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Safety and efficacy of inebilizumab in IgG4 related disease
in participants with pancreatic, biliary, and hepatic
involvement: results from the phase 3 MITIGATE trial

Pachymeninges

Diffuse thickening with
contrast enhancement

Lacrimal glands

Asymptomatic enlargement,

usually symmetric

Thyroid gland

Asymptomatic enlargement,

usually symmetric

Lungs

Masses, nodules,
bronchial wall thickening

Bile ducts

Intra-hepatic and
extra-hepatic strictures

Kidneys

Focal masses, usually
multiple

Frequent

Orbits

Often symptomatic, masses,
extra-ocular muscle myositis

Major salivary glands

Asymptomatic enlargement,
usually symmetric

Pancreas

Diffuse enlargement, diabetes,
exocrine insufficiency

Aorta

Wall thickening sometimes
with aneurysm

Retroperitoneum

Soft tissue mass encasing the
anterolateral aorta

Occasional Infrequent




» [lpooTrTikn, OITTAN TUPAN, 1:1
* Placebo vs Inebilizumab (anti-CD19)

 KpitTipia Evragng:
» EvrnAikol pe IgG4 ouvdpouo
» TouAdyxioTov 2 opyava
» 'Etapon voorjuatocg mrou va xpeialetal KopTidovn KATa TO screening
» AI0KOTT ) AAAWYV VOO OKATACTAATIKWY TIPIV TNV EVTAEN

* MpwTteloVv KATAANKTIKO ONMEio:
»> XpOvVOoC UEXPI TNV ETTOMEVN £€apOn

* AgUTEPEUOVTA KATOANKTIKA CNMEiA:
» ETTe10001a £Capong OTo £€T0G
» [1oo00TO A0BevWV XWPIC £Capon HECA OTO £TOC
» 2UVOAIKN Xpnon KopTi{dvnG OTO £T0C
» AvetmiBuunTta cupBauara

AvAAuon oToug aocOeveic uE VOO O O€ TTAYKPEQS, ATTAP 1) XOAN®opa
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Randomisaftion 1:1

IgG4- INEBILIZUMAB 300 mg IV (on day 1, day 15, and week 26) f":::'glfp 2-year
ﬂRD onEEhing {ine‘:)ilizumub " ekaty
are ;
PLACEBO (day 1, day 15, and week 26) dosing Q6M) follow-up
GC freatment
Day 28 Day 1 Week & Week 24 Weelk 52
MITIGATE Trial Disposition Pancreas
[ Assessed for eligibility (screened) ]
N =227
Bile Duct
[ Randomised (1:1) ]
n=135 Liver
|
¥

3 h 3 Y
Baseline Baseline Baseline Baseline
biliary liver biliary liver
involvement involvement involvement involvement
n=13(19.1%) n=2(29%) =15 (22.4%) n=23(4.5%)

Inebilizumab (n = 68) Organs ever affected Placebo (n = 67)

35 (51.5%) 18 (26.5%) 3 (4.4%) 35 (52.2%) 25 (37.3%) 7 (10.4%)

Méon nAikia 58 £1n
60% avTpeg
40% >4 6pyava



Time to the First Adjudicated IgG4-RD Flare in the

Pancreas and Bile Duct Groups
Number of Participants With Flares e

1.0 - Inebilizumab (bile duct)
' — # Inebilzumaby [pancreas)
Overall trial population
™1\ Inebilizumab: 7/68 (10.3%) o 08
E : 40/67 (59.7%) E_Q
HR: 0.13 (95% Cl: 0.06-0.28; P < 0.001) 2 04
Pancreas ©
Inebilizumab: 1/27 (3.7%) & 5
. Sk g ]7/24 [70-8%J g Placebo [pancreas)
HR: 0.03 (95% ClI, 0.00-0.21; P <0.001%) 'g o o
& 0.2 1 Median fime to flare (days) _ Placebo (bile duct
Bile DUC* Inebiizumab I_|I-'.'-' : 18|
Inebilizumab: 0/13 CUTARES o e )
0: 12/15 (80.0%) 0.0 1 :“ _'“:lc_'l : "";" . ' l.’i-l ' . . ‘ ' . . ; + .n‘!l"\'ZJl{.}tl
HR: 0.00 (95% CI: 0.00-N/A; P = 0.9945%) O 28 56 84 112140168 196 224252 280 308 336 364392420
Nurmber al Risk Time (DQYS)
Liver Inebilizumab (pancreas) 27 27 27 27 27 26 26 26 25 25 25 - )
i nebilizumab (bile ductl 13 3 13 13 3 3 |13 4 13 | 3 13 |3 | 4 o U
Inebilizumab: 0/2 ' ';P,'ll,{_,.r_.i_,,ff{:J,.J',,‘;,L.J,_'_; 24 ',]:4 24 93 ]| :: B B 3 8 F ¥ OF & LD
: 3/3 (100%) Placebo (bileduct) 15 15 14 13 9 8 6 6 5 4 3 3 3 2 1 0

HR: 0.00 (95% CI: 0.00-N/A; P = 0.9987%)

O1 aoBeveic TTou €Aapav Inebilizumab:
» MikpoTEPN OUVOAIKG DOON KOPTIKOOTEPOEIDWV
> 2TTAVIOTEPEC ECAPOEIC
> 2uxvoTepa TTARPNG ugpeon vooou (flare-free, treatment free)



Inebilizumab
(n=29)

Participants with 2 1 TEAE, n (%) 28 (96.6) 25 (100.0)
Participants with 2 1 SAE, n (%) 3(10.3) 2 (8.0)
Participants with =2 1 grade > 3 TEAE,® n (%) 5(17.2) 3 (12.0)

Death 0 0
TEAEs occurring in 2 10% of participants in the inebilizumab group, n (%)

Lymphopenia 7 (24.1) 3 (12.0)
_COVID-19¢ 6 (20.7] S (20.0)
Pyrexia 4(13.8) 2 (8.0)
Back pain 3(10.3) 1 (4.0)
Upper respiratory tract infection 3(10.3) 2 (8.0)
Urinary tract infection 3(10.3) 1 (4.0

SAEs, n (%)
Appendicitis 1(3.4) 0
Fibroadenomatoid mastopathy 1(3.4) 0
Hyponatremia 1(3.4) 0
Abnormal hepatic function 0 1 (4.0)
Diabetes mellitus 0 1 (4.0)

Kavéva €1Teloddio XoAayyeliTidag r} GAAANG ooapric Aoipweng



Inebilizumab oTnv IgG4-oxeT1I(OpeEVN VOO O KOl TTPOCBOAN
TTOYKPEATOG, NTTATOG ] XOANPOPWV

* Meiwaon e¢apoewyv vooou (97% traykpeag, 0 e€apoeic oe NTTap,xoAneopa)

* Meiwon e€apoewyv KAt €10C (96% TrayKpeag, 0 ecapoeic o€ NTTaP,
XOAN®OopQ)

* Meiwaon avaykng Xopnynong KOPTIKOOTEPOEIOWV

e XWPIC oONUAVTIKEC AVETTIOUUNTEC



Norucholic acid for the treatment of primary sclerosing
cholangitis: 96-week analysis of a pivotal phase 3 trial




* [1pooTrTIKN, OITTA) TUPAN MEAETN, 2:1
« Placebo vs Norucholic acid (NUC) 1500mg yia 192 ¢Bdoudadec

 Kpunpua eévraéng:  Kpitnpla anokAelopou:
» EvnAwkecg pe large duct PSC » Kippwon Child-Pugh >9
» ALP=1.5x ULN » XoAepuBpivn >4mg/dl
» &g otabepn doon/xwpic UDCA » Koptidovn, avoookataoTaATikd ) BloAoyLkol
» Me/xwpicI®NE » Métpla/ocoBapn vedplkn voococ (GFR<30/min)
» Bloyia nmatog toug teAsutaioug 2 pRveg » AN\N NTTATIKI VOO OC(

* MpwTteloV KATAANKTIKO ONMEiO:
» ALP <1,5 X ULN + ox1 emdeivwon Ludwig score €0 96

e 0 .
o AguTEPEUOVTA KATOANKTIKA ONMEia: 1 )

» AAN\ayn o€ un €TePPATIKA scores
> AANAayR o€ KAIVIKG CUPTITWPOTA roomng \_ $

» Ac@aAcia

Immunomodulatory
(e.g., mTOR i h I on)

Bicarbonate-rich
Hypercholeresis



NUT-022

N U C"‘5 StU dy DeS | g N NUC-5 Open-Label Trial

Open-Label Extension for NUC-5 Participants

O ‘mmmmm g NoOrucholic acid (NCA) 1500 mg once daily
=" 2:1 Norucholic Norucholic
: acid (NCA) acid (NCA)
301 PSC Patients 1500 mg 1500 mg
FA i '
(FAS) > Planebo ooty once daily once daily
Week -8/-4 Week 0 Week 96 Week 192 Up to 144 weeks Up to 72 weeks
Biopsies A 3 A

-

Primary Endpoint at Week 96: |

Partial normalization of ALP
to < 1.5 x ULN

No worsening of disease stage
as assessed by Ludwig staging

Patients were stratified by concomitant use of ursodeoxycholic acid (UDCA)



NMAHOYZMOZ MEAETHX

Male gender 151 (73.7) 64 (66.7)

Age [years] 39 (31, 51) 39 (31, 48)

ITime since PSC diagnosis [years] 99275122 48(19:-9
Concomitant treatment with UDCA 158 (77.1) 78 (81.3) |

I Inflammatory bowel disease 137 (66.8) 56 (58.3) |
Alkaline phosphatase (ALP) [U/L] 311.0 (238.0, 415.0) 301.0 (219.0, 431.0)
Gamma-glutamyl transferase (GGT), [U/L] 296.0 (170.0, 515.0) 2420 (143.0, 457.0)

‘ Alanine aminotransferase (ALT) [U/L] 102.0 (64.0, 148.0) 91.0 (52.0, 126.0) ‘

73.0 (52.0, 108.0) 65.0 (41.0, 90.0)

Bilirubin [mg/dL] 0.80 (0.55, 1.28) 0.74 (0.51, 1.12)

Liver stiffness measurement by VCTE [kPa] 10.4 (7.3; 17.5) n=188 8.5 (6.5; 11.9) n=88

9.9 (9.2, 11.0) 9.7 (9.1, 10.4)
NCA 1500 mg (N=204) Placebo (N=95)

Aspartate aminotransferase (AST) [U/L]

ELF score

Baseline characteristic

Ludwig Staging, n (%)

Stage 1 9(4.4) 9 (9.5)
Stage 2 92 (45.1) 50 (52.6)
Stage 3 91 (44.6) 30 (31.6)
Stage 4 12 (5.9) 6 (6.3)
Modified Nakanuma stage, n (%)
Stage 1 3 (1.9) 4(4.2)
Stage 2 54 (26.5) 38 (40.0)
Stage 3 104 (51.0) 42 (44.2)
Stage 4 43 (21.1) 11 (11.6)



Percentage of patients
(FAS)

ALP <1,5 X ULN + 6y1 emdcivwon Ludwig score £ 96

Per-protocol analysis

A10.96%
95% CI [4.6%: 17.3%]
OR 4.16
95% Cl [1.42; 12 22]
p=0.0048 (1-sided)

|
15.1%

4.2%

NCA 1500mg Placebo
(n=205) (n=96)
:
5
&
2
5
a

107

Percentage of patients

(PP)

30+

A1.7%

95% ClI [3.0%: 20.3%]

OR 3.36

95% CI[1.12; 10.11]
p=0.0155 (1-sided)

18.I2%

NCA 1500mg Placebo

(n=159)

with concomitant UDCA

-

D5%, S [0.4%,; 14.7%]

gR2M
Bk CI [0.83, B.23]
p=0.0358 | 1-sided]

12.7 %

HCA 1500ma

+ UDCA
[m=158)

Placebo

+ UDCA
(n=7H]

(n=61)

without concomitant UDCA

A28 4%
5% CI[1 T 35.5%]
p=0 0267 (Fshe=r =xacl iest]

30+
s |
E 23.4% . Hig
2 20 the
‘S wil
L]
o
]
£ 109
L
&
o
0
u-
HCA 1500mg Placebo
na UDCA na UDCA
[n=A7) {ne=111|

Patients with no missing values

30

Percentage of patients

20+

10+

A6.1%

95% CI [6.8%; 25.4%)]

OR 4.88

95% CI [1.41; 16.86]
p=0.0123 (1-sided)

21.7%

NCA 1500mg
(n=138)

5.7%

Placebo
(n=53)



Mean ALP [U/L]

AguTEPOYEVH KATOANKTIKA onueia (1)

—8— NCA 1500 mg Gamma GT course ~—® NCA 1500 mg ALT course —&- NCA 1500 mg
ALP course -0~ Placebo -0~ Placebo -0~ Placebo
450+ 1404
— 4501
=t
= =
4004 - =
K400 S 120
© -
E ol
3504 E 3504 <
-] =
o 3 100
=
300+ © 3001
=
250 T T T T T T T T 1 250 x L - I . 3 T g 4 au T T T T T T T T 1
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
Week Week Week
ALP <1,5 X ULN + oxLemideivwon
Nakanuma score gpd 96 . ‘ ) _ _
s —_— Changes in Histology: Paired Biopsies
95% CI [3.3%; 16.5%] _
o OR 3.31 Changes in Ludwig stage (percentage of patients) Improvement =1 Ludwig stage
g 95% ClI [1.24, ‘8.85] NCA vs. placebo
= p=0.0086 (1-sided) 25.2% vs 10.5%
© [ 3 Improwed
o  20- B Unchanged p = 0.0217
3 ) 15.1% . Warsened Fisher sxact 2-sided)
o I Worsening 2 1 Ludwig stage
o= NCA vs, placebo
§ 10+ 20.3% vs 40.4%
g 5.2% F-Elur:c?:;ﬂﬂﬁfml
~ Progression to cirrhosis
| (Ludwig stage 4)

NCA 1500mg Placebo NCA 1500 mg Placeho NCA vs, placebo
(n=205) (n=96) (n=143) {n=5T) 5.8% ws 10.7%



AguTEPOYEVN KATOANKTIKA onuEia (2)

Change in liver stiffness
(by Fibroscan)

Differences of LS Means -1.9200
Standard Error 1. 3545
95% Cl [-4 5812, 0.7393)
p=0.1567

Median (IQR) change of
LSM by Fibroscan [kPa]
from Baseline to Week 96

—

NCA 1500mg
(n=150)

Placebo
(n=60)

Fatigue Assessment
544 -

PBC - 40 Fatigue Domain (FAS)

0 1 I I ]
o o N o
o &
& Fa & F®
& P ¥ O
QO W
W
1500 mg NCA Placebo

Pruritus Visual Analog Scale (FAS)

Patients with worsening of
liver stiffness by >1.5 kPalyear
(by Fibroscan)

A9.2%

95% C1[-3 4%, 21.8%]
OR 1.4860

95% CI [0.833; 2.557]
p=0.1860

Percentage of patients

Placebo
{n=80)

NCA 1500mg
(n=1786)

Pruritus Assessment

004 —— -
504
-
0 T T T
> & o
'g’é\\ a‘sﬁ‘(\ @"ét a‘*q &
@ RS \'00 < & Q,o
AN
1500 mg NCA Placebo

CLDQ-PSC Total Score (FAS)

Median (IQR) change of ELF Score

-4
L

(-]
1

=
L

Y]
L

Change in ELF Score

5
o 1.01
=
&
08
-]
= 01 01
[ 0.04
®
£
& -0.54
]
m
§
-« NCA 1500mg Placebo
{n=205) (n=95)
CLDQ-PSC

I L) L T

& P < ©
,’ﬂaé\ 96:"(‘\ fee\'\o et °y (f‘\
¢ P & o

o) W
N4

1500 mg NCA Placebo



AvetTiBupunta cuppapara

Any TEAE 201 (97 .6%) 89 (92.7%)

Most common TEAE

Diarrhoea

SARS-CoV-2 infection

33 (16.0%)

36 (17.5%)

16 (16.7%)

12 (12.5%)

Nasopharyngitis 42 (20.4%) 16 (16.7%)

Headache 33 (16.0%) 18 (18.8%)

Pruritus 70 (34.0%) 29 (30.2%)
TEAE related to study drug 97 (47 1%) 40 (41.7%)
TEAE leading to a &
discontinuation of study drug Tkl Lkt
TE serious AE 81 (39.3%) 34 (35.4%)
TE serious AE related to i =
study drug 4 (1.9%) 2(2.1%)
Death* 1 (0.9%)

Xwpigonpavtikee dladopeg avapeoa oTig 2 opadeq



Norucholic acid otnv PSC

« BeAtiwon ALP+scores Bioyiag ntrartog pe/xwpic UDCA
* MIKpOTEPN TTPOOOOC TTPOG Kippwaon

« BeATiwon Tpavoauivaocwyv

« Xwpic dlagopa og avetTiBuunTtec ye placebo

« XwWpic onuavTikr PeAtiwon un erepatikwy scores (TE, ELF)
e XWPIC BeATIWON KVNOMOU KAl KOTTWONG



Elafibranor for Primary Sclerosing Cholangitis: The
ELMWOOD Phase Il Randomised Controlled Trial




e [lpooTrTikn, OITTAN TUPAN, 1:1:1
* Placebo vs Elafibranor (PPARa/d aywvioTric) 80mg vs Elafibranor 120mg

« Kpitipia évragng:  KpITAPIa ATTOKAEICHOU:
» EviAikeg pe large duct PSC » Kippwon Child-Pugh B 1 C i 1I0TopIkO dpong
» ALP =21.5x ULN AvVTIPPOTTNONG
» Me/xwpic UDCA » ALT or AST >5 x ULN
> IONE o€ Ugpeon ye otaBepr) Bepartreia » AlpotretdAia <100,000/uL

» eGFR <60 mL/min/1.73m2
» AAAN NTTATIKA VOOOG

* MpwTteloV KATAANKTIKO ONMEiO:
» Ao@aAcia Kal aveKTIKOTNTA

* AgUuTEPEUOVTA KOTOANKTIKA ONMEiA:
» AAN\ayN O€ EpyaaTnPIOKO EAEYXO
» AAN\ayn o€ un €TePPATIKA scores
» AANNayN o€ KAIVIKA GUUTITWUATA



2XEAIAZMOZ MEAETHZ

S Oper-LabelExtensior

Randomization 1:1:1°
Elafibranor 120 mg QD
(N=63)

Placebo (N=23)

Elafibranor 80 mg QD (N=22)

Elafibranor 120 mg QD (N=23)




NMAHOYZMOZ MEAETHZ

Characteristic Placebo Elafibranor 80 mg Elafibranor 120 mg Overall
N=23 N=22 N=23 N=68
Age, years, mean (SD) 47.1(13.6) 42.0(11.6) 49.6(10.3) 46.3(12.1)
Sex, male, n (%) 13 (56.5) 15 (68.2) 9(39.1) 37 (54.4)
Time since PSC diagnosis, years, mean (SD) 9.5(7.5) 9.2(7.9) 10.5(6.2) 9.7(7.1)
Concurrent UDCA treatment, n (%) 17 (73.9) 16 (72.7) 15(65.2) 48 (70.6)
Dosage, mg/kg/day, mean (SD) 13.5(2.9) 11.5(3.6) 14.0(3.3) 13.0(3.4)

ALP, U/L, mean (SD)

415.8(234.6)

329.0(142.6)

361.8(185.0)

369.5(192.3)

TB, umol/L, mean (SD) 19.1(9.0) 18.9(13.1) 19.9(10.2) 19.3(10.7)

AST, U/L, mean (SD) 62.3(31.9) 57.4(30.7) 68.3(47.9) 62.7 (37.5)

ALT, U/L, mean (SD) 85.9 (46.5) 80.6(57.6) 87.4(60.2) 84.7 (54.3)

GGT, U/L, mean (SD) 556.7 (605.4) 376.0(336.9) 405.7(324.3) 447.2(443.7)

ELF >9.8,n (%) 11 (47.8) 9 (40.9) 13 (56.5) 33 (48.5)

LSM?2>9.5, kPa, n (%) 15 (65.2) 11 (50.0) 12 (54.5) 38 (56.7)

Pro-C3, ng/L, mean (SD) 56.9 (22.5) 63.1(24.9) 57.6(19.1) 59.1(22.1)
__WINRS score® mean (SD) 1.4(2.0) 2.0(2.1) 2.4(2.5) 1.9(2.2)

Moderate to severe pruritus (WI NRS 24), n (%) 3(13.0) 3(13.6) 5(21.7) 11(16.2) I
Concomitant IBD, n (%) 12(52.2) 11 (50.0) 15 (65.5) 38 (55.9) |




Percent change from baseline
(LS mean = SEM)
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54.3

Relative change from baseline in ALP

Treatment difference (95% Cl)

-54.7% (-68.3,-41.0)

|
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B Placebo (N=23) [ Elafibranor 80 mg (N=22)

B Elafibranor 120 mg (N=23)



All patients - change at Week 12

Change from baseline
(LS mean = SEM

0.5

Treatment difference (95% Cl)

Treatment difference (95% CI) Treatment difference (95% Cl)

-0.28 (-0.62, +0.06) -2.8(-9.4,+3.7) -1.6(-5.6,+2.3)
| 1 [ ] | 1
-0.19 (-0.52,+0.15) -6.4(-13.1,+0.2) +0.1(-3.8, +4.0)
 — —
1 +030 @3 409 .05 40 1 +20 +2.1
=0 L =
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All patients

Change in WI NRS at Week 12

Subgroup with WI NRS 24 at baseline

Change from baseline

(LS mean = SEM)
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-0.30(-0.97,+0.38)
|
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2__ 17
awn _1_
E'H
S & -2 -
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£ 4 0.75
£ = 7 o -
CHE 2.34 -3.15

B Placebo (n=3)
B Elafibranor 80 mg (n=3)

-0.67 (-1.35,0.00)
Treatment difference (25% Cl)
B Placebo (n=16)
B Elafibranor 80 mg (n=18)
B Elafibranor 120 mg (n=19)

B Elafibranor 120 mg (n=4)



Event, n (%)

AveTTiOupunTa cupBauara

Any TEAE® 16 (69.6) 15 (68.2) 18 (78.3)
Pruritus 3 (13.0) 4 (18.2) 1(4.3)
Weight increased® 1(4.3) 2(9.1) 4 (17.4)
Headache 0 3 (13.6) 2 (8.7)
Fatigue 3 (13.0) 1(4.5) 1(4.3)

TEAE leading to treatment discontinuation 2 (8.7) 1(4.5) 1(4.3)

Any serious TEAE 1(4.3) 0 0

Cholangitis requiring treatment 0 2(9.1) 0

«  Kapia avemBuuntn ge nmatik BAGRN, onuavTikd Kapdiakd cupBaua, ogcia veppikr BAARN f paBdouudAucn



Elafibranor otnv PSC

« KaA avekTIKOTNTA Kal OTIC 2 OOCEIC TOU PAPUAKOU
* AOQAAEC UE NTTIEC AVETTIOUUNTEC

* BeATiwoN epyacTnplakou eAEYXOU
* BeAtiwon kvnopou ue 120mg

o Xwpic BeATiwon eAaoTtoypagiac N ELF score



Linerixibat significantly improves cholestatic
pruritus in primary biliary cholangitis: results of the
pivotal phase 3 GLISTEN trial




* [lpooTrTikn, OITTAN TUPAN, 1:1
* Placebo vs Linerixibat (avaoctoAéac IBAT)

« Kpitipla évragng:  KpITApPIa ATTOKAEICHOU:
» EviAikeg pe PBC » O¢partreia pe IBAT/OCA
» MEeEtplog/ooBapdg kvnopog » ALT >6 x ULN

» 2106¢epn Bepartreia yia PBC, kvnouo » OAIK XoAepuBpivn >2 x ULN
»> XeIPoupYEio TEAIKOU €IAEOU
» eGFR <30 mL/min/1.73m?

» AAAN nTTaTIKr) vooog (6x1 AlH)

* MpwTteloV KATAANKTIKO ONMEiO:
» AANAayn o€ scores kvnopou (WI-NRS)

« AsuTEPEUOVTA KATOANKTIKG ONUEia: r
» AvetmiBuunTa cupBauara
» AAN\ayn o€ Kvnopo oTiC 2 €30 g e o %
> >3 povadec BeAtiwon WI-NRS wa ) 3

» AAN\ayn o€ TTo1I0TNTA UTTVOU




Screening
(68 weeks)

2. XEOIAOMOC MEAETNC

Intervention period Follow-up

Linerixibat
R 40 mg BID (N=54
Linerixibat 40 mg BID et

(N=119)
- - 86% of patients
Placebo (N=49) i ey
- the long-term
safety and
Linerixibat - flolerability
40 mg BID (N=53 - (LLSAT) study*
Placebo g 81D ( ;
WERE)
Placebo (N=55)
Primary intervention period . Blinded crossover period*
(24 weeks) i (8 weeks) '
| l | 1 |
Day-561o-1 Day1 Week 24 Week 32 Week 34

Méon nAikia 55 €1n
90% yuvaikeg

60% ocoPBapd kvnouo - 50% utrd Bepartreia yia KvnoPo

50% ALP <1.67 x ULN
10% Kippwon



B Linerixibat
B Placebo

LS mean change from baseline (95% CI)

-35 -

ATroteAéopata (1)

Primary endpoint
WI-NRS" over 24 weeks

1 |

-0.72 (-1.15, 0.28)!
p=0.001

Key secondary endpoint Key secondary endpoint

WI-NRS™ at Week 2 Sleep interference NRS over 24 weeks

L J

0.71 (-1.07, -0.34)t
p<0.001

-0.53 (-0,98, -0.07)t
p=0.024



Change from baseline in weekly itch score (95% Cl)

Screening
0.5

Primary intervention period (all patients)

0.5 - “._

-1.5 1

b 1
i :

Placebo (primary intervention perlod)

Linerixibat (primary intervention period)

Weeks

BeAtiwon kvnouou

» >2 TTovTouc: 68% vs 64%
» >3 TovTouc: 58% vs 43%
» >4 réviouc: 41% vs 29%

Improvement Warsening

Blinded crossover period (2 of 4 study arms)

-©~- Blinded crossover to placebo

Blinded crossover to linerixibat

L1 %
e o AL A ]

=g=Piacabn

a0 4

n

20

ATtroteAéouarta (2)

23-point pruritus improvement.

rmeaningful within-patient change

Maminal *pel. 0G5, “paii

Froportion of patiants achiaving 23-point reduction WI-NRS |%)

Wesk 3

Weck 12 Wesk 16 Wieak 20 Wilael 24



AvetTiBupunta cuppapara

n (%) ’_ Linerixibat (N=119)
Any AE 110 (92) 87 (74)
Any AE leading to treatment discontinuation® 17 (14) o (D)
Treatment discontinuation due to diarrhoea 0 (4) 1 (<1}
Any SAE 14 (12) 4 (3)
Treatment-related SAE 2 (2) 1(<1)
Fatal SAE 0 0
AE of special interest
Elevated ALT reported as a liver event 11 (9) 3 (3)
Diarrhoeat 70 (99) 22 (19)
Maximum intensity (% based on patients with the event)
Mild 43 (61) 14 (64)
Moderate 24 (34) 8 (36)
Severe 3 (4) 0

2 UXVOTEPEC AVETTIOUUNTEG OXETICOMEVEG UE TEZ (D1appoleS, KOIAIOKOC TTOVOG, VAUTIA)

2UXVOTEPQ Tpavoapivaoalyia o€ Linerixibat (A1ia)
Kavévag BavaTog




Linerixibat oto xYoAooTaTtikO Kvnouo tng PBC
* Tayeia KAl oNUAVTIKA PEIWON TOU KvNOuoU
* BeATiwonN TNC TTOIOTNTAG UTTVOU

o XWPIC onuavTIKa avetmiOuunTta cupBauara
* [QOTPEVTEPIKEC DIATAPAXEC N CUXVOTEPN AVETTIOUMNTN



Seladelpar treatment of patients with primary
biliary cholangitis improves the GLOBE score and
predicts improved transplant-free survival

Defective AE2 leads to Altered
Biliary Bicarbonate Umbrella

LEGEND

Normal Intrahepatic Biliary
Epithelial Cell

HCO," COp+
27N L H:0



* [lpooTrTikn, OITTAR TUPAR, 1:2
* Placebo vs Seladelpar (PPAR & aywviotig) 10mg

« Kpithpia Evragng:  KpiThpia atrokKAEIOHOU:
» EvAAikec ue PBC kai UDCA x12 unvec iy » Kippwaon Child-Pugh B r} C r} 10T0pIKO Gpong
duoavecia oto UDCA avTIPPOTTNONG
» ALP =1.67x ULN » ALT or AST >3 x ULN

» XoAepuBpivn >2 x ULN
» AAAN NTTATIKA VOOOC

* MpwTteloV KATAANKTIKO ONMEIO:
» AANayn GLOBE score otoug 24 unveg

* A&gUTEPEUOVTA KAOTOANKTIKA CNMEiA:
» EmBiwon xwpic va xpeialetal yetapooxeuon (transplant free survival)



2XEAIAZMOZ MEAETHZ

A Phase 3 Placebo-Controlled Study Ongoing, Open-Label Study
RESPONSE (NCT04620733)° ASSURE (NCT03301506)2*

Seladelpar 10 mg Continuous seladelpar 10 mg
(n = 128) (n = 104)
Placebo Crossover seladelpar 10 mg
(n= 65} (n= 54)
M13

)
=
w =
L i
gI'.'I".'
O
N

D1 M1 M12 M13 M24
t ¢
Randomisation Current Analysis
(2:1) Data cutoff date: 31 January 2024

GLOBE Scores

044378 x age at start of UDCA therapy
+

.93982 x In(bilirubin x ULN)
+

.335648 x In(ALP = ULN)
2.266708 x {al_bumin x LLN)
002581 x (plateI;t count x 103/uL)
1.21:5-‘865




[TAnBuopog pEAETNG

Seladelpar 10 mg Placebo Seladelpar 10 mg,

2-Year Completers

(n = 128)

(n =65)

(n =28)

Age, years, mean (SD) 57 (10.0) 57 (9.2) a7 (9.6)
Female, n (%) 123 (96) 60 (92) 28 (100)
Age at PBC diagnosis, years, mean (SD) 49 (9.9) 49 (10.9) 49 (7.8)
Duration of PBC, years, mean (SD) 8 (6.7) 9 (6.9) 9(7.1)
UDCA intolerance, n (%) 8 (6) 4 (6) 3(11)
Daily UDCA dose, mg/kg, mean (SD) 15.0 (3.1) 14.8 (3.3) 14.7 (2.7)
ALP, U/L, mean (SD) 315 (123.0) 314 (117.7) 284 (89.5)
TB, mg/dL, mean (SD) 0.77 (0.31) 0.74 (0.31) 0.73 (0.33)
Albumin, g/dL, mean (SD) 4.2 (0.3) 4.1(0.2) 4.2(0.2)
Platelets, 10°/uL, mean (SD) 242 (78.9)2 242 (84.5) 272 (80.1)
GLOBE score, mean (SD) 0.31(0.66)2 0.33 (0.71) 0.15(0.69)2
Cirrhosis, n (%) 18 (14) 9 (14) 3(11)
AMA positive, n (%) 106 (83) 55 (85) 18 (64)




Figure 2. Mean Change in GLOBE Score?
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Figure 3. Mean Change in GLOBE Score? Components
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Figure 4. Predicted Transplant-Free Survival
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AtroteAéopaTta

» BeAtiwon Tou GLOBE score
ATTO TOV TTPWTO PNVA.
OepaTreiag Tou JIAPKEI PEXPI
Kal 2 £T8 META TNV £vapen

EPATTEIAC

» BeATiwaon OTO AvAUEVOUEVO
XPOVO HEXPI TN METANOOXEUON



PPARs o¢ aocbeveic ye PBC

» Treatment with elafibranor has no impact
on bone health in patients with primary
biliary cholangitis

« Elafibranor impacts inflammatory, fibrotic
and symptom associated markers in
Batlents with primary biliary cholanqitis:

roteomic results from the ELATIVE® trial

* Non-invasive tests for liver fibrosis are
stable in patients with prlmar¥ biliary
cholangitis with two years of treatment
with elafibranor

 Elafibranor improves fatigue versus
placebo in patients with prlmar¥. blllar%/
cholangitis, with limited correlation with
Erurltus: analyses from the phase Il
LATIVE® trial

Safety of seladelpar in primary biliary
c_holang%ltls patients with cirrhosis and clinical
signs of portal hypertension: data from the
ENHANCE and RESPONSE studies

Pharmacokinetics, safety, and tolerability of
seladelpar in people with renal impairment

Efficacy and safety of seladelpar in patients
previously treated with fibrates or OCA

Change in pruritus in patients with primary

biliary cholangitis and moderate-to-severe
rurifus: a pooled analysis from the
esponse and Enhance studies

Clinical meaningful change of pruritus
numeric rating scale in adults with primary
biliary cholangitis with moderate-to-severe
prurifus
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