Methodist Noninvasive initiation and monitoring of the therapy with TNR-beta
agonist Resmetirom (RT) using LIVERFASt, FIB-4 and Vibration-controlled
transient elastography (VCTE, Fibroscan) in patients with MASH.
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INTRODUCTION METHODS Description of the included population
Vi . C lw T . EL hv (VCTE Overall Group on 80mg dose | Group on 100mg
Patients on RT with baseline and repeated LIVERFASt, VCTE and FIB4 have been ibration Controlled Transient Elastography ( ) ’ p (62%) dose (38%)
Age (1.5) (2)

Resmetirom therapy (RT) was recently approved by the

. ; P ) included retrospectively. (Echosens, France)
FDA for non-cirrhotic MASH with fibrosis. The impact of P y . . ’ 62.4(1.3) 60.8 (1.5 63.8
RT on NITs has not been assessed in real-life patients. LIVERFASt (Fibronostics, US) Liver stiffness measurement (LSM) Male 39% 39% 50%
. _ < 30% IQR/median ratio included
LIVERFASt (Fibronostics, Florida, US) is a new blood- Blood-based test, generates scores (0.00-1.00) proportional to the severity of 10valid . BMI 33.7(1.3) 29.9(0.6) 39.7(2.7)
’ ’ . . . : valid measuremets
based Al-test that assesses liver fibrosis, activity, and fibrosis, activity, and steatosis. S Type 2 55% 46% 63%
steatosis, potentially useful in initiating and monitoring FTESTSCORES No applicability criteria has been used for CAP Diabetes
patients during Resmetirom therapy. -@ 2 _—@ GLP-1RA 46% 40% 57%
Frenosts AcTaviTy Srearosis Statistics “ ALT 44 (4) 49 (5) 38 (5)
m A ms - NIT§ (?lynamlcs have been assessed using Kaplan Meier non-paramgtrlc FIB-4 1.79(0.14) 1.86(0.21) 1.64(0.12)
\ s6v%) statistics censored at -10% PR occurrence from t0, Tukey-Kramer Multiple- .
. Comparison Test (repeated measurements ANOVA), descriptive and subgroup Baseline prevalence of F2F3 stages
1/ To assess he dynamic of LIVERFAST, FIB-4 and VCTE FIB-4 Index: calculated using ALT, AST, platelet count and age analysis (dose and GLP-1 receptor agonists (GLP-1RA) analysis. UsingVCTE | 44% 46% 40%
during longitudinal monitoring of patients ongoing Using 61% 58% 65%

. . . . LIVERFASt
Resmetirom therapy. 2/ To estimate the fibrosis
- : METHODS
progression rate (PR) from baseline to repeated NIT. Median (max) delay, months baseline-to- repeated testing

Between baseline and repeated measurements in the

: . Using VCTE 7.6 (3.1) 6.9 (4.4) 8.0 (4.5)
overall population and according to the RT dose and All patients have been included retrospectively. Using 3.3(0.3) 3.0 (0.4) 3.9 (0.6)
omitant th ith GLP-1 R tor Agonist .7 (0. .3 (0. 4 (0.
?(glr_]; EX)an erapy Wi eceptor Agonis N= 86 patients have been eligible with baseline LIVERFASt without RT discontinuation (62% 80mg-dose). blglii:iﬁ\s; ©:7(09) *3(08) 7:408)
NITs had baseline and repeated testing: 67 had FIB-4, 44 LIVERFASt and 30 VCTE
— ~ N\ N\ )
Biomark tiean (55 ronepiity . L . . Dynamics of LIVERFASt
lomarier Baseline Re- eve Dynamics of LIVERFASt Fibrosis test, VCTE and FIB-4 scores Dynamics of LIVERFASt Steatosis test and . . .
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assessment assessment b b i d during R . h RT . . Activity test during RT
etween baseline and re-assessment during Resmetirom t erapy (RT) CAP (Fibroscan) scores between baseline and

LIVERFASt N=44 :

t . . Means of LSM (VCTE] Means of FIB-4 re-assessment during RT Means of LIVERFASt Activity Test

LIVERFASt Fibrosis (0-1) 0.48 (0.02) 0.38(0.02)  |<0.001 _ Means of LIVERFASt Fibrosis Test S o 1200 Means of LIVERFASt Steatosis Tst Means of CAP = 1001

LIVERFASt Steatosis (0-1) 0.50 (0.02) 0.42(0.02) |<0.05 & ' B : <, T 5 w000 § :

LIVERFASt Activity (0-1) 0.45 (0.02) 0.42 (0.02) NS g ] P<0.001 S . P=NS 000 ] P=NS S ] £<0.05 E ] P=NS S 0751 P=NS

GGT, IU/L 68 (5) 41 (5) <0.001 : § ] ; g ' 2 s g 0.45

e 0.48 g < :o': 2 § 301 299 Z 050 - 0.42

Total bilirubin,mg/dl 0.68 (0.03) 0.58 (0.03) <0.05 § 050 ] 038 8 20.005 E? 6_005 8 0.50 ‘:cs"; o] T % ] 5

Alpha2 Macroglobulin, mg/dl 274 (4) 258 (4) <0.01 £ G\ 3 10.7 10.1 E 030 1 G\0{.}42 _% S ] ; 0.25 |

Apolipoprotein A1, mg/dl 131 (2.5) 146 (2.5) <0.001 3 s ;‘:’ 1000 ] — 200 ] 185 2.02 ; LR E i

Haptoglobin, mg/dl 137 (3) 147 (3) <0.05 § ] & ] ] P ; 025 - £ ] 2 000 . .

ALT, 1U/L 53 (4) 40 (4) <0.05 3 ] E . | | | o g © 0o ] Baseline ~ Re-assessment

AST, U1 44 (3) 36 (3) NS | Baseline Re-assessment Baselin Re- ment . : g i Baseline Re-assessment Timeline

Triglycerides, mg/dl 144 (5) 108 (5) <0.0001 Timeline S e Baseline Time"nse'a“essme“t we e Ressemen Timeline

Total cholesterol, mg/dl 168 (2.4) 146 (2.4) <0.0001 Timeline Individual results of

Blood glucose, mg/dl 108 (2) 112 (2) NS N— _ 100- LIVERFASt Activity Test

Individual Liver Stiffness Individual f ndividual resuits in Individual CAP M t 8 ] ® *

BM 33.4(0-2) 33:3(0-2) NS u'\;‘:;‘;f;‘ta;if;“s';s;;‘st € oo MeLvslu:"emel:\’ts (vlcn) 700 7 o :?B-szfores > o LIVERFASt SteatosisTest § o, e S § "
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Fibroscan N=30 g g 95 Z S ¥ -

Liver Stiffness Measurement 10.7 (0.8) 10.1 (0.8) NS 2_ 075 é o T % " §§ ] g 0.50 -

(VCTE), KPa % ] % ] £ 350 E ﬁ o] gémm: <3 % =

Controlled Attenuation parameter | 301 (7) 299 (7) NS g 050 | g o g | §* _ . = 025 -

(CAP), dB/m 5 0.25 ] é 10.00 - 1'755 ; 0.25 § 212'505 \ g e

FIB-4 N=67 E 5] : z § : S

Platelet count 230 (3) 224 (3) NS " oo : i 2 oo | | | 0.00 - s . | ‘ | 5550 . | | S 000 .

) o - Baseline Re-assessment . Baseline Re-assessment Baseline Re-assessment

FIB-4 1.85(0.13) 2.02 (0.13) NS Baseline  Re-assessment Baseline  Re-assessment Timeline BiRdie = Be s Timeline i

Bonferroni (All-Pairwise) Multiple Comparison Test \- Timeline /. J /

Mean (SE) 4 N N

Non-invasive tests Baseline Re- Probabilit Dynamics of LIVERFASt, VCTE and FIB-4 during therapy Cumulative incidence of achieving 10% reduction in LIVERFASt

assessment _assessment y Level® according to Resmetirom DOSE Fibrosis and Steatosis Tests

LIVERFASt N=44

LIVERFASt Fibrosis (0'1) Means of LSM (VCTE)

Means of LIVERFASt Fibrosis Test . Means of FIB-4 . .
80 mg, n=27 0.49 (002) 0.35 (002) <0.001 1.00 - gsmm o 4000 7 gis;:etlml 12.00 4 RDesmetirom Survival Plot Survival Plot
] ose < ] O 80 1 o . ~ A
100 mg, n=17 0.46 (0.03) 0.42(0.03) NS s 2% B oo R 2 5o 1:000 1:|l Dose 1.000 7 Dose
g ors : ] i —— 100 i —— 100
. % ] 0.49 0.42 § 20.00 é 6005 0.750 % 0.750 i o
LIVERFASt Steatosis (0- g 0507 S % 12.0 11.8 ] g ' i}
1) 0.49(0.03) 0.38(0.03) <0.05 5 ] 0.46 © £ 1000 - o R 3.00 ] 203 209 © i IS i
Qh 025 1 035 5 9.2 8.2 ] o a 'S 0.500 - 2 5500 1
80 mg, n=27 0.51(0.04) 0.48(0.04) NS > 5 ) ) | § 1.59 1.93 & i g U807
100 mg, n=17/ 0.00 1 - 1 paseline Timen::assessment w saseine i Re-sssesament i ” -
— Baseline Time”n:e-assessment Timeline 0.250 E 0250 :
LIVERFASt Activity (0-1) i i
80 mg, n=27 0.46 (0.03) 0.39(0.03) NS oo -
100 mg, n=17/ 0.43(0.04) 0.48(0.04) NS " o0 30 60 90 120 0.000
Means of LIVERFASt Steatosis Test 0.0 3.0 6.0 9.0 12.0
Fibroscan N=30 100 - Resmetirom . Means of CAP Resmetir Means of LIVERFASt Activity Test Time on therapy Time on therapy
s Dose 5 00 5 Dose 1.00 - Resmetirom

Liver Stiffness ] o 80 8 ] o & Dose

= - A 100 © h =) O 0 . . . . . . . .

S 075 g . 318 326 A 1003 ’ A 1 Resmetirom Cumulative incidence of 10% P Resmetirom Cumulative incidence of 10% p value

Measurement 9.2 (1.2) 8.2(1.2) NS g 1 SE . U § 077 dose group improvement of fibrosis value dose group improvement of steatosis
1?)(()) mg, n='!léé 12 (1.1) 11.8 (1.1) NS % . o.u g %1 . ) E . 046 048 according to LIVERFASt according to LIVERFASt

mg, n= ] == ° F 090 o
Z 0.49 . k: 280 267 < DU
2 . o ] 3 - 0.43 0.3 3 months | 6 months 3 6 months
CAP by Fibroscan, dB/m : 0% 038 £ 2250 E oot ’ months
= ) . = j 80mg group 23.8% 79.2% 0.02
80 mg’ n=14 280 (1 O) 267 (1 O) NS 0.00 4 ; . . 150.00 : ] 80mg group 11.7% 73.5% 0.03
100 m s n=1 6 aseline Time“n:e—assessment | Base;i"e Rcla—assessmen’lc 00 Base ilne Re-;llssessment I
& 318 (9) 326 (9) NS Timeline "™ timeling 100mg group | 20.7% 37.5%

FIB-4 N=67 100mg group | 11.8% 33.3%

FIB-4
80 mg, n=39 2.03(0.17) 2.09(0.17) NS
100 mg, n=28 1.59(0.20) 1.93(0.20) NS \_ J U )

Bonferroni (All-Pairwise) Multiple Comparison Test

Non-invasive tests Mean (SE) 4 ) . . .. A

Baseline Re- Dynamics of LIVERFASt, VCTE and FIB-4 according to the association CONCLUSION
assessment assessment of RT with GLP-1 Receptor Agonists
LIVERFASt N=44 Means of LIVERFASt Fibrosis Test Means of LSM (VCTE) . Initiation of Resmetirom therapy based on
LIVERFASt Fibrosis (0-1) 1007 40.00 7 Means of FIB-4 .
Resmetirom alone, n=23 0.43(0.02) 0.34(0.02) <0.05 5 © Besmetirom alone g ] & Resmetirom alone 12007 © Resmetirom alone the assessment of MASH US""Ig LIVERFASt,
< 075 A  GLP1RAand Resmetirom _~ . A GLP1 RA and Resmetirom 4. GLP1RA and Resmetirom
H b= I = 30.00 - i ° ° -
OLP1RA* Resmetirom,  0.53(0.03) 0.43(0.03)  <0.05 S 1 s 2 e FIB4 and VCTE is efficient and allows further
n=21 § 0.50 N’;‘B g 20.00 E - . . . .
LIVERFASt Steatosis Test (0-1) 5 i o g " 12.9 11.2 6.00 non-invasive monitori ng.
. o - 0.43 o = § ]
Resmetirom alone, n=23 0.55(0.03) 0.44(0.03) <0.05 2 05 0.34 2 - A . - 185 222
& . £ 10.00 - 00 ] : : . o o . .
GLP1RA+Resmetirom,  0.44(0.03) 0.40(0.03) NS g - z : - - : . LIVERFASt is an efficient monitoring tool of
n=21 0.00 i ; " . 5 ] i 1.85 1.78 ° ° ° ° oege
Baseline Re-assessment 0.00 T T »  0.00 T ' '

LVERFAST Activity Tost (0-1) T — fibrosis and steatosis and significant
Resmetirom alone, n=23 0.47 (0.03) 0.41(0.03) NS improvement, h|gher than 10% in LIVERFASt
GLP1 RA + Resmetirom, 0.43 (003) 0.43 (003) NS Means of LIVERFASt Steatosis Test . Means of CAP Means of LIVERFASt Activity Test . .

n=21 . 2 gmmmaen: B U0 Qe ] Q Semmemmmotone scores being observed since 3" month of RT

Fibroscan N=30 g on ] § e Pl mainly in the 80mg group

Liver Stiffness Measurement g ] 055 04 S - ‘\; 3 y . .

i g 050 - s 275.00 | © Z 050 . . .

Resmetirom alone,n=16  8.7(1.1) ~ 83(1.1) NS P o T 20 2w - . FIB-4 and LSM (VCTE) scores showed lower

GLP1 RA + Resmetirom, 12.9(2.1)  12.2(2.4) NS 040 2 oo g 043 043
n=14 T : : =] change at reassessment, suggesting limited
CAP by FibeSCE\n, dB/m 20 Baselinel Re-asslessment | S 1s0.00 B li ' R I I 0.00 . ' ' ' ege . . .

aseline e-assessment Baseline Re-assessment

Resmetirom alone, n=16 280 (9) 290 (9) NS rimetine ability to detect early fibrosis or steatosis

GLP1 RA + Resmetirom, 324 (9) 307 (9) NS improvement.
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