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A new naming convention

Epidemiology and disease burden




After the 2023 EASL Meeting in Vienna, a multi-national group of liver disease
sociefies announced new nomenclature that is both “Atfirmative And Non-
Stigmatizing.”

The umbrella term is now Steatotic Liver Disease (SLD) to encompass the
arious etiologies of steatosis.

abolic-dysfunction




MotALD
(MASLD and Increased alcohol Intake®)

"Weekly intake 140-3500 female, 2104200 mae (average dally 20-50q lemale, 30-60g male)
*0.9. Lysosomal Acid Lipase Deficiency (LALD), Wilson dsease, hypobetalipoproteinemia, inborn errors of metabolism

Rinella et al Annals of Hepatology/J Hep/Hep
2023
AASLD MASLD Slide deck 2023
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99% overlap between NAFLD and MASLD
TARGET-NASH data — 5746 patients

Does MASLD = NAFLD in the U.S.?

Y

96.3% overlap. 57
patients that did not
meet criteria due to

lack of cardiometabolic
risk factors

99.7% overlap. Six
patients that did not
meet criteria due to

lack of cardiometabolic
risk factors

99.8% overlap. Four
patients that did not
meet criteria due to

lack of cardiometabolic

risk factors

Barritt et al Amer Jour Gastro 2024
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MASLD is a spectrum of disease

MASLD Cirrhosis

Cryptogenic
Cirrhosis?




MASLD is common

Prevalence depends on population studied and method
used to make diagnosis

* 1in 3 American adults has simple steatosis (NAFL)

* Ultrasound data estimates prevalence ~50% in Texas

* NHANES Il estimates range from 8-24%

* Prevalence in bariatric surgery patients may be as high as 90%, up to
55% may have MASH and 12% with bridging fibrosis

Global prevalence 24%

Incidence of new MASLD rising in step with increasing rates
of obesity, diabetes and physical inactivity

Williams, Gastro 2011, Clark et al AJG 2007, Younossi et al Hepatolog_y 2016, www cdc gov accessed 2017



Just how common? ‘

United States population Perspective:
= 325,000,000 Patients with HCV ~ 3.5 million

Patients with Ulcerative Colitis ~ 800,000
Patients with Crohn’s Disease ~ 700,000

Prevalence of simple
steatosis = 30% = 97,500,000

If only 1% of patients with MASH
cirrhosis are listed for OLT, this
would be more than double the
current size of the national
waitlist

N O N\ N e

Patients with steatosis who
progress to MASH = 20%
=19,500,000

Patients with MASH who may
progress to cirrhosis over 20
years = 20% =3,900,000

Rinella M. JAMA .2015, www hepchope com, www cdc gov




MASLD is the most common cause of chronic liver disease
and cirrhosis in the US

Chronic liver disease

m HBV

m HCY

m ARLD

m MAFLD

H Others

m Cryptogenic

Cirrhosis

m HBV

W HCWY

B ARLD

N MAFLD

u Others

B Cryptogenic

Latino Japanese American Native Hawaiian African American Whites

** via ICD-9 coding data
Setiawan VW, et al Hepatology 2016




MASLD is NOT a Western disease
Estimated Global Prevalence of MASLD = 25%

Meta-analysis: MASLD diagnosed by imaging (US, CT, MRI/SPECT; n=45 studies).

Younossi ZM, et al. Hepatology. 2016.




MASLD: Pathogenesis

gNL

Adgpose fiscus

Mitochondria

Genetic

ER stress

Microbiota

Noureddin, Mato J & Lu SC. Exp Bio Med. 2015
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MASLD is a progressive disease

» Steatosis to Steatohepatitis

@ Imulin-cotislant'@ Compensated '@ Steatohepatitis ' @Flbrosls
adipose tissue ! steatosis ! (‘decompensatea |
| steatosis)

1t hepatic insulin  mmmmmp T plasma glucose
resistance 1 (IGT or T2DM)

flux and toxic lipid
metabolites

1
(T20M) - lrespiratory chain I
RN ; i :%Jﬁi%g
' aOODiOSiS : (_W/l\/;[lponocun'l
* Steatohepatitis to Cirrhosis
Fatty Liver NASH Cirrhosis

il
= =

10-33% 5-20%

Who will progress?

* Risk Factors

Central obesity

Hypertension

Dyslipidemia

Type 2 Diabetes

Advancing age

Genetic modifiers (PNPLA3, TM6SF2)

RN

* ALT is not a reliable indicator of disease
severity




In 2023, the AASLD updated its 2018 Guidance on NASH to address:

Comorbid Conditions Associated with MASLD
Initial Evaluation of Patients with MASLD
Associated Endocrine Disorders
MASLD in Lean Individuals
ssessment of MASLD




Viral hepatitis, autoimmune liver disease, hemochromatosis, Wilson'’s

disease,alpha-1-antitrypsin, drug induced liver injury

avated in MASLD
ic hemochromatosis




Risk Factors Associated With MASLD

Common Comorbidities With
Established Association

\" ;l__'

» Obesity
« Type 2 diabetes

» Dyslipidemia

« Metabolic syndrome™

» Polycystic ovary syndrome

\

Chalasani N, et al. Hepatology. 2018

i

Other Conditions
Associated With MASLD

+ Hypothyroidism

« Obstructive sleep apnea

« Hypopituitarism

+ Hypogonadism

- Pancreatoduodenal resection

« Psoriasis

0

NN



Why is assessing fibrosis important?

Increasing fibrosis increases the risk of liver-related morbidity and mortality

Risk of severe liver disease  104.5

Liver-related mortality rate ratio

compared to controls

Hazard ratio
MRR (mortality rate ratio)

F1 F2

- Wl
F2 F3 Fa
| J

EARLY ADVANCED
FIBROSIS FIBROSIS EARLY ADVANCED
FIBROSIS FIBROSIS

F1

Hagstrom H et al. 1 Hepatol 2017; Dulai PS et al. Hepatology 2017

Hagstrom H et al. J Hepatol 2017;67:1265 -1273.
Dulai PS et al. Hepatology 2017;65(5):1557-1565.



Liver Enzymes do Not Predict Severity of Disease!

Prevalence of F2-F3 and F4 biopsy-proven MASLD and alanine aminotransferase (ALT) and
aspartate aminotransferase (AST) <40 U/L

*DM I

*White Race

*Lower low density
lipoprotein

*Low platelet count
*Higher AST/ALT ratio
*High TG

*HTM
FLower Platelet

coumt

*Higher AST/ALT
ratio

*Higher BMI
*Females

Gawrieh et al AJG;2019




Some of the Noninvasive Diagnosis of -
Fibrosis in MASLD

Serologic Markers Imaging
» Simple (Free!) * Complex * Elastography
PHEGE — Fibrospect i T
Ll — ELF 1 —MRe
— Pro-C3 T Multiparametric
N — ARFI

Age ears isTLenl Y
. \

FiB-4= Platelet Count {10°1) \ 2 i
\/mrwu \; = i
AASLD

Pro-C3




Non-invasive assessment of disease .

* Several clinical prediction scores for

_ ; ) * Both are reasonable to use.
assessing severity of disease

* Comparable AUROC scores for

» MASLD fibrosis score (NFS) advanced fibrosis
= 1.675+ (0.037*age) + (0.094*BMI) + (1.13 if * NF50.81, FIB-40.82
DM) + (0.99* AST/ALT)- (0.013*plt) — (0.66*alb) * Inexpensive
* On hand held devices
. FIB-4 * Many others with similar accuracy
fige {yaars) x AST Lewel (LL)
FIB-4 = - V’ — a

Sterling et al, Hepatol 2006, Angulo et al, Hepatol 2007, Angulo et al, Hepatol 2010, Kim et al, Radiology 2013




Non-invasive imaging .

* Vibration Controlled Transient * Controlled Attenuation
Elastography (VCTE) Parameter (CAP)

* Liver stiffness measured in kilopascals and
correlated with fibrosis stage, FO-F4

* Must know disease etiology to interpret score

* AUROC for F3 or higher disease 0.93 in MASLD

» Steatosis measured in dB/m and correlated
with steatosis grade, S0-S3

* AUROC score for S1 and greater 0.86

N\

Hepatiis 8°
-
HCV-HIV co-Infection” 1
= g
WB( sty afy bew Catglinases -
Hepatiths ¢
(vronic cholestatic deseases -
= ==l @
Ncokel @
- '

NAFLD™™*
-

Wong, Hepatol 2010; Karlas, J Hepatol 2017




Magnetic resonance imaging technology .

* MR-Elastography (MRE) for Fibrosis * MR-Proton density fat fraction for steatosis
(MR-PDFF)

* 2D and 3D MRE have AUROC >0.92 * MR-PDFF>CAP for fat quantification
* Multiple single center trials show MRE>VCTE

C-MRI PDFF M-MRI PDFF

No fibrosis Advanced fibrosis

Kim, Radiology 2013, Caussy, Hepatology 2018, Hsu, Clin Gastroenterol Hepatol 2018



Liver biopsy - a flawed gold standard?

Number of Weighted Kappa

Histological Pathology Reports Statistic Concordance
Characteristic Compared (95% ClI) Interpretation

0.364 -
Steatosis 57 Fair
(0.2029, 0.5242)

Lobular -0.081

Inflammation - (-0.1847, 0.0220) Poor

Portal 0.210

, 31 i
Inflammation (-0.0376, 0.4580) Fair

Hepatocyte 0.117 =
PrLOEY 26 Slight

Ballooning (-0.0708, 0.3038)

0.575
Fibrosis Stage 69 Moderate

(0.4603, 0.6894)
Scoring System

NAFLD Activity 0.237
Score (0.0591, 0.4150)

Brunt Grade 0.384
(Inflammation) (0.1591, 0.6082)

Brunt Stage 0.590
(Fibrosis) (0.4775, 0.7019)

Fair

Fair

Moderate




Prmary care, endocrinologists, gastroenterologists, and obesity
specialists should screen for NAFLD with advanced fibrosis

Step 1: Identify patients at risk
S Steatosis on any
e tabolc ek factarat Type 2 diabetes imaging modality or
= Ievated aminotransferase

Step 2: History and laboratory tests:
Excessive ailcohol intake, CBC, liver function tests

Step 3: Non-invasive testing (NIT) for fibrosis?3
(FIB4 is a calculated value® based on age, AST, ALT & platelet count)

Step 4: Liver stiffness measurement (LSM)5%7

LSM < 8 kPa LSM 8to 12 kPa LSM> 12 kPa

INDETERMINATE

RISK
jpepeatnitmzs WLl ] wenmiek 20%51T-r1o 661?:2?7'0%9
ckwm;t.mces change MR elastography or . e ‘ ) -

monitoring with re-eval
of risk in 2-3 years



Lifestyle interventions




Focusing only on the liver

Providers may have a hard time convincing some patients that an
mptomatic disease is worth their attention




What works:

Nutritional Resources

US department of
agriculture (USDA)

Www.nutrition.gov

American Liver
Foundation

NIH Nutrition

Supplemental

Nutrition Assistance pplemental-nutrition-

Program (SNAP) assistance-program

MyPlate www.myplate.gov

Academy of
Nutrition and
Dietetics

www.eatright.org

www.liverfoundation.org

www.niddk.nih.gov/health-
information/diet-nutrition

www.fns.usda.gov/snap/su

USDA sponsored website with
nutrition and recipe resources from
credible sources

Multiple patient resources for a
variety of liver disease

General nutrition information with
weight loss and nutrition myth
busting

USDA resource to provide nutrition
benefits to supplement the food
budget of needy families so they can
purchase healthy food

USDA resource with dietary guidelines
and information about food planning
during the pandemic

Health eating advice and links to find
nutritionists in a patient’s home zip
code



Low-Carb
Diete—-

Basics to consider for Beginners

S TR T

ranean diet




>2.25 billion cups of coffee consumed worldwide daily
e has been credited in improving many liver diseases




- Lots of fatty protein




NIH National Institute
on Aging

Exercise resources

www.nia.nih.gov/health/e
xercise-physical-activity

Variety of resources
including staying
motivated to exercise,
exercising with chronic
conditions, and physical
activity tracking tools

National Council on
Aging

WWW.NCoa.org

Exercise programs that
promote senior fitness

Silver Sneakers

https://tools.silversneaker

5.COm

Access to live online
exercise classes, on-
demand videos, and
thousands of fithess
locations and classes

Academy of Nutrition
and Dietetics

www.eatright.org

Workout ideas, nutrition
advice, and tips for family
exercise

MOVE! Options of
Care for Veterans

resources for veterans to
implement lifestyle
changes and provide
motivation for exercise

Experimental Control Std. mean difference
Study or subgroup total total Weight IV, fixed, 95% CI
Hallsworth 2011 11 8 30% —
Keating 2015 group 1 12 12 5.3% o
Keating 2015 group 3 12 12 56% T
Sullvan 2012 12 6 4.0% -
Keating 2015 group 2 12 12 6.0% e
Lee 2013 (aerobic vs control) 16 12 7.1% -
Lee 2012 (resistance vs control) 16 13 7.5% -
Lea 2012 (aerobic vs control) 16 13 7.6% A
Pugh 2013 6 5 2.9% —rl
Zolbor-Sagi 2014 3 K| 17.6% -
Leo 2013 (resistance vs control) 16 12 7.6% G
Johnson 2009 12 § 5.0% T
Larson-Meyer 2008 12 12 6.9% -
Shojaee-Moradie 2007 10 7 4.7% =1
Shah 2009 9 9 5.2% G
Tamura 2005 7 4.0% ]
Total (95% Cl) 212 178 100.0% ’

T T {

Heterogeneity: Chi? = 21.22, df = 15 (P = 13); IF = 20%

Test for overall effect: Z = 6.43 (P < .00001)

t
4 -2 0 2 4
Favors exercise  Favors control




Table 6. Comparisons of patients’ characteristics and changes in hepatic
steatosic between aerobic and resistance exercise.

Aerobic Resistance p valug
exercise exercise

Mumber of protocols (number 13 (9) 4(4)
of articles)

Mumber of enrolled subjects 314 kil

Age (years old) 44 2 (15261) 62.0(459555) 0.1064
Sex (Male; %) 63.45 100 0.6018
BMI 31 (27-36) 32 (29-25) 0.4190
Body weight (ka) 85 (69-107) 94 (72-98) 0.4953
Dietary counseling (Yes) 46.2% (6/13) 25.0% (1/4) 0.4522
Changes in BMI “1(4t01) 0.5 (-1t00) 0.4106
Changes in ALT level -12(-66t04) -15(-19100) 0.5326
Changes in Intrahepatic 2(-3to0) 7.5(-13t0-2) 0.3150
lipids (%)

Mote. Data are expressed as median (range) or number. BMI, body mass index,
ALT, alanine aminotransferass.




IT'S NEVER TOO LATE

Wsight Loss >10% (n=8) vmqmmu Fﬂn{rl;.ﬁtﬂ mmwu
Category of Body Weight Change

Berzigotti et al, Hepatology 2017



MEDICAL MANAGEMENT

» Lifestyle Intervention » Lifestyle intervention )

* Diabetes * Medical weight loss
management » Bariatric surgery

= Dyslipidemia

* HTN

Metabolic
syndrome

* Statins? *Vitamin E

» Coffee? = PPARS
= Diabetes control = GLP 1RA
= Obesity risk J

Adapted from Anstee, AASLD Postgraduate Course 2017



Vitamin E 5, most small, -Adult, non-DM: PIVENS ? Increased all-cause
(800 1L/ daily) variable doses {Sanyal, NEIM 2010) mortality

-Kids: TOMIC {Lavine, JAMA = Mot for pts with T2ZDM
2 meta-analyses 2011) l l I *  Prostate cancer risk
. Long term safety

mMetformin many *Meta-analysis, 9 studies — — — . Improved ALT, AST, BMI
Pioglitazone "hMeta — 8 RCT -PIVEMS: 30mg daily ] = Benefits not sustained
(PPARy agonist) -Pre-DM and T2DM n=101, l l after d/c
(30-45mg daily) A5mg daily (Cusi, Ann Int Med l . Weight gain, edema, bone

g Y 2016) loss, ?hladder ca
Liraglutide TZDM, imaging -"LEANM (vs. placebo) l l — . Decrease BMI, glucose
{G LP-1 agon iSt} MASLD; LEAM-] 52 pts, A8wks o Gl side effects

(Mot NAS)

A Sanyal AJ, et. Al. Gastro 2014; 147; 377-384-e1. Scorletti E, et al. Hepatol 2014; 60:1211-21.
*LiY, et al. Blomed Rep 2013;1(1): 57-64. Chalasani N, et al. Hepatology 2018: 67(1):328-57.
Musso G., et al. JAMA Int Med 2017; 177(5): 633-40.ANArmstrong M, et al. Lancet 2016; 387: 679-90.



STATINS REDUCE CV EVENTS IN MASLD
PATIENTS

Treatment of
dyslipidemia should
not be withheld in
individuals with
NAFLD

Al least one  More than ome Clinical ASCYD  LDL »= 150 TIDM + age  10-year ASCVD
Imdication Indication mg/dl 40-7% ritk >= 7.5%

Participants on statins Participants not on stating



e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 FEBRUARY 8, 2024 VOL 390 NO.6

A Phase 3, Randomized, Controlled Trial of Resmetirom
in NASH with Liver Fibrosis

S.A. Harrison, P. Bedossa, C.D. Guy, J M. Schattenberg, R, Loomba, R. Taub, D. Labriola, 5.E. Moussa, GW. Neff
M.E. Rinella, Q.M. Anstee, M.F. Abdelmalek, Z. Younossi, 5.). Baum, S, Francque, M.R, Charlton, P.N, Newsome
N, Lanthier, I. Schiefke, A. Mangia, | M. Pericés, R. Patil, AJ. Sanyal, M. Noureddin, M.8. Bansal, N. Alkhouri,

L. Castera, M. Rudraraju, and V. Ratziu, for the MAESTRO-NASH Investigators*







Percentage of Patients

RESULTS/SAFETY

Primary End Points
Placebo M Resmetirom, 30 mg Il Resmetirom, 100 mg

(N=318) (N=316)

P<0.001 P<0.001

259 29.9

NASH Resolution with No
Worsening of Fibrosis

(N=321)

P<0.001 P<0.001

24.2 25.9

Fibrosis Improvement by =1 Stage
with No Worsening of NAFLD
Activity Score

"
-
c
9
=
0
Q.
~—
(e}
Y
(-]
]
-
=
o
§

Placebo
(N=321)

Diarrhea

Safety

M Resmetirom, 80 mg B Resmetirom, 100 mg
(N=322) (N=323)

22.0 18.9

Nausea Serious Adverse Event



Routine cirrhosis
care
Lifestyle +

Lifestyle

Noninvasive M A
raae - ntarvantinn tervention* anagement o
Reassess fibrosis intervention* assessment of intervention anagement
nue isk factor Risk factor
annually Risk facto disease severity bl
control** control** events

+

Clinical trials?

AN

» Cimrhosis, including LSM via VCTE >20 kPa or MRE >5 kPa
+ Concomitant aclive liver disease

+ Excess alcohol use (>20/30 g/d in women/men)

+ Active thyroid disease

( imagingbased NILOA | VCTE: LSM 8 kPa - 15 kP

Metabolic dysfunction- MRE: LSM 3.1 kPa - 4.4 kPa"

associated steatotic
liver disease (MASLD)

LL'NOf histology MASH with F2-F3° J

+ Individualized decisions by a specialist experienced in liver
fibrosis for:
+ LSM values outside the recommended ranges
+ Other NILDA data consistent with F2-F3°

Barritt and Stine AJG 2024; Chen et al Hepatology 2024




WHY FOCUS ON WEIGHT LOSS®

NASH Resolution

™ Placebo

¥ Drug absolute

M Drug margin over pbo

0.05
F
0.05
Wt loss
I I I I <5% I I

Vitamin E Pioglitazone Elafibranor Cenicriviroc Liraglutide Wt loss >5% MGL-3196 Aramchol

24 mos 18 mos 12 mos 24 mos 12 mos 12 mos S mos 12 mos

Adapted from Rinella, MASLD Debrief AASLD 2018



MEDICAL WEIGHT LOSS

Improved appetite regulation B © glucagon secretion by
0 food intake . islet a-cells

) weight loss \@w® @ insulin secretion by
islet -cells

) hepatic glucose production

@ hepatic de novo ' V SinRA g, @ incretin effect

lipogenesis

©) hepatic insulin sensitivit
Direct ordue to
weight loss?
@) adipose insulin

€ cardioprotection with |
resistance - liraglutide, dulaglutide {3

O lipolysis and semaglutide ,

) gastric emptying

Barritt and Noureddin APT 2021



Weight (ig)

Odds ratio, 3.36 {95% CI, 1.29-8.86)

.
Qdds ratia, 2.71 (95% CI, 1.06-7.56)

P T ——)

Odds mto, 687
(95% CI, 2.60-17.63)

P«0.00)
i

|
|

P Semaglutide, Semaghitide, Semaglutide,  Placebo
02mg  Odmg  (NeSH
(N=S5) (N5

Change from Baseline (%)

- 31 5

5 16 M
Weeks since Randomization

No. at Risk

Placobo 65 69 4l 6% B & )] n 554

Semnaghutide 1306 1290 1281 1262 1252 1248 un us 1200

Armstrong et al Lancet 2016; Newsome et al NEJM 2021; Wilding et al NEJM 2021; Barritt et al APT 2022



PHASE 3 SEMAGLUTIDE — ESSENCE
TRIAL

Primary endpoints (ITT population)

Methods

Trial design

Kay inclusion critaria 5 05 L0 1 Once-weekly subcutaneous

sAge 216 years okl 0 g m semaglutide 2.4 mg + standard of care

Histological evidence of fibrosis
stage 2 or 3*

WNAS 24

Ky tnciion oftare I 51 (20
oChronic lver dizeases other

Placebo + standard of care

than NASLD I 1 ()

2CTeening
sKnown or suspected excessive | %

consumption of alcohol (520 Lives Biogdy
@/day for women or 330 g/day

for men)

sTreatmant with GLP-1RAs or

unstable use of other glucose-

lowiering, lipid-lowering or WO ;
weight loss medicabons vithin Randomisation
90-days prior to screening (2:1)

EDP: 28.9 %-points

95% CI: 21.3 10 36.5; P<0.0001 B Semaglutide 2.4 mg (n=534)
W Macebo (n=266)

-~
=

o
=

EDP; 14,4 %-points
95% CI: 7.5 to 21.4; P<0,0001

Proportion of participants (26)

L=

Resolution of steatohepatitis with Improvement in liver fibrosia with
na worsening of liver fibrosis N0 worsening of steatohepatitis



Resolution of NASH according f Evolution of Fibrosis after  Hislological Evolution of NASH and
weightloss Bariatric Surgery Fibrosis after Bariatric Surgery

p<001  pe.001
100% 100%

80%
60%
40%
20%
(- . 0
0-5kgm’ 510kgim* >10 kgim’ Baseline 1 year
BMI |OSS Bl FUuss 804 A Uewt pandé |
{ HAE Wiy
0 Ragsh i el WA ‘ ' B (XA
| Wit rcels woraning -

__J 4l Fi B: Lower pand

NASH anciee Thoeks . "

M

s | (astroenterology

aling (X26)




B Percent Change in Body Weight by Week (efficacy estimand)

ESTABLISHED IN 1812 JULY 21, 2022 VOL. 387 NO.3
Overall mean baseline weight«<104.8 kg

Tirzepatide Once Weekly for the Treatment of Obesity

Ania M, Jastreboff, M.D., Ph.D., Louis J. Aronne, M.D,, Nadia N, Ahmad, M.D., M.P.H,,
Sean Wharton, M.D., Pharm.D.,, Lisa Connery, M.D., Breno Alves, M.D., Arihiro Kiyosue, M.D., Ph.D,,
Shuyu Zhang, M.S,, Bing Liu, Ph.D., Mathijs C. Bunck, M.D., Ph.D., and Adam Stefanski, M.D., Ph.D,, for the

SURMOUNT-1 Investigators*

Tirzepatide,
Smg
' )-360

Tirzepatide,
-10mg

Percent Change in Body Weight

Tirzepatide,
15 mg

0481216204 36 48 60 7
Weeks since Randomization

C Participants Who Met Weight-Reduction Targets
(treatment-regimen estimand)

Percentage of Participants




Role of glucagon
receptor(GCGR) in
ANA A )

4

receptor agonism (glucose co
reduced appetite, and weight loss)
are combined with direct hepatic
> effects of GCGR

« Combination with GLP-1 outgde ¢
the liver can also mitigate me
adverse effect

-Balancing blood glycose and
insulin levels

« Ratio is key to mitigate some side
effects



SURVODUTIDE FOR MASH

ORIGINAL ARTICLE

A Phase 2 Randomized Trial of Survodutide
in MASH and Fibrosis

Arun J, Sanyal, M.D,, Pierre Bedossa, M.D., Ph.D., Mandy Fraessdorf, Ph.D.,
Guy W, Neff, M.D,, Eric Lawitz, M.D., Elisabetta Bugianesi, M.D,,
Quentin M. Anstee, Ph.D., F.R.C.P., Samina Ajaz Hussain, M.D.,

Philip N. Newsome, M.B., Ch.B., Ph.D., Viad Ratziu, M.D.,
Azadeh Hosseini-Tabatabaei, Pharm.D., Ph.D., Jorn M. Schattenberg, M.D.,
Mazen Noureddin, M.D., M.H.Sc., Naim Alkhouri, M.D., and
Ramy Younes, M.D., Ph.D., for the 1404.0043 Trial Investigators*
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LANIFABRANOR

A Randomized, Controlled Trial
of the Pan-PPAR Agonist Lanifibranor in NASH

Francque SM et al, DOI: 10,1056/NE|Moa2036205

Decrease of =2 Points in SAF-A Score and No Worsening of Fibrosis

Risk Ratio
Lanifibranor  Placebo (95%Cl) P Value

Lanifibranor, 800 mg 48% 33% 145 (1.00-2.10)  P=0.07

Lanifibranor, 1200 mg 1.69 (1.22-2.34)  P-0.007




MORE WORK TO DO

More candidate drugs on the way
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