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AnAwon cuykpouonC CUUPEPOVTWV:

* O olANTAG €xeL AdBeL tnVv teAevtalia Stetia apolBn yia StaAEEeLC Kol UTTOOTAPLEN YLOL CUMLETOXN) OF

ouvedpla amo Ti¢ etalpeiec : UCB, Genesis, Aenorasis, Abbvie, MSD, ELPEN, Pfizer, Boehringer-
Ingelheim

* Kapio OXETIKNA KE TN OCUYKEKPLUEVN Tapovoiaon



Ewoaywyn: CTD-ILDs

6% 6%
) 18%

8 Mixed
BSLE
JRA

. SSC _ A Life-time Prevalence of ILD S 65%!
1Y% “DM/PM

27%

Am J Respir Crit Care Med 1994; 150.967-72

1Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



[lotoi aoUeveic ue SScl exouv avénuevo kivbuvo yla ILD?

M EmunoAaopoc ILD

ZuotnHaTkl ZKAnpodeppia E— Screening yia ILD o€ 6Aoug3
e Awdyutn okAnpodeppuiol-2  HRCT (gold standard)
e Anti-Scl70?

_ _ , + Assessment of disease severity:
* Anti-Th/To, anti-NOR90, Anti-U3 RNP,

Anti-U11/U12 RNP, anti-Pm-Scl?

1) PFTs
, , NB: FVC<80% —> sensitivity = 63%
*  Appev ¢pUAo (RR=1.24)"2 Combination FVC or DLco <80% - sensitivity 85%
2) 6MWT
*  Adpo — kapatBikn €Bvikn kataywynl2 3) Echo

1Distler O et al Eur Respir J 2020;55:1902026
2Perelas A et al Lancet Resp Med 2020
3Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



[otoi ao¥eveic ue SScl exouvv avénuéevo kivouvo yia PF-ILD?

A) AcOevng pe
) nG K * EménuioAoyika:

*  Appev pUAo

HRCT extent MeyaAn nAkia
* Adpo — kapaifikn kataywyn

/ \ \ o  KAwwa:
* Awayutn okAnpodeppia

<20% Indeterminate >20%  ApBpitida
/ AN * Epyoaotnploka:
FVC >70% FVC <70% * Anti-Scl70
N * Anti-Th/To, anti-NOR90, Anti-
+ / U11/U12, anti-Pm-Scl?
nMild Extensive e TKE/CRP P
Disease Disease
B) (> 2 ano 3 kpuripLa TPoodeVTIKAC ivwonc)
 FVC<5%n/katDLCO < 10%
, , , Distler O et al Eur Respir J 2020;55:1902026
 Embdeivwon duomnvoirag/Brnxa Perelas A et al Lancet Resp Med 2020
’ ’ Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27
¢ AT[EI.KOVLOTLKH ET[LSELV(UOT] Goh NS. Am J Respir Crit Care Med. 2008

American Journal of Respiratory and Critical Care Medicine Volume 205 Number 9 | May 1 2022



OEPATIEVUTLKEC ETUAOYEC

e Avoootponolntika ¢appoko
* AVTL-lVWTIKA PapuoKa

*  Mn $OPHAKEVUTIKEC MOPEUBAOCELG

‘Put your patients where the data is....”?
O.Distler ACR convergence 2021




SLS I: oral CY vs PBO

Change from Baseline in FVC

158pts (1:1)

S iy

Cyclophosphamide [

49.3% had

improvement | l

Placebo

26.4% had
improvemen

+10-
+5
] I
_5-
-10-
-15- 50.7% had 73.6% had
y’ worsening I: - worsening
T T | T T T T T T T
25 20 15 10 5 5 10 15 20 25

Frequency (%)

Patients’ phenotype:

* Diffuse S5cl 60%

* Disease duration <7yr

e FVC=45-85% and DLCO>30%
* Pre <10mg/d (no DMARD:s)

A
® Placsbo
70 — o CYC
=
T 68
.~
S
B
S
& 56 —
@
= =
< B4
N Placebo 70 13 &6h 55 56 51 55
NCYC 67 684 66 57 52 51 54
P value 0.8053 0.0763 0.04|oo 0.3212 0.0107 0.4793 0.4223
T T I T T T T
6 ] 12 15 18 21 24

Follow up time (month)

CY: AltoteAeopatikl AAAQ OXL «LaKPAC TVonG» Oepaneia

Tashkin DP, et al. N Engl J Med. 2006;354:25.



Chargein% predicted FVC

SLS II: CY vs MMF

126pts (1:1)

patients with 24 months data

v
paseasdaq

E - —— ——

—
v
b=b A
o
(V= SO

FVC % predicted

Patients’ phenotype:
Disease duration <7yr
Diffuse SScl 60%

FVC = 45-80% and DLCO>30%
Pre <10mg/d (no DMARD:s)

R =

70 —

68 —

—— Cyclophosphamide (M)
- —-—- Mycophenolate (B)

66 —

64 —

A: 72 62 56 51 91 44 46 40 51
B: 69 64 60 54 5|9 51 49 47 53

0 3 6 9 1F 15 18 21 24
h

MMF: oxedov epaptAAn pe CY aAAd « LOLKPAG TIVONG»

Tashkin DP, et al. Lancet Respir Med. 2016;4:708-19.



Change from basdineinFV (% predicted (mean[95% A1)

FocuSSced trial: TCZ vs PBO

—&— Placebo (n=68)

_| —= Todlzumab (n=68)

e - ———— - ———— s ———— - —_——

————— et P ——

m—

Tocilizumab in systemic sclerosis: a randomised, double-
blind, placebo-controlled, phase 3 trial
Dinesh Khanna, Celia J F Lin, Daniel E Furst, Jonathan Goldin, Grace Kim, Masataka Kuwana, Yannick Allanore, Marco Matu cci-Cerinic,

Oliver Distler, Yoshihito Shima, Jacob M van Laar, Helen Spotswood, Bridget Wagner, Jeffrey Siegel, Angelika Jahreis*, Christopher P Denton®,
for the focuSSced investigatorst

Patients’ phenotype:
* Disease duration <5yr
* Diffuse SScl

» Scl 70(+) and/or high CRP/ESR
e 136/210 ue ILD at diagnosis

AFVC = 6.2%

TCZ: AnoteAeopatiko oe SScl-ILD
e8Ka o aoBeveic pe mMpwLKHN voco
Kol KLKOUC TPOYVWOTLKOUC deiktec!




Safety and Efficacy of Rituximab for
Systemic Sclerosis: a Double-Blind, Parallel-

ACR
Group Comparison, Investigators Initiated RTX | N S S C ? conye;rgenge{

Confirmatory Randomized Clinical Trial

* Background: RTX effective in skin and lung
involvement in open-label and case series

o
é

'
o

 RCT 1:1 RTX vs placebo 24wks(Japan pts=56):

Rituximab

Mean Change from Baseline
in Modified Rodnan Skin Score

* Inclusion:
MRSS>/= 10
Pre</=10mg/d 0 4 12 24
IS stopped 4wks before Weeks
. . 14
EXC'“S;\C/’;'W Patients’ phenotype:
PH Disease duration 4-5yr R et a
2= Rituximab
CY past 2yrs DIfoSE >80% ‘—T.é §
@ 'g -14
12" endpoint: AMRSS Scl 70(+) 50% §5 P=0.04
22" endpoints: MRSS =14-15 53 7
PFTs >80% g Fiacetio
* AFVC s ;)
* ADLCO
4 r T
* A CT abnormalities (% lung fields) 0 4 w:ks

* SEs
Japan-FDA approval of RTX in SScl m



Rituximab versus intravenous cyclophosphamide in patients @ ®
with connective tissue disease-associated interstitial lung
disease inthe UK (RECITAL): a double-blind, double-dummy,

randomised, controlled, phase 2b trial

Toby M Maher, Veronica A Tudor, Peter Saunders, Michael A Gibbons, SophieV Fletcher, Christopher P Denton, Rachel K Hoyles, Helen Parfrey,
Elisabetta A Renzoni, Maria Kokosi, Athol UWells, Deborah Ashby, Matyas Szigeti, Philip L Molyneaux, on behalf of the RECITAL Investigators*

Connective tissue disease type
Idiopathic 1 (46%) 122 (45%)
inflammatory myositis
Systemicsderosis 19 (40%) 1837%)
Mixed connective 7 (15%) 9 (18%)

tissue disease

CrossMark

Change in FVC from baseline (mL)

—@— Cyclophosphamide
- Rituximab

| | | |
12 24 36 48

Time (weeks)

RTX not superior but with J, SEs and J,CS vs CY

Maher T. et al., Lancet Respir Med 2022



AHSCT in SSc?

AHSCT improves long-term survival
and event-free survival at the cost of

higher 1yr treatment-related toxicity
° 2 RCTS CAREFUL PATIENT SELECTION!

ASTIS trial JAMA 2014 SCOT trial NEJM 2018

[&] event-free survival

100 Event free Sunvival 75pts AHSCT (TBI+ATG

“ 100+ _ .
-\L — ' .
156 pts AHSCT (ATG + #97 ‘*-q..\..w HSCT éi x-\_\_‘\'\n‘;‘ Transplantation w2 CY&_"S Ivch ti 5
: | g o $E o : HHg *  Disease duration <5yr
aytBier z“ ol 8 o LT «  Active ILD PFTs <75%
* Disease duration <4yr = 2 § 504 S
«  MRSS>15 = 28 L but>40-45% or
I : 53 o T scleroderma kidney
. nvolvement of heart, 20 8 006 b log rank s | d'
lungs, kidneys (noPH) 5| Time-varying R p= 04 1 : is
o 1 2 3 & 5 & 7 8 5 10 o 1 2 3 4 35 & 7 noPH, no CHF, no CKD
No. at risk Years Years since Randomization <3b
HSCT 79 66 65 65 64 53 41 29 21 13 10
Control 77 69 63 60 57 40 33 23 17 11 6 16 - 27 2% 2 - 5
39 35 27 20 14 12 6
100+ 100+ . .
T x ransplantation [ ]
At 2 yr FU: wo] - - £ — Wi More complications
- R BRTEITENE W TURY < 9 -‘ﬁl""i‘l- - -
FVC (+9-1%; % o G ey @ Ty from therapy BUT
§ 40 2 ‘ ‘ .
p=0:004) and TLC (+ = : g g * More likely
204 .05 by log-rank test ' i
6:4%; | I oo remblembe improved or
5 1 3 3 % 5 & 37 & 3 1 o 1 2z 3 1 5 & 7 ole
p=0-02) not DLCO in T o P :tablllseo! PI;Ts anfd
AHSCT group Control 77 70 64 60 57 40 34 25 6 Z'."Ph":':-:"‘"ide ;: ;: ;; ;2 ;g i-;’ 3 ewer eplso es o

respiratory failure




Fibrosis Angiogenesis
(fibroblasts and myofibroblasts) (endothelial cells, pericytes and
vascular smooth muscle cells)

Mua «vea» emtAoyn: AVIL-LVWTLKOL TOLPAYOVTEG A o
oy

Nintedanib ¢, K
» & 5 5 66 _
w TR o
+  EvSokuttapikég avactohéag Tyr kwaong > X S ‘W 270 N7 "' T
ce! ; \‘ L3 ,; ) 3 ; (] @
gvookuttapLa onpatodotnon ano FGFR, PGFR, VEGFR i 5
- J evepyomnoinon, mMoANQMAQGLOOUO KOlL LETATPOTT)
(og puowvoBAdotec) Twv WvoPBAaoTwWY KoL TNV
ayyeloyeveon =2 4 Ilvwon
’ A INPULSIS-1 B INPULSIS1
* Eykekpipevo otnv IPF O mem et e o
;"’ =301 T T S Mindend, 1SOmgtwicedsdy
§o_.. -100- S 0
25 TE )
gé’ -150 1147 §_§ 100 ! st
£z @ 1507 .
<E  _200{ Difference, 125.3 § E Adjusted mean difference, L
g (95% C1, 77.7-172.8) & 004 109.9 (95% CI, 71.3-148.6) T
:g. _2584 P<0.001 I P<0.001 1
< _25& T T T T T T T
-299 02 46 12 24 3 52
e Nintedanib, Placebo Week
150 mg (N=204) No. of Patients
Twice Daily Nintedanib 303 301298 202 284 274 250
(N=309) Placebo 202 198 200 194 192 187 165

Lutz Wollin et al. Eur Respir J 2015
Richeldi L et al., NEJM 2014



The NEW ENGLAND JOURNAL o of MEDICINE

“ ORIGINAL ARTICLE

- SENSCIS trial: Nintedanib vs PBO

Nintedanib for Systemic Sclerosis—
Associated Interstitial Lung Disease

Oliver Distler, M.D., Kristin B. Highland, M.D., Martina Gahlemann, M.D.,

Arata Azuma, M.D., Aryeh Fischer, M.D., Maureen D. Mayes, M.D.

Ganesh Raghu, M.D., Wiebke Sauter, Ph.D., Mannai
da Alves, M.D., Emmanuelle

g Girard, M.Sc.,

M.D., Kay Tetzlaff, M.D., ,M.D,
and Toby M. Maher, M.D., for the SENSCIS Trial Investigators*

Difference, 41 0 mil/fyr (9525 CI, 2.9 to 79.0) Patients’ phenotype:
P—0.04 . .
* Disease duration 0.3-7yr

O — — e o
= * Diffuse S5cl = Limited SScl
—E e e Scl 70(+) 60%
= e MMF =50%

'g — 40—
S

= — 60—
= 80—
=

= —100-
=

—120

Nintedanib Placebo
®ductoloykog (N=287) (N=2838)

PLUOMOC anwAeLog

FVC peta ta 25 €tn =
25-30mL/yr
(Eur Respir J 2012)




Efficacy and safety of nintedanib in patients with systemic
sclerosis-associated interstitial lung disease treated with
mycophenolate: a subgroup analysis of the SENSCIS trial

Kristin B Highland*, Oliver Distler*, Masataka Kuwana, Yannick Allanore, Shervin Assassi, Arata Azuma, Arnaud Bourdin,
Christopher P Denton, J6rg H W Distler, Anna Maria Hoffmann-Vold, Dinesh Khanna, Maureen D Mayes, Ganesh Raghu, Madelon C Vonk,
Martina Gahlemann, Emmanuelle Clerisme-Beaty, Mannaig Girard, Susanne Stowasser, Donald Zoz, Toby M Maher, on behalf of the SENSCIS

trial investigatorst

Adjusted annual rate of decline in

FVC (mL per year)

-804

-100+

-120-

-1404

Patients taking mycophenolate at baseline

Nintedanib
(n=138)

-40-2

Placebo

(n=140)

-66-5

Patients not taking mycophenolate at baseline

Nintedanib Placebo
(n=149) (n=148)

-63:9

-119-3

-160

ZUVEPYLKO OLTIOTEAEOHLOL

MMF + Nintedanib?

Highland K., et al., The Lancet Respiratory Medicine, 2021, 9 (1), pp.96-106
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Effect of Nintedanib on Progression of Systemic
Sclerosis-Associated Interstitial Lung Disease Over
100 Weeks: Data From a Randomized Controlled Trial

2 xpovia

20

«20 4 b'\
-40 1

—#— Nintedanib
- Placebo

-80 -
-100 -
=120 4
140 1
160 - l
180 -
.200 -
220 -
240 4=r=r=r T ; ' , ‘ r )
0246 12 24 36 52 68 84 100
Week

208203281273 278 265 262 241 243 122 7
206 203 261 200 203 280 268 a7 259 ng [

Mean (SE) absolute change from baseline in FVC (mL)

No. of subjects
Nintadanh

Flacebo

Assassi S, et al. ACR Open Rheumatology Oct 2022

CLINICAL SCIENCE
Continued treatment with nintedanib in patients with

®

OPENACCESS  systemic sclerosis-associated interstitial lung disease:
data from SENSCIS-ON
Yannick Allanore @ ,' Madelon C Vonk @ ,? Oliver Distler @ ,3 Arata Azuma,*
Maureen D Mayes,” Martina Gahlemann,® Alexandra James,’ Veronika Kohlbrenner,®
Margarida Alves,® Dinesh Khanna @ ,'® Kristin B Highland,' on behalf of the
SENSCIS-ON trial investigators
3°¢ xpOvog
SENSCIS
Nintedanib Placebo
n=241 n=257
0
[
£ |
£
gg -0
3
&
©w 60
&5
gE
§5 -80 40
o
§ 100 100
-
A04.8
420 | 420

Figure 2 Change from baseline in FVC (mL) at week 52 in SENSCIS
and SENSCIS-ON. Changes were based on data from patients with
available data at baseline and at week 52. FVC, forced vital capacity.

Allanore Y, et al. Ann Rheum Dis 2022;81:1722-1729



Mn Qappakevtikeg MapeuPAaoeLC

Connective tissue disease-associated
interstitial lung disease (CTD-ILD)

e Patient education
UHN
:’Vi::;;: :‘cm.;;)? tissue di iated interstitial lung
* Vaccinations (COVID-19, flu, pneumococcal etc)
* Pulmonary rehabilitation ¢ B i

mechanesm that leads to lung damage = smknown

What are some of the signs and symptoms of CTD-ILD?

Sometimes patsents with CTDULD do not have any sympaoms. However, soae
comemon syges and sympeoms of CTD-ELD ase

R
L3
:-"41
o
o9
-3
S £
u:
- 3
¢
i
= 5
=y

LTOT (if sp02<88% or desaturation on 6MWT)

Manage GERD and other comorbidities

Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



OeparmneuTtikoc AAyopBpuoc: SScl-ILD

('ILD on HRCT )
C) Presentation ;

<> Disease status decision point

O Assessed disease status ;
- Treatment/management PFT evalual
recommendation cmomesi .
LD-related symptoms and functional impact

4-

Requnre pharmacologlc treatment ?
Yes

Treatment decision
based on the severity/activity of
the underlying systemic disease
(See Figure 3)

Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



Oeparnevutikoc AAyoplOpoc: SScl-ILD

Subclinical ILD

¥

Risk of progression ?

High risk = Low risk =

Early SSc Other
with either progressive skin disease clinical
or anti-topoisomerase | ab phenotypes

or elevated APR

¥

Progress:ve ILD ?
\Yes e —————————

Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



Oeparnevutikoc AAyoplOpoc: SScl-ILD

Subclinical ILD Clinical ILD

3 4

Extrapulmonary
manifestations 2

N

Risk of progression ?

High risk = Low risk =

Early SSc Other
with either progressive skin disease clinical

or anti-topoisomerase | ab phenotypes

or elevated APR ‘
Progressive ILD ?
No \Yes
and

Active disease

including

skin and/or musculoskeletal
manifestations

Quiescent disease
including
skin and musculoskeletal
manifestations

¥

N /

No Yes

N

or
or

Khanna D., et al., Arthritis and Rheumatology 2022, 74 (1), pp.13-27



SScl-ILD —MapakoAouBnon sl

MHN xavete xpovo!

1. Zmpopérpnon- Awdxuvon 1. Mpwwn évapén Bepameiog
2. Taktkni A€loAdynon (3-4 mo)

* EvaioOnto teot yia follow-up 3. Tpomomoinon TNE AYWYAC

e Juyvotnta ava 3-6 HAVeC avaloya tnv mepttwon
e  KAwLKA onuavtikn emdeivwon:
* FVC<5%n/kat DLCO <10% &vtocg £toucl?2

2. HRCT
e JuvnOwc emi KAVIKNAC emdeivwong
e Juxvotnta ava >12 pnveg

3. AMAeg dokipaoieg (r.x. 6MWT, ABG, Echo)

1Khanna D et al. J Rheumatol 2015
2 Goh NS et al, Arthritis&Rheumatol 2017



Oteila Avamnvevotikn Emtdeivwon kata to follow-up

ARF in known chronic ILD

Triggered (e.g. Occult
infection, micro-aspiration,
post-procedural)

Pulmonary
embolism

Identifiable NO AE-ILD
contributing factors? - -
l Idiopathic
YES
| | I | | |
Congestive heart failure / Infection Drug induced Diffuse Alveolar
Fluid overload Pneumothorax lung toxicity Haemorrhage

D-dimer test

If positive,
angioCT

Thoracic imaging

Thoracic imaging (search
for signs such as Kerley B
lines, cardiomegaly,
bilateral pleural effusion)
proBNP / NT-proBNP

Echocardiography

Complete blooad cell count

C-reactive protein and
procalcitonin

Microbiological analysis
including blood culture,
sputum or BAS culture, S.
pneumoniae and Legionella
urine antigens and
Influenza virus diagnostic
tests, during influenza
season

If immunosuppression is
present or suspected
consider further
microbiological work-up
(e.g. pneumocystis and
respiratory viruses RT-PCR
on BAL)

Thoracic
imaging

Investigate new
and usual drugs

Blood cell count (search for
drop in hematocrit and
hemoglobin concentration)

a1 o,

Thoracic imaging (search
for bilateral centrally-
distributed ground glass or
consolidation)

FBS + BAL cytology (search
for >20% hemosiderin-
laden macrophages)

EruntAokn pe Nvevpovikn Yréptoon
(opadacg1n 3)

Faverio et al. BMC Pulmonary Medicine (2018)



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Inhaled Treprostinil in Pulmonary Hypertension
Due to Interstitial Lung Disease

* RCT pe 326 aoBeveic pe PH opadac 3 Aoyw ILD (22.1%
CTD-ILD) =2 inh Treprostenil vs PBO

* AnoteAéoporta:

* BeAtiwon 6MWD ctouc 4 piveg (p<0.01)
Meilwon NT-proBNP (p<0.01)
Meiwon 39% otnv KAk endeivwon (p =0.04)

Meiwon otov kivbuvo £€apong unokeipevng ILD
(43 [26.4%)] vs.63 [38.7%]; P = 0.02)

Napopoia enintwon SAEs

PH Aoyw ILD — INCREASE study

o Observed % MMRM o MCMC

Inhaled
30+ 121
25 12? treprostinil‘l
E 204 | |
£ 154
9 104
@
g " 120
= O-tomems - —— - e e ]3] = 12] e S5
£ 104 T IT Placebo ‘
v
-15-
-20 I I I I
0 8 12 16
Week
Figure 2. Mean Change from Baseline in Peak 6-Minute Walk Distance
through Week 16.

Etontveopevn Tpenpooteviln paivetal amoteAsopatikng otnv Katnyopia acBevwv pe PH opddac 3

Waxman A et al. N Eng J Med 2021; 384:4



NEoL Beparmevtikol otoxol?

Immunomodulatory | Fibromodulatory

Inflammatory
oytokinesand |
chemokines / Pathological matrix deposition
e
: Activated fibroblast
®:
/ s ® : Pathological epithelial signals
tholog macrophage nals . « Pamrevivmab
?:ocilizumk:tl) 9 / : Pl b‘°t'c \ % - PLN-74809"
; Cytokines « Senolytics*
Macrophage :
: Epithelial cell
: dysfunctlon
‘ Pathological macrophage signals
P ical Profibrotic AEC2 « Pentraxin 2
athological lymphocyte signals ' macrophage b )
- Gyclophosphamide : R
- Azathioprine . Jaktmlb
« Mycophenolate « TDh139”
« Tofacitinib*
« Abatacept Pathological mesenchymal signals

« Nintedanib*
« Pirfenidone*t
«TRK-250

« ND-LO2-50201
« BMS-986278

Fibroblast focus

Pathological B-cell signals - KD025
- Rm.uxuma? - Setanaxib*
« Ixazomib . CC-90001*

Kerri A Johannson et al, The Lancet Respiratory Medicine Series 2021



ABSTRACT NUMBER: 0520

Combination Therapy of Mycophenolate Mofetil and

S LS I | I : M M F + Pi rfe rido ne vs M M F + P BO Pirfenidone vs. Mycophenolate Alone: Results from the

Scleroderma Lung Study I11

Dinesh Khanna', Cathie Spino?, Elana Bernstein3, Jonathan Goldin?, Donald Tashkin?,
Michael roth? and On Behalf of SLS Ill Investigators?, 'Division of Rheumatology,
Department of Internal Medicine, Scleroderma Program, University of Michigan, Ann
Arbor, MlI, 2University of Michigan, Ann Arbor, Ml, 3Columbia University, New York, NY,

51 randomized -Recruitment was prematurely stopped “University of California Los Angeles, Los Angeles, CA
. . Meeting: ACR Convergence 2022
due tO COVID'lg and the ImpaCt Of prlor drug treatment Keywords: clinical trial, interstitial lung disease, Systemic sclerosis

ligibilit
Fig 1: Change in FVC% over 18 months. Estimates are based on a linear mixed effects model, adjusting for prior MMF exposure and baseline FVC%.

* MMF+Plac
* MMF+PFD

Change (95% CI) from Baseline in FVC-%

0 ee

21
Follow-up (Months)

Conclusions:

e Upfront combination therapy (MMF+PFD) more rapid improvement in the FVC% (0-6 mo) but with a similar overall
improvement over 18 mo

 Changes in HRCT outcomes and patient-reported outcomes tended to favor MMF+PFD




Protocol

Open access

BM) Open A randomised, open-label trial to assess
the optimal treatment strategy in early
diffuse cutaneous systemic sclerosis: the

UPSIDE study protocol

Am A
Upfront HSCT

I A
Randomisation

AmB
Immunosuppressive
freatment

1

1, Mobiisation: CYC 1x2grim2, G-CSF

2. Leukapheresis, CD34+ selection

3, Conditioning: CYC200mglkg, ATG 7.5mg/kg
4, Reinfuslon CD34+ cells

e

1, 1v. GYG pulses 12m (monthly, 9 g/m2 cum.)
2, MMF at least 12m (daily, max dose 3gr)

Spierings J, et al. BMJ Open 2021;



ZUMTEPAOHOTA

Anapaitntn cuvepyaoia pe MveupovoAoyo, AKTIVOAOYO.

Screening o€ 0Aou¢ Touc acBeveig pe SScl

EEOTOLKEVEVN DepaTEUTLKI) TIPOCEYYLON:
* Avoootpormolntikd: Loxupa dedopeva yia MMF, CY, RTX, TCZ

* Avti-wvwtika — Nintedanib: mpwipn xopiynon o€ 6Aoug touc aicBeveic elOLKA e
NMPoodeUTIKO dalVOTUTIO

AVOLEVOVTOL OCNUOVTLKEC SNUOCLEVOELG 0TO £yYUC LEANOV (VEa dappaka, cuvduaoTLKN Beparmeia
)



Euxoplotw yia tnv npoooxn cog!




