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“El tratamiento de la SSc-ILD se basa en estudios no controlados y retrospectivos”
Cheema GS et al. 2001

“Ningin tratamiento ha demostrado en un ensayo prospectivo, aleatorizado, doble
ciego y controlado con placebo resolver la inflamacion pulmonar o prevenir la fibrosis
pulmonar progresiva en la esclerodermia.”.

White B et al. 2003
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“Los estudios apoyan, pero no prueban, la eficacia del tratamiento con CF para prevenir
el deterioro de lIa funcion pulmonary la muerte.”. White B et al. 2003

“La CF ha sido el principal farmaco utilizado en la enfermedad pulmonar temprana con
alveolitis”. SteenV. 2006
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Scleroderma Lung Study (SLS) 1

-RCT, 145 pacientes con SSc y:
*Inicio del primer sintoma no Raynaud <7 anos
*Alveolitis activa en el LBA o TCAR.
*Disnea grado 2
*CVF 45-85%.
-CFvo (dosis max 2 mg/kg/d) vs placebo, 12 m.
-Resultados:
*Diferencia de CVF entre grupos: 2.53% a favor de CF (p <0.03).
*Diferencia de TLC entre grupos: 4.09% a favor de CF (p 0.026).
*1 Fibrosis pulmonar en + pacientes con placebo vs CF (26 vs 14%; p 0.014).

Tashkin DP etal. 2006 ¢
Goldin J et al. 2009 Jfg
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Maximal Fibrosis Score at Baseline
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Scleroderma Lung Study (SLS) 1

A B ;4
#® Placebo ® Placebo
70 o CYC o CYC
72
e
O =
B g
E 68 — T 70
o S
= X
& Q 68
o 66— =
- -]
@
2 B 66
w S
= )
2 644 < N Placebo 66 58 62 48 52 45 52
N Placebo 70 65 65 55 56 51 55 64 -| NCYC 66 58 65 53 51 46 54
NCYC 87 B4 66 57 52 51 54 P value 0.4979 0.0192 0.0432 0.1228 0.0072 0.0799 0.4285
P value 0.8053 0.0783 0.0400 0.3212 0.0107 04793 04223
1 | T I T I I T T T | | T |
5] g 12 15 18 21 24 6 9 12 15 18 21 24

Follow up time (month) Follow up time (month)

Tashkin DP et al. 2007




XV| REUNION
GEAS 2023 SeVi I Ia | Hotel Silken

GRUPO DE ENEERMEDADES 28-29 Septiembre | Al Andalus

AUTOINMUNES SISTEMICAS

FAST

-RCT, 45 pacientes con SSc y fibrosis pulmonar.
-Placebo vs ttm activo:
*GC dosis bajas
*CF iv (6 m, induccion, 600 mg/m2) >> AZA (6 m, mantenimiento, 2’5 mg/kg,
max 200 mg/d).
-Evaluacion a 12 m.
-Resultados:
*Diferencia de CVF entre grupos: 5’5% a favor de ttm (p 0.08).
*Mejoria de fibrosis (TCAR) en 40 vs 20% a favor de ttm (NS).

Hoyles RK et al. 2006 J’E'-'
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CFiv + AZA, 2 anos

-Estudio retrospectivo, 27 pacientes con fibrosis pulmonar progresiva. CFiv 6 m + AZA 18 m.

Variable
Period 1 Period 2 No. of Patients Evolution Period 1, Evolution Period 2, Wilcoxon Signed-Rank
Median (IQR), Median (IQR), p
% per year % per year
FVC M—x to MO MO to M6 23 -15.5 (7.3) +3.0 (24.6) 0.004
M—x to MO MO to M24 23 —-15.5 (7.5) +1.0 (10.4) 0.005
MO to M6 M6 to M24 21 +1.0 (10.4) —0.0(5.0) 0.430
TLC M-—x to MO MO to M6 26 —10.0 (15.16) +2.0 (13.5) 0.003
M—x to m0 MO to M24 21 —10.0 (15.16) +0.1 (6.0) 0.002
MO to M6 M6 to M24 21 +2.0 (13.5) +0.0 (6.6) 0.272
DLCO  M-xto MO MO to M6 19 —11.5 (18.3) +0.0 (14.0) 0.023
M-—x to MO MO to M24 13 —11.5 (18.3) +0.1 (3.0) 0.021
MO to M6 M6 to M24 11 +0.0 (14.0) —0.7 (2.6) 0.638

Berezne et al. 2008 }F
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Recomendaciones EULAR 2009.

9. In view of the results from two high-quality RCT and despite
its known toxicity, cyclophosphamide should be considered for
the treatment of SSc-related interstitial lung disease (SSc-ILD).

There was unanimous consensus about the cyclophosphamide
dose and duration of treatment to be tailored individually

Kowal-Bielecka O et al. 2009 %
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Trasplante de progenitores hematopoyéticos en SSc-ILD. ASSIST

-Estudio abierto, randomizado; dcSSc precoz (<4 a) con afectacion organica (P, C o Gl).
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Trasplante de progenitores hematopoyéticos en SSc-ILD. ASTIS

-Estudio abierto, randomizado; dcSSc precoz (<4 a) con afectacion organica (P, C o R).

| TP M-

Ne° pacientes
ILD (TC) 86,8% 79,7%
CVF basal 81,7% 81,1% NS
A CVF (24 m) +6,3% -2,8% 0,004

van Laar JM et al. 2014 }ﬁ
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Trasplante de progenitores hematopoyéticos en SSc-ILD. ASTIS
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Recomendaciones EULAR 2017.

(10) In view of the results from two high-quality RCTs and
despite its known toxicity, eyclophosphamide should be consid-
ered for treatment of SSc-related interstitial lung disease
(§Sc-ILD), in particular for patients with SSc with progressive
ILD (strength of recommendation: A).

HSCT

should be considered for the treatment of selected patients with

rapidly progressive SSc¢ at risk of organ failure. In view of the
high risk of treatment-related side effects and of early
treatment-related mortality, careful selection of patients with
SSc for this kind of treatment and the experience of the medical
team are of key importance (strength of recommendation: A).

Kowal-Bielecka O et al. 2017
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Scleroderma Lung Study (SLS) 2.

-RCT, 142 pacientes con SSc y:
*Alveolitis activa en TCAR.
*Inicio del primer sintoma no Raynaud <7 anos
*Disnea grado 2
*CVF 45-85%.
-MMF (2 a) vs CFvo (1 a) >>> placebo (1 a).

Tashkin DP et al. 2016 }/5
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Metaanalisis de MMF vs CF.
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RTX vs CFiv

-Estudio prospectivo, randomizado y abierto.

-64 Pacientes con dcSSc precoz (<3 anos) e ILD (TC), 80% > CVF 2 45%.

-CFiv mensual (500 mg/m2) vs RTX (1 g x2, quincenal). Todos con GC (10 mg/d).
-Evaluacion a 6 meses.

A CVF +6,22% -1,19% 0,003
Pacientes con A CVF > +10% 26.7% 6.7% 0.038

Sircar G et al. 2018 }F
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RTX anadido a MMF

-Retrospectivo, 24 pacientes. SSc-ILD progresiva, rescate de RTX anadido a MMF + GC de base.
-Esquema RTX: 1g x2 (quincenal), repetido tras 6 m.

| 2aniospreRTX | 12mpost-RTX [l

A CVF -12,9% +8.8% (p 0,001) 80
70

ADLCO -12,5% +4.6% (p 0,018) 60 P = = Improvenyent
:2 _‘_| [ | @ Stabilization
a0 B Worsening
20 17

Beneficio mantenido a 2y 3 aiios T e I e = W
%pFVC %pDLCO HRCT

NarvaezJ et al. 2020 }F
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RTX en SS-ILD. Metaanalisis.

FVC >12 months FVC Baseline Weight Weight
Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl (fixed) (random)
Thiebaut 2018 7 8050 20.0800 7 76.75 30.6000 ; 375[-2752,3502] 04% 0.7%
San 2017 14 5840 13.1000 14 5370 12.6000 __".:_ 470 [4.821422] 47% 59%
Lepn 2016 21 B9.00 120000 23 83.00 95000 L) 6.00 [D.44:12.44] 104% 9.9%
Fraticelli 2018 15 89.70 186000 15 8240 17.3000 ——'g— 7.30 [-555,20.15] 26% 3.6%
Daoussis 2017 33 8320 190500 33 8060 21.2100 —TE— 260 [-7.13;1233] 45% 2.7%
Daoussis 2010 8 75.63 19.7300 8 68.13 19.6900 ’ 750 [[11.82, 2682] 1.2% 1.8%
Bosello 2015 6 71.00 14.0000 6 64.30 13.5000 — T 6.70 [-8.86;,2226] 18% 26%
Elhai 2019 146 77.70 202000 146 76.30 19.1300 - 140 [-311;, 591] 211% 14 0%
Fitzgerald 2015 5 84.50 15.2000 6 7490 B.7000 ——E-— 960 [-543,2463] 19% 2.8%
Ananieva 2018 71 B259 206500 71 ¥7.35 19.9000 L 524 [-1.431191] 97% 9.5%
Ananieva 2013 30 7700 198000 27 70.00 17.8000 o - 00 [-2.76,16.75] 4.5% 5.6%
Desinova 2012 9 8560 13.3000 9 7660 96000 T—i—— 900 [1.72,1972] 37% 4 9%
Koneva 2018 42 8200 21.8000 42 73.20 18.8000 — 880 [ 0091751 57% 6.7%
Koneva 2015 54 B250 222000 54 74.50 19.6000 ; 8.00 [ 0.10;1590] 6.9% 76%
Onat 2016 39 9210 17.0000 39 8640 21.0000 == 570 [-2.78;1418] 6.0% 6.9%
Mozaedi_fuerst 2014 5 89500 32000 5 7200 52000 ¢ — 17.00 [11.65,22.35] 15.0% 12 0%
Fixed effect model 505 505 < 6.95 [ 4.88; 9.02] 100.0% -
Random effects model - 7.03 [ 4.37; 9.70] - 100.0%
Prediction interval — | _| | [ 0.34; 13.73]

Heterogeneity I* = 30%, ©° = 7.9025, p=013
30 20 10 0O 10 20 30

Difference in mean response of FVC Baseline and FVC = 12 months

Rudra P et al. 2021
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RTX vs CFiven CTD-ILD. Estudio RECITAL

-RCT, 101 pacientes con CTD-ILD grave o progresiva (a criterio de investigadores); SSc 38%.
-RTX (1 g dias 0y 14) vs CFiv (600 mg/m2/4 sem, 6 dosis). GC a criterio médico.

400 —@- Cyclophosphamide

Resultados de RTX comparado con CF 5 s - Hnma -
24sem  -40 ml (NS) z o | .
A ajustado CVF g 0T 171 T I T A I
48sem  -58 ml(NS) - A r
S 100 | | - 4
Exposicion a GC -12,3% 9 a - :'----I" n L
; o4 -4 --f'___I ______ ____"____'_' ______________________________
Resultados consistentes paratodasCTD & o= | = =
(SSc, MIl, EMTC). .

I I I |
) 12 24 36 48 @
Time (weeks)
MaherTM etal. 2023 /=
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Antifibroticos en SSc-ILD. Nitedanib. SENSCIS.

-RCT, 576 pacientes. SSc precoz (<7 a). Fibrosis pulmonar 210% (TC). CVF 240% y DLCO 230%.

-Nintedanib 150 mg/12 h vs placebo, 52 sem.
-Se permitio MMF (estable 26 m, 48,4%) y prednisona <10 mg/d.

Difference, 41.0 ml/yr (95% Cl, 2.9 to 79.0)

P—0.04 o 20—
Oy - - ey — — — = =~ — = — ]

= @ O e
_E _204 @ 4 ) .
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£ E _404 4 .
g 40 v E 1
s =
s SU 60 1
‘5 60 UL T
2 2= -80- 1
< 327
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% _100 s -120
ﬁ E _140 1 1 1 1 1 1 1

~120 0 2 4 6 12 24 36 52

Nintedanib Placebo
(N=287) (N=288) Week

Distler O etal. 2019 /==



XV| REUNION

GEAS 2023 Sevilla | sotelsiken

GRUPO DE ENFERMEDADES 28-29 Septiembre | Al Andalus
AUTOINMUNES SISTEMICAS

Antifibroticos en SSc-ILD. Nitedanib. SENSCIS.

-Caida absoluta de CVF mayor entre no tratados con MMF.
-Diferencia porcentual ajustada similar entre tratados o no con MMF (40 vs 46%).

Patlents taking mycophenolate at baseline Patlents not taking mycophenolate at baseline
Mintedanib Placebo Nintedanib Placebo
(n=138) (n=140) (n=149) (n=148)
¥~
£ )
is . I |
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TE_,'l -80
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- o '[
2
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" |
~1407 -119-3 ,
-160 ; ;
Highland KB etal. 2021 /e
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Antifibroticos en SSc-ILD. Nitedanib. SENSCIS.

<18 months since first non-
Raynaud symptom
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Khanna D et al. 2023
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Antifibroticos en SSc-ILD. Nitedanib. SENSCIS-ON.

-Estudio OLE del SENSCIS; continuacion de nintedanib (176) vs inicio tras placebo (171 p).
-Exposicion mediana a nintedanib: 29.5 m (12.8-37).

SENSCIS SENSCIS-ON
Nintedanib Placebo Continued nintedanib Initiated nintedanib
o n=241 n=257 o n=176 n=171
o FVC (mL) increase 216% [l Continued nintedanib (n=176)
c EETTT TR
g 201 -20 - i FVC (mL) increase 210% to <15% % Initiated nintedanib (n=171)
% o : = FVC (mL) increase 25% to <10%
2% 40 -40 - S
= 93,3 -437 -44.0 FVC (mL) increase 20% to <5% 234
$T -60 1 -60 1 5.3 FVC (mL) decline >0% to <5% 26.7 58304
] [ l
-
(% i i 0, <109
m(_}) 80 | 80 | FVC (mL) decline >5% to =10%
[ RTS
= FVC (mL) decline >10% to $15%
[1]
-100 - [ -100 -
= FVC (mL) decline >15%
-104.8 . . : : ; . . ,
120 . l 120 J 40 30 20 10 0 10 20 30 40
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Allanore Y et al. 2022



XV| REUNION
GEAS 2023 SeVi I Ia | Hotel Silken

GRUPO DE ENFERMEDADES 28-29 Septiembre | Al Andalus

AUTOINMUNES SISTEMICAS

TCZ en SS-ILD: focuSSced

-RCT; dcSS precoz (<5 a) activa (progresion cutaneay reactantes altos).
-Exclusion si CVF £55% o DLCO s45%.
-212 Pacientes. TCZ sc vs placebo, 48 sem; 65% con ILD en TCAR

Waorsening (decrease in Mo decline (increase in
= 37 & Placebo (n=68) FVC% predicted) FVC% predicted)
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TCZ en SS-ILD: focuSSced (OLE)

-Datos de eficaciay seguridad a largo plazo (48 sem doble ciego + 48 sem abierto).
-Cambio medio de CVF en periodo abierto (ILD): 0.9% en PBO-TCZy -0.4% en TCZ-TCZ.
-Similar % de pacientes de cada grupo mejoro o empeoro la CVF durante el periodo abierto

O B ) Worsening (decrease in ppFVC) No Decline (increase in ppFVC) _
S o |
W : 100 7 — PBO (n = 50) ' ; -
e oodFT___l___ ool L - T L. — TCZ (n=59)
o - | 801 — PBOL,OL TCZ (n=50) 220,
= o4 1. . . TCZ5OLTCZ (n=53)
L] ™ - - o~ 60 3
8 - g 51%
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e ) o L 5 40 47%
E T g
e -4- PBO -4-PBO—-0OL TCZ 20 1 o
£
g _g|-a- TCZ TCZ—-OLTCZ == %
Q T T T T : T T 0 . : | } | .

8 16 24 36 48 72 96 -40 -30 -20 -10 0 10 20
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Khanna D et al. 2022 /F
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Trasplante de progenitores hematopoyéticos en SSc-ILD. SCOT

-RCT. SSc precoz (<5 anos) con ILD o afeccion renal.

-TAPH mieloablativo vs Cfivx12 m; seguimiento minimo 54 m (max: 72 m).

-Evaluacion: Global rank composite score (GRCS), con datos jerarquizados de evolucion:
*Muerte.
*Supervivencia libre de eventos (respiratorio, renal o cardiaco).
*CVF, mRSS e indice de discapacidad del cuestionario HAQ (mejor, estable o peor).

Sullivan KM et al. 2018 }/5
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Trasplante de progenitores hematopoyéticos en SSc-ILD. SCOT

Transplantation Cyclophosphamide

Q
— E 3 Transplantation
'E ﬂE = o~ Il 1 1811
a E E % I 111 IILl_|_|
o e— o = &
g + o &
] T 4= £ -
. - =2 - -=4=-t--Hi
25 1304 Cyclophosphamide
28 0
a 104 P=0.06 by log-rank test
) - ﬂ | | | | || | |
Survival EFS| FVC |HAQ- mRSS Survival EFS| FVC | HAQ- mRSS 0 1 2 3 4 5 6 7
status status | score status status | score . N
Years since Randomization
Compbonent Combonent

Sullivan KM et al. 2018
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2023 ACR Guideline for the Treatment of ILD in People with Systemic
Autoimmune Rheumatic Disease. Summary.

y Y Systemic Sclerosis
Preferred | Mycophenolate’ @ Mycophenolate Y
Tocilizumab Rituximab
First-line ILD Rituximab /f” - | _ “\\ o Nintedanib*
therapy | People with progression of o t_::‘: Tocilizumab
. | \ ILD on first ILD therapy’ ’ pel Cyclophosphamide
Additional | Cyclophosphamide = — AHSCT referral at
options Nintedanib v \_experienced center /

Strong against
Additional long-term GCs
o Strong Considerations

Glucocorticoids BT E

: \_ Azathioprine 4 [ Add or Switch Therapy' ]

Refe

against GCs
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Propuesta de expertos sobre ttm de SSc-ILD.

CLiNICA:

SUBCLINICA:
-Asintomatica
-Alteraciones minimas TC
-PFR normal o estable

-Sintomatica
-Alteraciones leves a intensas en TC
-CVFy/0 DLCO bajos o | significativa

ALTO RIESGO PROGRESION. SSc precoz con: BAJO RIESGO PROGRESION
-Enfermedad cutanea progresiva

-Reactantes 1
-Anti-Scl70 Monitorizacion
TTM 12 LINEA:
TCZ :
-MME Progresion

-CF Khanna D et al. 2022 }F
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Expert opinion on the management of SSc-ILD.

Sin Enf extrapulmonar activa

TTM 12 LINEA:
-MMF
-CF
-NINTE

Con enf extrapulmonar activa

TTM 12 LINEA:
-MMF
-CF
-TCZ
-RTX
|

g Progresion )

v
CAMBIO DE FARMACO

ANADIR 2° FARMACO

IS + AF 21S

v
TAPH o Tx Pulmoén

Khanna D et al. 2022 }F
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Expert opinion on the management of SSc-ILD.

Enf extrapulmonar quiescente Enf extrapulmonar activa
TTM 12 LINEA: TTM 12 LINEA:
- . . -MMF
“_"CMFF TTM de mantenimiento a largo plazo CF

-NINTE -TCZ

-RTX

v v
CAMBIO DE FARMACO ANADIR 2° FARMACO TAPH o Tx Pulmén

IS + AF 21S 1
Khanna D et al. 2022 ,_
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