The study aimed to compare the performance of LIVERFAST Fibrosis test and FIB-4, » LIVERFASt fibrosis test: cut-off 0.52 for =F3 e
) . . _ o _ . . « VCTE =12kPa for ruling in =F3
sequentlally with VCTE (Flbroscan)’ for the identification of advanced fibrosis (2F3) Statistics Serum biomarkers performed, including alpha-2 macroglobulin, haptoglobin, apolipoprotein Al, total bilirubin, GGT,
including analyses in patients with type 2 diabetes (T2DM). Performances were assessed using sensitivity, specificity, PPV, NPV, and number ALT, AST, glucose, total cholesterol, triglycerides, age, sex, height, and weight were computed into LIVERFASt
needed to diagnose one case (NND). algorithms to analyze three scores (0.00-1.00) for fibrosis, MASH-related activity and steatosis.

RESULTS

\
Characterlstic of indluded patients, N=447 LIVERFASt as a stand-alone NIT outperformed FIB-4 for Performance and efficacy of the NITs sequential combinations in the two-step approach for =F3 fibrosis
’ identifying =F3 fibrosis: Compared to the recommended pathway (AASLD),
. Almost twice the sensiivity and higher NPV of FIB-4 (cut-off >2.67) in the MASLD population with T2DM the improved pathway using LIVERFASt instead of
Variables %, mean (se) « Higher specificity and PPV at the recommended cut-off (=1.3 [2.0]* )
Non-Invasive Liver Disease PPV NPV Efficacy | Efficacy . e veRese FIB-4 before VCTE had several advantages:
Age (years) 59 (18-85) E Performance of the NITs as a stand-alone assessment Assessment for > F3 stage NND(no.) |measured on >% 1 Improves the false positive rate referrals to VCTE
[ ] [ ] [ ] [ ] e : A = [
0 for =F3 fibrosis in the MASLD population with T2DM MASLD population with T2DM VCTE referrals Qg W [0 | g s [ S CTE — N N Improves the true negative rate
Gender, Male 57% N No(NND) = N-Gbmuonegatve e Generates 20% more correctly classified patients
|— Assessment for 2F3 stage in the overall PPV NPV 3.; g N =44 false negative with 2F3 YESLH N =65 true positive ) . . .
BMI (kg/m2) >25 31(0.3) 2wl "25LD popuiation with 2D 2 g g Nmieeposiive Highefficacy in T2DM patients
. . . . LIVERFAST followed by VCTE i =
o h LIVERFASt 67/’ 716 77A 60/’ ; SP (66+19)/93 = 85/93 = 91.40% Numberneededtoflfifagno);e[NND)1case 2F3 SE 65/135=48.15%
82% - >0.52 for >F3 stage (91/135) (66/93) (91/118) (66/110) LIVERFASt >0.52 followed by VCTE 374 91% 89% 55% 3.51 118 (1.82) NPV (66+19)/(110+45) = 85/155 = 54.84% N=226/55 (351) PPV 65/73 = 89.04% S
— ummary:
Diabetes Mell <19, § FIB-4 SOLCIUUNE S CIRSE NI Lo (65/135)  (85/93)  (65/73)  (85/155)  (228/65) ) =228 2D PATIENTS assssed
labetes Mellitus Y Q 22.67, hlgh risk for >F3 stage 30% 93% 85% 48% B < 1 The COMbination L'VERFASt and VCTE aChiEVEd:
(41/135) (86/93) (41/48) (86/180) FIB-4 followed by VCTE = 8 (A) — . -
HbALC, % 6.6 _J §xx Newo €= | FEAR0 | e I | STEMEMNMTENS | lewes N-swmenesae || For ruling in 2F3
. o o o FIB'4 >2.67, fO||Owed by VCTE >12 24% 96% 89% 47% 6.91 48 (145) bt = ; Not assessed with VCTE N=48 ntermesdiate risk (<12 kPa)
m 21.3 (2.0) intermediate to high risk for 76% 53% 70% 60% . . S ~ 3 - N =86 true negative 1 Hicher PPV (90.4%) than FIB-4 and VCTE (76% both) imilar NPV
Triglycerides 12% &  >F3stage (102/135) (49/93)  (102/146)  (49/82) kPa (high risk for 2F3 stage) (33/135)  (89/93)  (33/37)  (89/191) (228/33) REF| [ IR — igher PPV (90.4%) than FIB-4 an (76% both) for similar NPV.
T2 1 . . L ) )
21.70 mmol/L (150 mg/dL) E FIB-4 >1.3 (2.0)*, followed by VCTE @ SP (86+3)/93 = 89/93 = 95.70% OR < P Almost twice more of =F3 cases than the combination FIB-4 at the cut-off >2.67
-4 >1. . , Tollowe Y 51% 92% 89% 58% 3.40 146* * (2.18) NPV (86+3)/(180+11) = 89/191 = 46.60% Hmernee emgzggg?;;n cases ,5,5333’;,‘;?2";‘;;‘}‘;,‘; o NND** 4 7 .
VCTE 579% 86% 86% 58% 512 kPa, intermediate/ high risk for a Stronger NND** was 4.56 vs 7.98, respectively.
H 1 (") i i 2 . N =228 T2DM PATIENTS assesse d H £ H H
Arterial Hypertension 58% >12 kPa, hlgh risk for 2F3 stage (77/135) (80/93) (77/90) (80/138) >F3 Stage) (67/132) (88/96) (67/75) (88/153) (228/67) LIVE;(I':)AOS],; V]S-Z(y " 1 PATIENT . LIVERFAST identified a similar number of =2F3 cases as FIB-4 at the recommended =1.3
AASLD PATHWAY ore refe;ral t:) > § - ' - ©) [2.0] cut-off with a significantly lower number of required false positive referrals to
. c v FIB-4 1.3 (2.0)* YES Screening with VCTE for High NO N=71 N = 36 true negative .
Liver enzymes AST / ALT / GGT ~ 43(3) /57(4) / 83(9) *FIB-4 lower cut-off 2.0 in patients aged 265 years; T2DM type 2 diabetes mellitus VCTE with FIB4 % E Nmsses’:eﬁm: Presumed=F3? | o N=146 T Risk (12 kPe) Y mCTELowto L N- 3% fatse negative VCTE [187/447 vs 243/447, respectively, p<0.001].
"; a. N = 52 true negative I
H (a) N = 30 false negative with =F3 YES N = 67 true positive o . . . . . .
Platelets (*109 g/L) 216 (3) Z\r: 3 s NSRS Similar results have been observed in the T2DM subanalysis with a with a lo.wer
Performance of the NITs as a stand-alone assessment RS B O or o, number of required VCTEs referrals of 118/228 vs 146/228 (p<0.01), respectively.
. . . . LL NPV (52+36)/(82+71) = 88/153 = 57.52% Number neede:l t:ozr;iaa}%r;o;e;zul;lrlb 1 case =F3 '535376/_:/:;25 == zgzg;: -
FIB-4 1.55(0.08) for =F3 fibrosis in the overall MASLD population - ' For ruling out =F3:
: : 9.4 (0.52) 0 Assessment for >F3 stage in the | . . : : - o - « A higher proportion of patients correctly classified without suspected fibrosis (true
Liver Stiffness Measurement, 9.4 (0. >F3 stag Performance and efficacy of the NITs sequential combinations in the two-step approach for =F3 fibrosis . . !
" — overall MASLD population negatives) during the first step by LIVERFAST alone versus FIB-4 alone at the
: i in the overall MASLD population recommended cut-off: 42.7% vs 35.6%, p<0.05, respectively.
CAP, dB/m 324 (4) < . o 0 o
E LIVERFASt 66% 79% 72% 74% Non-Invasive Liver Disease PPV NPV Efficacy Efficacy -
>0.52 for >F3 stage (135/204)  (191/243)  (135/187) (191/260) S =447 sasessed
LIVERFASt Fibrosis score 0.39 (0.02) i Assessment for 2 F3 stage NND(no.) measured on c % -
. VCTE referrals c =
(0.00_1.00) J FIB-4 36% 96% 87% 64% OVERALL MASLD populatlon ;- E eroso = | LIVERFASt20.52 | mmp Nﬁ; ﬂ Screening with VCTE High — V21O'ENL=79 - . c 0 N C L U S I 0 N S
< 22.67’ high riSk for =3 Stage (73/204) (23 2/243) (73/84) (232/363) LIVERFASTf ] d b VCTE I;I\-l I.Il—-I E Not assessed with VCTE rosme i R'ST\I(:?;%) intermediate rgsvlz;(:m kPa) N;37;:;:5‘(:‘f?eggai;lt\i/\‘lee 4 )
oliowe y :’-; g 8 Ni191 true negative 'l ° ° ° ° °
< N =69 false negative with 2F3 YES N =108 N = 98 true positive -
Fibrosis stage (NASH-CRN) 46% m 21.3 (2.0)* intermediate to high risk  78% 65% 65% 78% . . . . E § ' N =10 false positive LIVERFASt OUtperformEd FIB 4 and |t5 |ntegrat|0n |nt0
- W  for>F3stage (159/204)  (159/243)  (159/243)  (159/204) LIVERFASt >F3 followed by VCTE >12 ?988/;204) ?;3@ a3 ?918/;108) ?293/; 1339 ?Z':g o8) L > g -
5 . . -_— SP (191+42)/243 = 233/243 = 95. Number needed to diagnose (NND) 1 case =F3 SE 98/204 = 48.04% 1 Tol
— kPa (high risk for >F3 stages) AP s e WO e MASLD pathways may enhance screening efficiency,
NAS score 24 oo = VCTE 58% 91% 84% 73% FIB-4 followed by VCTE e p—
<6 months bet blood >12 kPa, high risk for >F3 stage (119/204)  (221/243)  (119/141) (221/306) FIB-4 >2.67, followed by VCTE >12  pX:¥3 98% 92% 62% 7.98 84 (1.50) 5 i I I I ich-ri I .
MOMTs bersen 2100 97% kPa (high risk for 2F3 stage) (56/204)  (238/243)  (56/61)  (238/386)  (447/56) > 2 ' ®) including in high-risk T2DM patients
assessment and liver biopsy c O e [ FBA267 |y YES SereeningWthVCTE High | _ NO N =23 N = 6 truie nesative
c £ < O presumed=re® N N ermene o C12kpa) N =17 false negaive
_ _ . . . . . - =2 ; Not assessed Wlth. VCTE o
*FIB-4 lower cut-off 2.0 in patients aged 265 years; T2DM type 2 diabetes mellitus ) =3z N Rmenege M “ ° The Study Sh owed that LIVERFAST plays also cru C|a|
P N FIB-4 >1.3 (2.0)%, followed by VCTE 3% 96% 91% 70% 4.26 243* (2.31) CZ2g Noot NSmie e
2 YA CCNUINCUNELIEWATGNINS (el (105/204)  (232/243) (105/116) (232/331) (447/105) *p<0.001 vs = o h . . . o . .
REFERENCES >F3 stages) LIVERFASt, 13% @ & | |semone-meo e Numbornesded o dagnose D)1 cas0 373 s soz04- 27450 role in ruling out fibrosis in a higher proportion of
AASLD PATHWAY more referral to
(1) Rinella, Mary E.; Neuschwander-Tetri, Brent A.; Siddiqui, Mohammad Shadab; Abdelmalek, Manal F.; Caldwell, Stephen; Barb, Diana; Kleiner, David E.; Loomba, VCTE with FIB4 N = 447 assessed . . . .
Rohit. AASLD Practice Guidance on the clinical assessment and management of nonalcoholic fatty liver disease. Hepatology 77(5):p 1797-1835, 2023. E E E “’"TB'4 patl ents tha N FI B-4’ |d ent |fy| ng th ose th at do not
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(2) Alkhouri N, Mantry P, Gonzalez HC, Patil R, MclIntyre V, Kohli A, et al. Diagnostic Performance of LIVERFASt as a Non-invasive Liver Fibrosis Test: Data from Three . i Z E Nygm €= | FB4>13(20) | mmmp YES (_: Screening with VCTE High NO N =127 N = 73 true negative
Cohorts of Patients with Metabolic Dysfunction-associated Steatotic Liver Disease. J Gastrointestin Liver Dis. 2025 Dec 26;34(4):437-450. (QR CODE) g I Notassess;dwith U it N =243 Riak (12 kPa) e Lowte b N-Sdfalse negative . .
. | 5| e . require a second test as far as the first correctly
(3) Decraecker M, Dutartre D, Hiriart JB, Irles-Depé M, Chermak F, Foucher J, de Lédinghen V. Long-term prognosis of patients with metabolic E co NTACT marle.decraecker@gmall.com : a N = 45 false negative with =F3 YES N 105 true posiive
(dysfunction)-associated fatty liver disease by non-invasive methods. Aliment Pharmacol Ther. 2022 Mar;55(5):580-592. n Za "i“s N=11false positive
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N =70.09% N = 447/105 (4.26) PPV 105/116 = 90.52% \_ .
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