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Prospective Study of Outcomes in Adults| sanyaia eta

with Nonalcoholic Fatty Liver Disease 385:1559-69.
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Prospective Study of Outcomes in Adults
with Nonalcoholic Fatty Liver Disease

C Hepatocellular Carcinoma
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Sanyal A. et al.
NEJM 2021, 385:1559-69.



Waitlist Registrations, No.

Liver Disease Etiology Trends Among Adult Liver Transplantation

—— Nash Waiting List Registrants in the USA - 2019
— :f; JAMA Network Open. 2020;3(2):e1920294
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A Placebo-Controlled Trial of Subcutaneous
Semaglutide in Nonalcoholic Steatohepatitis

. , p Newsome P et al.
ATM c|>2’, aocBevwv pe NASH kal tvwon NEIM 2021; 3;4,1113_24_
F1, F2, n F3.

* EAaBav Y/A ogpayAoutidn (oywvIoTAC

A Resolution of NASH with No Worsening of Liver Fibrosis
(primary end point)

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

GLP]—) - 01; 02; r’] 04 mg r'] placebo- Odds ratio, z.nmseam,l_ne-?_sal}
* lyeveg Ki: Avon NASH Xwplg s e

erudelvwon tvwonc 2 L]
* 2vevéc K2: BeAtiwon ivwong xwplc 5

eriibeivwon NASH (og F2 1 F3) ; o -
e EmeteuxOn Avon NASH : > =
* AANA OXI kot BeAtiwon TG ivwong O Samaglutide, Semagiuiide, Semaglutide, Placebo

0.1 mg 0.2 mg 0.4 mg (N=58)

(N=57) (N=59) (N=56)



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

* ATM ¢p2b, aocBevwv pe NASH
Xwpig Kippwon

* EAaBav lanifibranor 800 mg n
1200 mg n placebo

e lyevéc K2: Melwon tou deiktn
SAF-A (0-4, the activity part of
the Steatosis, Activity, Fibrosis)
KOTA 2 LOVAOEC XWPLC
emidelvwon tvwong

» 2yevecg K2: Auon tng NASH &
BeAtiwon tn¢ ivwong

Francque S et al. NEJM
2021; 385:1547-58

End Point Placebo  Lanifibranor Risk Ratio [95% CI) P Value
percent of patiemts with respons
v end point: red n of t
SAF-A 50 T E
of fibrosis '
Lanifibranor, 800 mg 13 43 —e—- 1.45 (1.00-2.10y _ 0.07
Lanifibranor, 1200 rmg 33 55 : k G { 1.59 [1.22-2.34)
Seconda d point: resolution of NASH .
withaw 4 of fibrosis h
Lanifibranar, 800 mE 22 1q -a - 170 (1.07-2.71)
Lanifibramor, 1200 g ¥ 459 i F L 1 2.20 [1.49-3,26)
Second d point: imp n fibr L
stage of =1 witho ening of NASH !
Lanifibrancr, BOD mg 9 14 - 115 (0.72-1.85)
Lanifibranor, 1200 mg 29 43 ' —e—I 1.68 [1.15-2.46)
p ndary end p
H and in ik
tage 1
Lanifibranor, B00 mg 9 25 : 4 2.57 (1.20-551)
Lanifibranor, 1200 mg ] 15 B U] 31.9% (2.03-7 ba)
=TT T T Lo e e pa |
06 0210 2.0 30 40 &0 E.010.0
- -
Placebo Better Lanifibranar Better

Meiwon SAF-A 22 ywplic emidbelvwon
lvwonc emetevxOn peta amo
lanifibranor 1200mg vs placebo



Efficacy and Safety of Aldafermin, an Engineered FGF19 Analog, in a
Randomized, Double-Blind, Placebo-Controlled Trial of Patients With NASH

. Harri l.
. Screening Placebo (n=25) Follow-up Gastro 2021;
(Auéntikou

. 160:219-231

MNapayovria 19 |° - = =
IvoBAactiv) > | Aldafermin 1 mg (n=53)
Avoaotélertn || N ‘ -- |
cuvBeon W-4 D1 W2 W4 W6 W8 W12 W18 W24 W30
XoAlkwv aAdTwv |
Liver'Biopsy Liver Biopsy

* ATM ¢2, aocBevwv pe NASH (Score 24), xwpic kippwon (F2,F3)
e lyevec K2: Meiwon % Auttouc oto Amap (MRI)
e 2yevec K2: Avon tng NASH & BeAtiwon tn¢ ivwong



Efficacy and Safety of Aldafermin, an Engineered FGF19 Analog, in a

Randomized, Double-Blind, Placebo-Controlled Trial of Patients With NASH

H aldafermin peiwoe to Aiog oto Anap (peiwon 7.7%) vs placebo (2.7%) —

p=0.002

BeAtiwon ivwong xwpic ermtdbeivwon NASH (38% vs 18%) p=0.1
AUuon NASH xwpic embeivwon tng tvwong (24% vs 9%) p=0.2
Kaveic 6ev dieko e 1o pappako

Fibrosis improvement with NASH resolution with Fibrosis improvement
Liver Fat Content no worsening of NASH no worsening of fibrosis AND
P= 10 P=920 NASH resolution
Placebo Aldafermin P= 015
0 =.
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P=.002
Trial population: NAS 24, stage 2 or 3 fibrosis

Trial arms: placebo (n=23), aldafermin 1 mg (n=53) Harrison S et al. GaStroenteFOIOgy



Therapeutic approaches for the treatment of chronic HDV
infection are depicted in relation to the viral life cycle
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Bulevirtide Monotherapy at Low and High Doses in Patients
With Chronic Hepatitis Delta:

24-Week Interim Data of the Phase 3 MYR301 Study
Wedemeyer H et al. EASL June 2021

Study Design _ =SS
Interim * Undetectable HDV RNA or decrease by 22 log,, IU/mL from baseline
analysis « Normal ALT
v v
24 48
Follow-up
N=150 n=51 BLV 10 mg sc qd* = R -
randomized 1:1:1
stratified by n=49 BLV 2 mg sc qd* ssmesmemensmsnssll)
hver carrhosis
status n=50 BLV 10 mg sc qd* et R 1

"Nuceos( Nie analogues or restment of urdetyng HEV Frfection wem SOwed If INdcsted Dy Peatmert gusdolres

* [MOAUKEVTPLKN, OVOLKTI), TUXOLLOTIOLNMEVN LEAETN
 EvnAwkec, Xpovia HDV, kippwTtwkol (CPT< 7) n MH
| 1yevec KZ: HBV RNA pun aviyvevowpo (6 1U/mL)
e 2vevecg K2: HBV RNA un aviyveUoLUo + Tpavoapvaoeg (k)
- Melwon okAnpotnToC NMATOC




Bulevirtide Monotherapy at Low and High Doses in Patients
With Chronic Hepatitis Delta:
24-Week Interim Data of the Phase 3 MYR301 Study

Virologic and Biochemical Responses at Week 24
Notreatment B BLVZ2mg B BLV 10mg

Combmed Response
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Mowx AAAa dappoka peta Toug avti-TNF;

Entered Completed Entered Completed Licensed
phase 2b phase 2b phase 3 phase 3
Leukocyte trafficking
inhibitors
Anti-IL23 agents
JAK inhibitors
sphingosine 1- Oranimod [Calgane; LC)
Y L
phosphate receptor [Mitsubishi Mnm _r}‘
modulators Corporation; CD) J

Hindryckx, JCC 2017



Proportion of patients (%)

Effectiveness and Safety of Ustekinumab in Ulcerative Colitis: Real-world
Evidence from the ENEIDA Registry

Chaparro, JCC 2021
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32/84

* Ikavomontika amoteAécpata e To Ustekinumab
otnVv EK akdopn kat og dVokoAovug acBeveig
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PuBuioteg tov utodoyxea S1P
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Olivera, Danese, Peyrin Biroulet. Gut. Under revision



PuBuioteg tou urtodoyea S1P

Afferent lymphatic

/ .
R~
4 e

X Ozanimod
X Etrasimod
X Fingolomid

lymphatic



e NEW ENGLAND JOURNALof MEDICINE

Ozanimod Therapy for Ulcerative Colitis

PHASE 3, MULTICENTER, DOUBLE-BLIND, RANDOMIZED, CONTROLLED TRIAL

1 O 1 . 4 Cohort 1 (double-blind) Cohort 2 (open-label)
Placebo Ozanimod Ozanimod
%3 q HCI 1 mg/day %HCI 1 mg/day

(N=216) (N=429) (N=367)

SO 6.0%  18.4% | 21.0%

(induction phase) P<0.001

Patients with a response to ozanimod at 10 wk underwent rerandomization.

Remission at 52 wk Placebo Ozanimod HCI 1 mg/day
(o) o)
(maintenance phase) 18.5% 37.0%
| (N=227 P<0.001 (N=230)

Ozanimod was more effective than placebo as induction and maintenance therapy.

W.). Sandborn et al. 10.1056/NEJMo0a2033617 Copyright © 2021 Massachusetts Medical Society




Ozanimod as Induction and Maintenance
Therapy for Ulcerative Colitis

Sandborn, NEJM 2021

I Placebo

B COzanimod

Percent of Patients
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A Efficacy: Induction Period

Difference, 12.4
percentage points
(95% CI, 7.5—17.2)

P<=0.001
r 1
18.4
(79/429)

6.0

Difference, 21.9
percentage points
(9596 Cl, 14.4—29.3)

P<0.001

1
47.8
(205/429)

25.9
(56/216)

Clinical Remission

Difference, 15.7
percentage points
(959 Cl, 9.7—21.7)

P=0.001
1
27.3
(117/429)

11.6
(25/216)

Difference, 8.9
percentage points
(959 Cl, 4.9-12.9)

P<=0.001
1
12.6
3.7 (54/429)

(8/216) -

Clinical Response

I Endoscopic Improvementl

I Mucosal Healing I

Percent of Patients

100—
90—
80—
70—
60—
50—
40—
30+
20—+

B Efficacy: Maintenance Period

Difference, 19.2
percentage points
(95946 Cl, 10.4—28.0)

Difference, 18.6 P<0.001
percentage points [ 1
(959 Cl, 10.8—26.4) 60.0
P<0.001 (138/230)
r 1
41.0
37.0
®5/230) (93/227)

18.5
(42/227)

Clinical
Response

Clinical
Remission

Difference, 19.4
percentage points
(9596 Cl, 11.0-27.7)
P<=0.001
1
45.7
(105/230)

26.4
(60/227)

Endoscopic
Improvement

Difference, 24
percentage points

(959 CI, 9—39)
Difference, 15.2

P—0.002 _
] percentage points
o (959 Cl, 7.8—22.6)
r 1
20 31.7
(22/75) (73/230)
16.7

(38/227)

Glucocorticoid-free
Remission

Maintenance
of Remission

14.1
(32/227)

Difference, 15.6
percentage points
(9596 Cl, 8.2—22.9)

Difference, 8.2
percentage points

P<0.001 (959 CI, 2.8—13.6)
]
e e P—0.003
- I—l
68/230
(68/230) 17.8
0.7 (41/230)

(22/227)

Durable
Remission

Mucosal
Healing




AVTi- LVTEYKPIVEG KOL AVTi- TPOOKOAANTLKOL TIAPAYOVTES

PF-00547659 (anti-MAdCAM-1 monoclonal antibody)

a4pl

oEp7

a4p7

Natalizumab
AIM300

VCAM-1 7
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MeAetn TURANDOT] H amoteAeocpatikotnta touv PF-00547659 (sc) o€
aoBeveig pe pETpLa TTPOG coPapr) EAKWON, TNV efoopAdT 12, avadeiyOnke
YL TLG OOCELG 22.5 KOl 75M( (uehém déong Il

* Moderate-to-severe UC patients (n=357), 43% of subjects were anti-TNF naive
* Randomized treatment groups: PBO, PF-00547659 q4 (subcutaneous): 7.5 mg, 22.5 mg, 75 mg or 225 mg

* 1° endpoint: Clinical remission at week 12
60 -

54,2
*  PBO
50 - 45,1
|PF7.5mg
40 4 38,0
* * 4 PF 22.5 mg
] 27,8 28,8
30 * * 25,4 |
M PF 75 mg
20 16,7 15,5 15,5 143
11,3 H PF 225 mg
8,2
10 N 5’7
2,7
0 4l
Clinical remission Mucosal healing Clinical response

Meiwon tou dtoAuto MAACAM _ _ o
Adapted from Vermeire S, et al. ECCO 2015 #0Po021; unpublished data — personal communication.



Long-term Safety and Efficacy of the Anti- MAdCAM-1 Monoclonal Antibody Ontamalimab
[SHP647] for the Treatment of Ulcerative Colitis:
The Open-label Study[TURANDOT i

Reinisch, JCC 2021

Ontamalimab ATav KaAd aveKTo HETA a1TO 144 B0 o0& aocOeveig
He pétpla/ocoPapn EK HE KAOAO TTPO@IA AC@PAAEINS KAl

100 B Ontamalimab 75 mg
* Avowtr 2, acBevwv pe pétpla/cofapny - TP
EK mou ohokAnpwoav tnv TURANDOT : "]  Bhevvoyovikn

 Tuxaiotroinon: 75 mg 3 225 mg ., EmovAwon
ontamalimab/4&f yia 72 €0 [OL1]

» Metd 6hor éAaBav 75 mg/4epd yia 72 |
ef0 E
+ 6 pnveg mapakoAouBbnaon [OL2] o

° 1v£véq Kz: I-IPO(PiA aG(PaAeiqg n= 1343  13/58 26/101 1643 28/58  44/101 18/43  28/58  46/101

Week 16 Pooled Weeks 40-72

ts with m

!
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DappoKa TIOU OPOUV EVOOKUTTOAPLWG AVACTEAAOVTOG TO PAEYUOVWOEG OT)UO
AvootoAeic JAK

[Apremilast |

s

' Tofacitinib |

s

‘\ JAK1 and 3 )|

[ Upacitinib |

N

Activated effector Th cell

Filgotinib |

s,

Adapted from Danese S & Fiocchi C. N Engl J Med 2011;365:1713-25.



Cytokine




Filgotinib as induction and maintenance therapy for ulcerative colitis (SELECTION):

a phase 2b/3 double-blind, randomised, placebo-controlled trial
Feagan, Lancet 2021

AoBeveic xwpic mponyouuevn €kBeon os BLoAoyLkoUC TTAPAYOVTEC

A Induction study A

1090 patients screened

431 excluded*

659 enrolled and randomly assigned

- . x
245 assigned td filgatinib 200 mg 277 assigned th filgotinib 100 mg 137 assigned tk placebo |
8 discontinued study drug 17 discontinued study drug 9 discontinued study drug
4 patient decision 10 patient decision 4 patient decision
e 3 adwverse events . g adwverse events . 3 adverse events
1 non-compliance with study drug 1 lost to follow-up 1 lost to follow-up
1 protocol violation 1 protocol violation
¥ ¥ ¥

237 completed study to week 10 260 completed study to week 10 128 completed study to week 10




Filgotinib as induction and maintenance therapy for ulcerative colitis (SELECTION):

a phase 2b/3 double-blind, randomised, placebo-controlled trial
Feagan, Lancet 2021

AoBeveic pe mponyoupevn €kBeon oe BLoAoyLlkoUC TP AYOVTEC

B Induction study B

950 patients screcned

261 excluded®

689 enrolled and randamly assigned

. . .

262 assigned toffilgotinib 200 mg 285 assigned th filgotinib 100 myg | 142 assigned tq placebo

20 discontinued study druag 20 discontinued study drug 14 discontinued study drug
§ patient decision 3 patient decision 3 patient decision
15 adverse ovents 14 adverse events 10 adverse ovents
— — —

1 protocol violation

1 investigator discretion
1 pregnancy

1 protocol violation

¥ ¥ ¥

242 completed study to week 10 265 completed study to week 10 128 completed study to week 10




Filgotinib as induction and maintenance therapy for ulcerative colitis (SELECTION):

a phase 2b/3 double-blind, randomised, placebo-controlled trial
Feagan, Lancet 2021

A KAwvikn vgeon o€ naive acBeveig, B KAwikn vgeon o€ bio-experienced
100 gfd 10 ~ acBeveig, €B6 10
[1 Placebo [ Filgotinib 100 mg
0 ] Filgotinib 200 mg
<) 0 - -
3} Absolute difference 10-8% (95% Cl 2-1 to 19.5) Absolute difference 7:2% (95% Cl 1.6 to 12-8)
£ - [ p=00157 ] [ p=0-0103 ]
g - — i ———b—
S Absolute difference 3-8% (95% Cl-4-3 to 12-0) Absolute difference 5-2% (95% Cl 0-0 to 10-5)
kS p=0-3379 p=0-0645
-
,g 40 — I 1 26.1% - I 1
8 15.3% 19-1% I
£ 20- T I - 9-5% 11-5%
4-2% T
I 2 T T
0 | | | 1 | |
21/137 53/277 64/245 6/142 27/285 30/262




Filgotinib as induction and maintenance therapy for ulcerative colitis (SELECTION): a phase

2b/3 double-blind, randomised, placebo-controlled trial
Feagan, Lancet 2021

KAk bdeon, £B5 58 KAk} beon, 6 uriveg xwpig koptikoed,

€S 58
A
100 — .
[1Placebo [ Filgotinib 100 mg
= 804 [ Filgotinib 200 mg Absolute difference 26-0% |
% (95% C116-0 t0 35:9) Absolute difference 20-8%
c Absolute difference 10-4% p<0-0001 (95% Cl 77 to 33-9)
S 60— (95% C1 0-0 to 207) | — Absolute difference 8.2% p=0-0055
Yoy p=0-0420 37.2% (95% C1-4-2 10 20-6) |
S 40- zgls% [ - p=01265 27-2%
: I | T
g 13:5% 1 11.9% 13-6%
£ 20- T 1 i 5-4% T 6-4% l
; . —— I —
12/89 41/172 11/98 74/199 2/37 11/81 3/47 25/92




MeA€tn CELEST:Znpavtikd meplocotepol acBeveig pe vooso Crohn mtou EAaBav
upadacitinib eiyav evdookotikn upeon tnv eBdopdda 16 (eAETn daong ll)

80 80
Endoscopic Remission Clinical Remission
R at Week 12/16 at Week 16
~ 60 60
)
0
QL *p<0.1; **p<0.05; ***p<.01
2 40 40
-
"" * % %
22
% %k
20 14 20 14
0
0 0
" PBO | 3mgBID mm6mgBID [ 12 mgBID 24 mgBID 24 mg QD
Endoscopic remission: SES-CD < 4 and 22 point reduction vs. Clinical remission: average daily SF < 1.5 and not worse than
baseline (BL) and no subscore > 1 in any individual variable Baseline AND average daily AP < 1.0 and not worse than Baseline

Sandborn, Gastro 2020



Quality of Life and Work Productivity

Improvements with Upadacitinib: Phase 2b
Evidence from Patients with Moderate to

Severe Crohn’s Disease

Peyrin-Biroulet, Adv Ther 2021

To upadacitinib 0d1jynoe o€ emitevén Ko
dtatripnon ¢ BeAtiwong otnv oot Ta {wng
KOlL TNV TIOPAYWYLKOTNTA 0€ aocOeVEIC e vOoOo

Crohn

a Activey imparment

-42

b Presenteesm
MCID: -T%
. Change from baseline

o Week 8

Placebo (n=35)

UPA 3 mg BID (n=37)
UPAE mg BID {n=32)
UPA 12 mg BID (n«32)
UPA 24 mg BID [n=31)
UPA 24 mg QD (n=31)
Change from baseline
to Week 16

Flacebo (n=3E)

UPA ] mg BID {n=3§)
UPAE mg BID (n=35)
UPA 12 mg BID (n=33)
UPA 24 mg BID n=33)
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Effectiveness and predictors of response to somatostatin
analogues in patients with gastrointestinal angiodysplasias:
a systematic review and individual patient data meta-analysis

Lia C M J Goltstein, Karina V Grooteman, Alba Rocco, Grainne Holleran, Santiago Frago, Paulo S Salgueiro, Thomas Aparicio, Giuseppe Scaglione,
Stefania Chetcuti Zammit, Raul Prados-Manzano, Robert Benamouzig, Gerardo Nardone, Deirdre McNamara, Mourad Benallaoua,
Spyridon Michopoulos, Reena Sidhu, Wietske Kievit, Joost P H Drenth, Erwin | M van Geenen

Systematic review and individual patient data meta-analysis - 11 cohorts -
212 patients - to estimate whether

 patient characteristics
 gastrointestinal angiodysplasia characteristics

* treatment characteristics affect clinical response

Lancet Gastroenterol Hepatol. 2021
Nov;6(11):922-932.



Significant decrease in red blood cell transfusions during a median
of 12 months of treatment in the vast majority of patients, which
was associated with an increase in haemoglobin concentrations

Number of Weight IRR (95% CI)
patients™ (n/N)
Benamouzig et al (2018)* 8/8 —:—-— 5-3% 0-87 (0-26-2.93)
Bon et al (2012)* 14/15 R 99% 020 (0.09-0-40)
Frago et al (2018)* 21/23 - 9-9%  035(017-0.72)
Holleran et al (2016)™ 20/22 —-— 9-9% 0-28 (0-14-0-59)
Klimova et al (2015)% 12/15 33% 012 (0-02-0-65)
Malina et al (2009 12/14 —— 10-4%  033(0-17-0-65)
MNardone et al (1999) 14/14 —-—5— 5-1% 013 (0-04-0-47)
Nardone et al (2014)% 57/60 . 129% 018 (0-11-0-28)
Salgueiro et al (2014)* 13/16 —— 10-6% 030 (0-15-0-57)
Scaglione et al (2007)* 11/13 —- 13-6% 0-57 (0-36-0-91)
Chetcuti Zammit et al (2017)7  8/12 Com 8-2% 054 (0-23-1.29)
Overall {3} 100% 0-31(0-22-0-43)
r:f’zf:::':;;:::j’:;:;ﬂmm 002 01 P N 0 50 Lancet Gastroenterol Hepatol.
' 2021; 6 :922-932.
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