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Patient medical history @}{@f@

SSc

(+) Scl-70
®. Raynaud, Bnxa, Auomvola

NSIP

Maxuvon pecoAoBidiwy, GGO,
BpoyxeKTaoieg € EAEEWC

Ka Avva
e HAwia: 75 FEV,: 86.5%
e Mn kanviotpla FVC: 78%

DLCO: 52.5%



Oepareia

MeBuAtpedvi{oAovn p.os

@Yl le]s]sTeeiEINIIeLS (Endoxan) x 6 woelg iv  (2012)

Ly g elelglils 125mg/day  (2013-2014)

A/K Aoyw emdeivwong
AVATVEUOTIKNG AslToUupyiag  FEV,. : 76.3%>68.5%

FVC: 72.3%>64%
DLCO: 51%—>33.4%

2gr/day  (2014-..)

BeAtiwon & akoAoUBw¢ otabepomoinon avamveuoTIKNG Asltoupyiag

(KAWVIKNA €1KOVA, AEITOUPYLIKEG OoKIpaoieg mveUpova, Otadoxikeg CTHR)



ouomvola mpoomadsiag otadepn, pikpn emidsivwon Brixa

(-) evOeielg MveupoVIKAG uTEpTaonG, (-) TPooBoAn puokapdiou

2013 2019

CTHR Emitaon vwtikwy aAlolwoswy & slkova peAtknpubpag (UIP??)






e

12/2021 ‘Evapén Nintedanib 150mgx2

A

08/2022 EAattwon Nintedanib 100mgx2 Aoyw moAAATTAwWY dlappoikwy

09/2024

“EEE

MMF 2gr/day

Methylprednisolone
1mg/day

Nintedanib 100mgx2

KEVWOEWY

v CTHR: (-) petaBoAn

[%%} 2012 | 2013 | 2021




3 €TN oUVEXOUC X0pPnNynong

Nintedanib
XtaBepomoinon
“ avamveuoTikng Asttoupylag
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Patient medical history @}{@f@

PA opoBeTikn

2TEPOELON, MTX
Golimumab

PA-lvwon

Golimumab

Ko Kovotavtiva , ’
. Emdelvwon duotmvolag

o TOMOC KATAYWYAG: AEUKASA 06/2020 CTHR: Zuppéovta (veddn oTolxeia
péoa & katw MM

e [lpwnv Kanviotpla
Adalimumab, siomvedpeva



1" NoonAsia otn P/K MINI

09/2021 AOYw emdeIvoUpPEVNG OUOTIVOLAG

Alktuolwoeg mpotuto, OoAn UaAo

FEV,: 59%
® PFTs FVC: 53%

TIF: 85%
® DLCO: 44%

Maxuvon pecoAoBLdiwy dlappaypdtwy
CT-HR UE UTTOUTIE(WKOTIKI KATAVON




?if@ Oepaneia

MeBuAtpedviloAovn p.os
16mg/day (apxikn Socoloyia)

Rituximab
2 eyxUoelg x 1gr

YOpoEUXAwpPOKivn

200mg/day ¢
’ g;



2" NoonAsia otn P/K MI'NI

2tabepn Katdaotaon

09/2022

Alepelivnon mOavig KapOlaKNG CUPHETOXAG

EmavaAnmtikn , , , ,
CT'HR prlg UETGBO)\I’] ATTEIKOVIOTIKWY EUPpNHATWYV

FEV,: 59%—> 72% DLCO: 44%-> 40%

K/A work-up ECHO kapdiac= XapnAng mbavotntag yia MNveupovikn uTEpTacn
Spect puokapdiou= (-) yla loxatpia

PFTSs

CMR= (-) dinbnon puokapdiou




05/2023

Mpoocépxetal yia 4° KUKAo RTX

EMNIAEINQXZH duomvolag

EmavaAnmtiki CT-HR: (-) a€loAoyn petaBoAn eupnpdtwy

09/2021 09/2022 05/2023

2.H.M. ywa Nintedanib




‘Eva N Nintedanib (KaBuotépnon €vaping Aoyw %i
09/2023 p$5om ng 1N SuVaATOTNTACG TIPOCENEVONC) o

. 2TaBepn KAVIKN €IKOVA .
09/2024 ' ' RTX 1grx2 ava 6mo
. KaAn avoxn ¢.aq. @ HCQ 200mg/d

MeBuAmrpedviloAovn 4mg/d
Nintedanib 150mgx2

18

05/2023 | 12/2023 | 05/2024

------ ¥ | avamveuoTIKNg Asltoupyiag
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Patient medical history

MCTD

(+)ANA, (+)anti-dsDNA, (+)anti-Sm, (+)Ro52, (+)URNP

®. Raynaud, moAvapBpitioa, pwtosvaiobnoia,
Agukomnevia~> HCQ, oteposldn on/off

06/2021 E€apon vooou (apbpitida, opohoyiki evepydtnta)
MpooBnkn AZA>T /X d/xeg (A/K)

Ka Eon

e HAwia: 50 etwv

e Mpwnv KanvioTpla Eppdavion duonvolag mpoonadeiag amd pnvog

Tpilovteg Bacswy



Work-up

CTHR Eppuonpa, lvwdn otoixeia Bdoswyv, GGO, MTUKVOATEAEKTATIKA
dindnpuata

75%

77%

58%

Xwpic maBoAoylka supnuata




Oepanela

®
MeBuAtpedviloAovn p.os

@V le]o]aleNslgEElnilelS (Endoxan) x 5 woelg iv

1,5gr/day (Adyw &/xnc nnatikric BioAoyiac)

ApxiKa—~> BeAtiwon cupmtwpatoAoyiag

11/21 08/22 01/23

75% 62% 71%
CyC MMF

77% |==> | 61% |=— | 72%

58% 46% 46%




03/2023 ¢

InUavtikn emogivwon aAAolwoewy ivwong Siaxuta
@105 [kavh avénon vwdwv oTolxeiwyv & ouvodEg Bpoyxektaoieg € EAEEwWC

Ymoume{wKoTIKN £mitaon pecoAoBidiwy dlappaypatiwy

+ MMF 2gr/d

2.H.M. ywa Nintedanib

EEEAEN AKTIVOAOYIKAC ELKOVAC §§§§§;§ii-



ey
WWIVIVXE  Evapén Nintedanib 150mgx2

Wb rEs | Nintedanib 150mgx1 & mpoocwpivn A/K Adyw 1 YGT (5xXULN)

09/2023 ? Nintedanib 100mgx2 & | MMF 1,5gr/d Aoyw 1 YGT (5xXULN)
U/S AKK, EAactoypagia nmatog, MRCP: k¢

MMF 1,5gr/day

“f B

08/2024 Nintedanib 100mgx2
mgx
MeBUATTPEBVIZOAGVN >> YGT: @.T.
4mg/day

HCQ 200mg/day



1 £T0OC pETA

MMF Nintedanib
11/21 | 08/22 | 01/23 | 06/23 | 01/24 | 08/24
A 5% | e2% | 7% | e8% | 71% | 71%
W 77 | e1% | 72% | T2% | 76% | 7e%
ROl 58% | 46% | 46% | 48% | 53% | 50%
Jtabeporoinon

------------
-----------
----------
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AVATTVEUCTIKNG AglToupylag




Progressive fibrosing ILDs progress as rapidly as Idiopathic Pulmonary
Fibrosis (IPF)

Timely identification and management of pulmonary fibrosis are needed to improve outcomes

50 - —&— INPULSIS
0 INBUILD, overall population

(ORI 5

>3 o INBUILD, UIP-like fibrotic pattern on HRCT
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No. of subjects
INPULSIS 417 408 407 403 395 383 345
INBUILD, overall population 325 326 325 320 311 296 274
INBUILD, UIP-like fibrotic pattern 202 202 201 197 190 176 162
INBUILD, other fibrotic patterns 123 124 124 123 121 120 112

Brown KK et al. Eur Respir J 2020; doi.org/10.1183/13993003.00085-2020.



Progressive phenotype in the INBUILD trial

> Relative decline in FVC 210% predicted OR

> At least 2 of the following criteria for ILD progression:

Increased extent of

HRCT fibrosis
Relative decline in Pulmonary Clinical _
FVC >5—<10% Function Worsened respiratory

examination
predicted Tests symptoms

Flaherty KR, et al. N Engl J Med 2019; doi: 10.1056/NEJM0a1908681.



Nintedanib consistently slowed FVC decline in patients with
CTD-ILDs regardless of underlying diagnosis

All patients with CTD-ILDs in INBUILD® Rate of decline in FVC (mL/year) over 52 weeks in subgroups by ILD diagnosis in INBUILD®

Nintedanib Placebo . Ay
(n:82) (n:88) N analyzed Adjusted difference Tteatment by
_ _ 95% Cl) subgroup-by-
= 0 Nintedanib  Placebo ( time interaction
5 :
° :
‘_’E 5 -50 All patients with CTD-ILDs 82 88 : 102.7 (23.2, 182.2)
c O i
23 |
& E
< £ -100 1 RA-ILD 42 47 ; 117.9 (5.2, 230.7) P=0.91
wo :
8¢ | 58% S —
c - 7 ~ i .
g = relative SSc-ILD 23 16 : 120.7 (-53.2, 294.6)
E % 00 reduction [ {
£3 MCTD-ILD 7 12 i 31.9 (-210.0, 273.8)
7 :
2
< -250 - ‘ ; . I o— |
Difference: 102.7 mL/year Other autoimmune ILDs 10 13' ' ' : ' ' 72.5 (-134.1, 279.0)
(95% CFI>:—%)3621'2 182.2); -300 -200 -100 O 100 200 300
- Favors placebo Favors nintedanib

*Subjects with an autoimmune disease noted in the “Other fibrosing ILDs” category of the case report form, including Sjogren’s disease-related ILD, interstitial pneumonia with autoimmune features (IPAF),
and undifferentiated autoimmune disease-related ILD

Matteson EL, et al. Arthritis Rheumatol 2022: doi.org/10.1002/art.42075.



Changes from baseline in L-PF questionnaire scores at week 52

A-4.1 A-3.3 A-3.5 A-6.1 A-0.1 A-4.5
(95% Cl: -6.0, -2.1) | |(95% CI: -5.2, -1.4)| |(95% CI: -6.1,-0.9) | |(95% Cl: -9.7, -2.5)| | (95% Cl: -2.3,2.2) | |(95% CI: 6.8, -2.1)
12 - p<0.0001 p=0.0007 p=0.0081 p=0.0008 p=0.96 p=0.0002
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-6=  Total score Symptoms Symptoms Symptoms Symptoms Impacts score
score dyspnea domain cough domain  fatigue domain
score score score
M Nintedanib ™ Placebo

Higher scores represent worse health status.

Swigris JJ ,et al. ATS 2020.
Swigris JJ, et al. BMJ Open Respir Res. 2022;9(1):e001167.
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2023 American College of Rheumatology (ACR) Guideline for the Treatment
of Interstitial Lung Disease in People with Systemic Autoimmune
Rheumatic Disease

People with progression of M Strong recommendation against
ILD on first ILD therapy” [l Conditional recommendation against
@ Conditional recommendation

T T
Myositis MCTD Rheumatoid Arthritis

Systemic Sclerosis Sjogren’s

Therapy
Options
Strong against Against Against
Additional long-term GCs long-term GCs' long-term GCs" long-term GCs" long-term GCs'

R ([ el for g transplant valvation st aporoprine tive for pogresve dese |






