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EULAR recommendations for the treatment of systemic sclerosis: 2023 update

[2023]

Organ involvement  Recommendation LoE  SoR  LoA(SD) % LoA>8
SSc-RP Dihydropyridine-type calcium antagonists, usually oral nifedipine, should be used as first-line therapy for  1a A 86(2.4) 88
SSc-RP,
PDES inhibitors should also be considered for treatment of SSc-RP. 1a A 86(2.4) 88
Intravenous iloprost should be considered for severe SSc-RP following failure of oral therapy. 1a A 9.0(1.4) 80
Digital ulcers PDES inhibitors and/or intravenous iloprost should be considered for the treatment of digital ulcers in 1a A 8.8(1.9) 92
patients with SSc.
B 1 should be considered for reduction of number of new digital ulcers in SSc. 1a A 8.0(2.5) 84
SSc-PAH Combination of PDESi and endothelin receptor antag should be considered as first-line itof 1a A 8.1(2.9) 80
SSc PAH.*
Intravenous epoprostenol should be considered for the of SSc with advanced PAH (class 1a A 7.7(3.1) 76
Il and IV)
Other prostacyclin analogues or agonists should be considered for the treatment of SS¢ PAH 1b B 7.7(3.1) 76
Riociguat can be considered for treatment of SSc PAH 1b B 8.0(24) 76
The use of anticoagulants (warfarin) for the treatment of SSc-PAH is not recommended* 2a C 8.2(2.1) 68
Renal crisis ACE inhibitors should be used immediately at diagnosis of scleroderma renal crisis 4 C 8.4(2.6) 84
SSc patients treated with glucocorticoids should have regular monitoring of blood pressure to detect 3 C 7.9(3.) 84
scleroderma renal crisis
Gastrointestinal PPI should be considered for the treatment of SSc-GERD and prevention of oesophageal ulcers and 3 B 83(2.5) 84
involvement strictures
The use of prokinetic drugs should be considered for the tr of symp ic motility disturbances  1b C 8.0(2.3) 72
related to SSc
The use of rotating antibiotics should be considered for the treatment of small intestinal bacterial 2b D 7327 60
overgrowth
Skin Methotrexate (1B), mycophenolate mofetil (MMF) (1B) andfor rituximab (1A) should be considered for lah AB 76(3.2) 72
treatment of SSc skin fibrosis*
Tocilizumab may be considered for the treatment of skin fibrosis in patients with early, inflammatory 1b C 7.2(2.) 60
deSSc*
[[£] MMEF (14), cyclophosp ide (14) or ri b (1A) should be considered for the treatment of SSc-ILD*  1a A 8.1(2.8) 88
Nintedanib should be considered alone or in combination with MMF for the treatment of SS¢-ILD* 1a A 8.5(2.5) 84
Tocili b should be considered for the of SS¢-ILD* 1b B 7.8(2.8) 76
Poor prognosis High-i y pp (usually including cyclophosphamide) followed by autologous HSCT 1a A 78(25) 68
— may be ¢ d for the of selected patients with early dcSSc and poor prognosis, in the
absence of advanced cardiorespiratory involvement
Musculoskeletal Methotrexate should be considered for the of musculoskeletal invol in SSc. 2b D 78(2.7) 80
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« Raynaud’s phenomenon
« Digital Ulcers

« PAH

« Renal Crisis

» (astrointestinal

e Skin

« ILD

« Poor Prognosis

e Musculoskeletal
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EULAR recommendations for the treatment of systemic sclerosis: 2023 update

Systemic sclerosis
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Raynaud’'s Phenomenon

Recommendation LoE | SoR | LoA (SD) | % LoA>8
e RAEY PRI T T LEREL, SSc-RPODE—5IREE la | A | 86(24) 88
PDESBEER$ SSc-RP DBEICEE T NE la A 8.6 (2.4) 88
RIVAEA LK L -EEDSSc-RPICIE, A B 70X hDiveidEt la | A | 9.0(1.4) 80
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Raynaud’s PDESFHEZ DSSc-RPD A

Phenomenon

PDESPHEZH DSSc-RPOIIEABB S MNIZT 57-8

DORRRABED A X T Y X A&2{T-> 7=,

BN R DR EL

Ann Rheum Dis 2013;72:1696—1699

122005~2012F IZEfE E N 76

A PDES-Inhibitors Placebo Mean Difference Raynaud Condition Score
Mean SD N Mean SD N  Weight IV, Fixed, 95%Cl AU 7-PDEGBEZE =
Agarwal (2010) 34 244 27 43 275 26 4.3% -0.90[-2.27,0.47] " /,‘z\//‘z 2\7 g
NILVTFH T 4L
Caglayan(2012) 316 194 47 345 2.15 47 36.7% -0.29[-0.76,0.18] —a . N
Fries (2005) 22 16 16 30 20 16 163%  -0.80[-1.51,-0.09] g LT A T4
Herrick (2011) 28 204 20 26 235 25 5.0% 0.20[-1.07,1.47] - \/)'/\\7__ 1 F 74
Schiopu(2009) 2.43 201 39 253 222 39  25.1% -0.10[-0.67,0.47) — X //‘Q? 7 A
Shenoy (2010) 3.86 225 24 52 259 24  12.6% -1.34[-2.14,-0.54] —— XRZX7 74
Total (95% Cl) 173 177 100.0%  -0.46[-0.74,-0.17] ‘
Heterogeneity: Chi? = 8.97,df = 5 (P = 0.11); I = 44% i = g 5 3
Test for overall effect:Z = 3.16 (P = 0.002) <«— FavoursPDE-5 Inhibitors FavoursPlacebo —>
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Raynaud’s

Phenomenon

Agarwal (2010)
Caglayan (2012)
Fries (2005)
Herrick (2011)
Schiopu (2009)
Shenoy (2010)

Total (95% C1)

C

Agarwal (2010)
Caglayan (2012)
Fries (2005)
Herrick (2011)
Schiopu (2009)
Shenoy (2010)

Total (95% CI)

PDESFEEREICL Y IHZ=Y DL A /

PDES-Inhibitors

Mean SD N

1.92
2.44
1.25
2.67
2.08
2.29

1.56 27
1.67 47
20 16
1.68 20
1.72 39
142 24

173

Placebo

Mean

2.84
2.89
1.86
2.75
2.1
3.37

SD

1.89
191
2.56
2.0
1.78
1.86

PDESFE

N

26
47
16
25
39
24

177

Weight

5.3%
30.1%
27.3%
4.0%
20.9%
12.5%

100.0%

——

]]thf}

Mean Difference
IV, Fixed, 95%CI

-0.92[-1.85,0.01)
-0.44[-0.83,-0.05]
-0.61[-1.02, -0.20)
-0.08[-1.16, 1.00]
-0.02 [-0.49, 0.45)
-1,08(-1.69,-0.47)

-0.49(-0.71,-0.28])

Heterogeneity: Chi* = 9.21,df =5 (P =0.10); 1 = 46%
Testfor overall effect: 2= 4.47 (P < 0.0001)

PDE5SBEZE%E |-

PDES-Inhibitors
Mean SD N

19 20.78 27
40.86 5486 47
20,75 193.0 16
40.05 38.82 20
40.61 63.81 39
33.81 386 24

173

Mean

67
54.4
373
50.6
47.0

54.89

Placebo
SO N

107.1 26
69.24 47
35.0 16
674 25
776 39
555 24

177

Weight

1.8%
25.9%
29.3%

3.7%
17.1%
22.2%

100.0%

L VIBY YL A/ —RIEDHE

Mean Difference
IV, Fixed, 95%CI

-48.00[-89.90,-6.10]
-10.54 [-21.59,0.51]
-16.61[-27.00,-6.22]
-10.55[-39.98, 18.88]
-6.39(-19.97,7.19]
-21.08 [-33.02,-9.14]

-14.62[-20.25,-9.00]

Heterogeneity: Chi*=5.71,df =5 (P =0.34); 1 = 12%
Testfor overall effect:2=5.1 (P < 0.0001)

B DSSc-RPDBEEXNE DAL

Ann Rheum Dis 2013;72:1696—1699

Daily frequency of RP attacks

«—— FavoursPDE-5 Inhibitors
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Digital Ulcers

Recommendation LoE | SoR | LoA (SD) | % LoA>8
PDESFEZEH| and/or 1 B 7 A X kivik, DUDEEICERE T NE la A 8.8 (1.9 92
FHRRDUBDEIRIC 1T, R 2 (T Pt SRS ER) 2R 15 A 8.0 (2.5) 34
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/

D|g|ta| Ulcers PDESBEEZRIC L 28R BEZ D

Table 3 Secondary end points—intention-to-treat analysis

Sildenafil Placebo
N=42 N=41 p Value
Number of DUs per patient
W0 21+14 2.5%2.1 0.24*
W4 1.5+1.2 1.9+2.0 0.22*
w8 1.2+16 1.8+2.4 0.04*
w12 0.9+1.6 1.5+2.7 0.01*
Patients with complete healing of DUs that were present at entry
W12 26 (70.3%) 23 (60.5%) 0.45*
Patients with no DUs at W12 (N; %)
W12 25 (67.6%) 18 (48.7%) 0.10*
Patients with >1 new DU having occurred between W4 and W12 (N; %)
8 (21.6%) 15 (39.5%) 0.10*

Results are expressed as mean=SD or N (%) Continuous variables are compared
between groups with Student’s t test, y” test or Fisher's exact test.

*x* test comparing the distribution of the three categories between the two groups.

DU, digital ulcer; W, week.

BEE ORI (SEDUCERER)

Ann Rheum Dis 2016;75:1009-1015.
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Raynaud’'s Phenomenon AND Digital Ulcers

Bl M/ —HBREBREEEDBET
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Control of RP

Patient Reported)

\
No (or Side Effects or DU) [ Digital Ulcer Disease]

RN { ------- 1 | |mrmmmmmr e e e - l _______________
1 Consider PDESi | ! | Consider PDESi and/or Intravenous lloprost for healing
:_alone or in combination N [[EEEm RS i A l ---------------

e S e s e S S e O s i i U

1 Consider Bosentan and/or PDESi for prevention of new DU :
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Pulmonary Arterial Hypertension

Recommendation LoE | SoR | LoA (SD) | % LoA>8
PDE5i & ERADHEA %, SSc-PAHDE—EIRAE L L TIRETan3 la A | 8.1(2.9) 80
%\g;;%AH(73XIIIEJ:ZNV)L:H,Iﬂ‘f7°lZIZ7_‘/—)l/iv7E%)§a'§_% la Al 776D 26
MOT7AXZY A7) VEEUELERT IHENDH D 1b B 7.7 (3.1) 76
)47 7 ~IESSc-PAHDBEICEETE S 1b B 8.0 (2.4) 76
SSc-PAHDBEERICHERER(WH A2 ERT 2 2 & 3B NS 2a C 8.2 (2.1) 68

« AMBITIONEER(Z X Z 7 4 IL+T > 7> &) Dpost hocki#fT T, AL ITERRRIKIK

DY RTMED > Tz

o PATIENT-1:82<T, VA>T 77 b (cGMPEA{ELEE) Z6MWDM{TEIRE, WHO functional class

DHEICHE.
« SSc-PAHD BETHARRBIZEZFEA L /C0RTERA LR LT




SSc-PAH SSc-PAHMDE—FIRNEFL ¢ L TPDEFEESR T NE Y v SB/IK
TOdZXMDOHFRZITIREETINS,

N Engl J Med 2015;373:834-44.

A Combination Therapy vs. Pooled Monotherapy C Combination Therapy vs. Tadalafil Monotherapy - =
g 100 3 g = 'fﬂ:ﬁﬁ %/f
£ \ - § 20 ~ . ombination therapy
: g7
° -'- .‘. = . ° v I W o 1
2 . - ———— z 60 '_/\ Tadalafil monothefapy
S fed monotherapy =
LT 2 40-
£ € \
8 0] Hazard ratio, 0.50 (95% Cl, 0.35-0.72) & 20 Hazardratio, 053 (95% Cl, 0.34-0.83)
2 P<0.001 € P=0)005
e 5 = 0
1 1 | 1 I I T 1 T T T T T T T 1
1] 24 43 72 %6 120 144 168 192 0 24 48 72 96 120 144 168 192
Weeks Weeks
No. at Risk No. at Risk
Combination therapy 253 229 18 145 106 71 36 4 Combination therapy 253 229 186 145 106 71 36 <
Pooled monotherapy 247 209 155 108 77 49 25 5 Tadalafil monotherapy 121 103 74 51 38 26 11 2

B Combination Therapy vs. Ambrisentan Monotherapy

g T _ﬁﬁ%i B3E MBS MEED ZE (WHORRE I EX /X ET, Ak
A 7 L) 5004 (CTD,%\% : 187/500%)

: NN Ty TV &y+ 2857 4 VHBEEDEREDRE
T TV R 10mgt R T 7 4)L 40 mg

;:;- 20 ?fé.’égl““” 0.48 (95% Cl, 0.31-0.72) - 7 7“ > %210 mg + 703 n /j_\

% % % w3 % 5 % b 1w - X ﬁ? 7 14140 mg + 703 g<N

| Weeks FEIYFRAY MIFHEDA XY b E TORMA
?:éztn?;:ntherapy 253 229 18 145 106 71 36 - 94 /\\\\/ F%E‘iﬁ%%%:&) /)T,fjlll:)zﬁ%;\ff\\a&%

Ambrisentan 126 104 81 57 39 23 14 3

monotheray Z O IZBNP{E T, Clinical response b BEEIIE T 5

- HEIAE LB L THAREDNMERNTH S



in 6-Minute Walk Distance (m)

Change from Baseline

SSc-PAH

AT

N ESSc-PAHD B E L TERETE 5,

N Engl J Med 2013;369:330-40.

BE CHEHAEFIIEZETHEDPDESHES,
ERAX 7z I3 Ol K =5 DPAHEEAL43 AN
(WHORDSENE =13 11 E)
MAN T UF> 7T h2smg, VA7 b1.5mg
vs/ 7t iR
FEITYRRA Vb 6eDBEHITEHEEONE

) F 77 bg5REET209%., 77 EHREET
14.4% W elFE % R L 7o, %121_ VA>T T b
BEE 7 e ARBRICHANTHEEICHE LT

CTD-PAHZHIH L 7=sub groupf&tfrcH U A >
T NETHEERDOTE Y WEDEN2E
HEfc T A2 EhmMEINTWAS
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Pulmonary Arterial Hypertension

PAH treatment

7Oy X L

WHO class |l
or ERS Low/intermediate
Risk

o ———
| I Continue treatment |

/ —| Patient without [—| SS¢-PAH

WHO class llIl/IV

Patient already \

on PDE5i and/or Bosentan for DU

or ERS intermediate/High 3-6 months
Risk FU

WHO class llI/IV
or ERS intermediate/ High
Risk




Renal Crisis

Recommendation LoE | SoR | LoA (SD) | % LoA>8
Bl —tvEZManN/-noELICACEHEEREZFEHIT X 3 C 8.4 (2.6) 84
> - N NVANY = \ =] B2 —
AN F A RPICEBEEAZZITTWASScEHFEIXBE 7Y —tE%2 5 14 A 77 (3.1) 26

DIFH7HICERNGIEE=RY 72 NE

« RCTHFELGWD, ACEREEMEFERKE L TEASNTURRTENRBLNED

.

AN T AL FOREADMEYITHD EEZEZONDHEICEET ) —EORAER DO

ICMEDOTERARE=ZRY > 7 HH#EE.




Gastrointestinal involvement

Recommendation LoE | SoR | LoA (SD) | % LoA>8
BB Ay A - S AN e /X Zo — =

iS;@%E B REDBES X UOBEEES/EEDFHICIZPPIZ#&E R 3 B 8.3 (2.5) 34

S&E%ﬁLtﬁﬁﬁ@%k%ﬁ@%%@%ﬁﬂHﬁ@ﬁﬁ%@ﬁ%% 1b C 3.0 (2.3) 79
ZRINZX

NEAROFHEBFEIEIEDBEICIITMIEEA—T—>a vy 2EE T NE 2b D 7.3 (2.7) 60

e BEEURIEDEEETCIZPPIIEETCEROI Y PA—IILEBESFHED FEHIC san:of
EE SRy

o BEMEERDEMI(IC

o NEHEBRIFIEDBED S bR 5PRL L

BREEFREE.

EWIERDONER EBHTH > 7:




Skin

Recommendation LoE | SoR | LoA (SD) | % LoA>8
SSCHEBRMIEDEEICIZIX M LY — F(AB). MMF(IB) B LY/ F
FIEU YRS TANEEET R E ta-b | A/B | 76(3.2) 12
2 > : ASh| == = ORI S BEICER
o) X< T BEER D XAEMACSScEE O K EBIRHEDEEICEER I N 1b C 72 (2.1) 60

%

« SLSIIEER & post hocBrHASMMFIZ> 7074+ RX 7 7 2 FERFDHMRETEEEND
e MTX, MMF, 287 #X7 7 3 K TSScOBEEMREINRETH > 7-
« DESIRESEEETTY Vx> w7 IESScEEICEWERNE et ra R L 72

« faSScinateE & CSScOFEBIERICT L T U XX 3B ZEAZRL T

« JARREstudy TIVIGIZ & 2SScORBIERAED V. BIMEZRHODICT ZERL2MERHNE




Skin SSCREMEE DBEICIEMMF, CYABMTH 5,
Lancet Respir Med 2016;4:708-19.

BE  BERDSSc-ILD

B
| | BE

B Mycophenolate mofetil B Cyclophosphamide A
' A A 70 73 X

13 73-6% _ N
g to-12— I >§ 7 7 : I\ VSI\/”\/”:
LEBIVRFRA b
1to-4-

) MMFAYpoCY & W 24
| B%FVCEEICHE

..--
i ! == m? FTBETY RHFEA Y M EEE

29— Mycophenolate mofetil 4]
—— Cyclophosphamide 17 D%
T T T |
0 3 6 9 12 15 182 21 24 15

Number of patients Follow-up (months) Numberofpatlents L fd: 75\ ) 7": 75§\ I\/l I\/l F %) po CY

Mycophenolate 69 65 60 54 58 51 50 49 53

Cyclophospkl:;ﬁctlz 73 65 58 54 55 45 47 40 53 :E) n¥ Hﬂ(@%ﬁb%a&

Change in mRSS

o4  113%

T
PasEaI2(]

FEBEILLERI Eﬁ(% L 72,

BEERITMMFEA 7 L




Skin SSCHEMFMIEICHTAX ML FHY—F, MMF, 2707 %
277N EeBECRFOHENEEZ T,
Ann Rbheum Dis 2017:76:1207-18. .

o Estimated change after 12 months in adjusted model

=1 | BE  BHDJcSScEE326%
il l ! A T MTX, MMF, CY
MNAEDOMRSSD LB

7 MTX, MMF, CYTAXTD
" BRI TMR S SIEEPAICH
I Mycophenolate mofetil CyFiophosphamice No immunosuppressant %'ﬂ:ﬁﬂ 7& /j__\ L/ 7L: o

AENROBEEEITEL

Frequency

Density estimate of change$

ms———  Average change




Skin SSCREEBISHMEDEEICITY Y X TTAERBINETH S,

Double-blind phase Open-label extension

— Rituximab
— Placebo

“10 1 I l‘ 1
0 4 12 24 28 36 48

Number of patients Wee's
Rituximab 28 28 28 27 26 25 24
Placebo 26 26 22 22 20 19 19

Change from baseline in mRSS

Lancet Rheumato/2021:3:e489-97.

BE  mRSSHAI0UETH Y.

o BLUEDEGFENARFEIND

SScE&EDH64

MUY F2 < 7375mg/m?
vs 7 7 ER

TAERIIR24:8% ODmMRSSDOZEA1L

YRS TENT S ERBEL
b L CTEALICEHEAR R L 7=,
(-6.30 vs2.14 : p<0.0001)



Skin U X2 7 RHA D RIEMEdcSScBE O KB HRHMEE D /A% IC

%f% N5, Lancet Respir Med 2020;8:963—74.

B2 ; mRSS>15.500dcSScEE874
MA PR T EBE s 774 h

o) X< EEREEE 7T REETmMRSSD
BN I EAL = 1R 5T

ol —— Placebo mRSS’C St l‘ D2 U XV 7\\E$T 703’127J_\E$é_’_ Jit
;2 - Tocilizumab $ L T{E'T_L &%%H—\ Lj—\_o
o 8 16 24 36 48 (-3.55 95%ClI -7.23~0.12 p=0.0579)

Time (weeks)

Change from baseline in mRSS, LSM (95% Cl)

Placebo Tocilizumab
n=106 n=104

LSM change from baseline at -4-4 -6-1 -1.7 (95% C1-3-8 to 0-3); Ak
week 48 (primary outcome) p=0-10 '_._I li i) EE_L S ﬂﬁ%ﬁ Ii 75\%%,—_.—\ N5 ED
LSM change from baseline at -31 -37 -0-6 (95% Cl1-2-3t0 1-0); b :HJ l_ﬁ' X 7f’L 7”: o

week 24 (exploratory outcome) nominal p=0-45



ILD

Recommendation LoE | SoR | LoA (SD) | % LoA>8
oA 74ZX77 3K (1A). MMFAA). U< (1A)1£SSc-
ILDDOEEICEREINS, la A 8.1(2.8) 33
— VTR Z_T7ESSc-ILDEEICH W TEME L /- IZTMMF & OB 1a A 8.5 (2.5) 34
EEERT DLELDH S A
o) X< 71ESSc-ILDDEEERE L TEBT H2MHENH 1b B 7.8(2.8) 16

SLSIIEETMMF, 278 74X 773 FOEEMNRIIEZE.ZAEIIMMFD R 1.

RECTIALERER T Y XT3 7R 74X 77 3 REBEDRIIFETCEEERAD AW

SENSCISEHER T= > 7T X = 7IZ X BFVCET =0 L 7-.

SENSCISFER, INBUILDFEER T b2 ) X< 7REREEN 7 7 REE L LEER L TEA.




ILD - MMF, >4 07 +X7 73 FIZSSc-ILDDBEICERI NS,
Lancet Respir Med 2016;4:708-19.

= :?yﬁ;mdhi:ﬂ:f'u A Al patients with 24 months data
B Mycophenolate mofetd [l Cyclopbosphamade == . =l _ ==]
N R YT BE I HEROSScILDEE
s NATRAYIATART7 7 IF
3 & . &
¥ 684 3 Sto9+ 3 vsMMF
§ A , FEIYFERA Y MMEY
g o s o . poCY&X W 2FERFVCHERICE
6e g ~10 o ~14 >§
N N N [¢] ~ N ~
; 18- O FEIVRFRAMEERELS

°I Tt § 1 N R I % M > 12 HMMF % poCY TRFVCD

|
3 6 9 12 15 18 Il 24

TR A Followsop (noniin) Number aof patients %'fb (/: ﬁ%% Lj: 7(_&: L/

Mycophenolate 69 64 60 54 59 51 49 W a3

moéetd

Cydophosphamide 72 62 56 51 31 44 46 40 = MMF\ poCY;EL:H?I&?l‘%ﬁELiﬁ%
ICWEIED
BEERIIMMFEA D75 0



Change in FYCatweek 24vsbaseline (ml)

Change in FVC from baseline (ml.)

ILD SAE D

300~

250+

200+

S5,

Difference -40 mL
(95% C1-153 to 74), p=0-49

I
Cycdlophosphamide Rituximab

~@- Cyclophosphamide
~@- Rituximab

1 | 1
12 24 36 498

Time (weeks)

SO0 74X 773 KZSSc-ILDDBEICEE
Lancet Respir Med 2023;11:45-54.

B . CTD-ILD&E#EH (SScE#37
ZEELITH)
MAN:>7B874#XT7 73R
(CY) vsU x> <7 (RTX)
FEIT Y RRA b 208
D%FVCDZEAY

FTEITVRRAY MIFREL A
N ->7=HRTX, CYTUFVCDHZEA1L
ICBEEIZRL

RTX. CYFIZMIRseE (2B &I
EIH S
BEERIZIRTXHA DAL

RTX. CY. MMF W3 NnEHILDD

EEICEEZRL TWA,




ILD =V F R =7 1FSSc-ILDEBEIC B W T EME LR - IZMMF & @

1%%{%%%%)% N3, (SENSCISEER)
N Engl ) Med 2019;380:2518-28

A B
Difference, 41.0 ml/yr (95% C1, 2.9 to 73.0)
P=0.04 Mean, -50.7 ml fyr Mean, -95.1 mifyr

OT---@maaag -~ --~-rrecoo--- 1000 . NERS
£ s ~ e B BIEIRDSSc-ILDEH
¢ ] - NN ZVTRZTvs 771K (48.4%T
: “ o o s MMFER & 4)
3 " L W] i TEPF A7 52BBDOFVCORD
5 0+ - Median, 434 ged.,,, -74.1
" e Ql,-1204 01, -176.1

—vTFRZTER

— VTR TEHTHEICFVCORAD DR T % 2

Adjusted Annual Rate of Change in FVC (ml/yr)

CHERR52.4m L oot I .
6004 4 i e
([ F5weRcl- 1 8004 7,
93.3mLjE 4 ~1000 '
" Nintedanib  Placebo Nintedanib Placebo
(N=287) (N=288) (N=287) (N=288)
= B Lancet Respir Med 2021;9:96-106

30 54.6mL/52:8

= R - MMFRRE DB E BRI L TR 1T - 7=,

o =
i MMFRRAR+ = > T X = 7 DA ERD%FVCE

Mean Absolute Change from Baseline
in FVC (ml)
g

804 X l N
-100+4 l Placebo } /)\ g 75\ /)\ f—d: < f—d: O 7L:. [e)
230 [ 75 R TlE—
-140 B T T L 10?OmL/525E-i i -_— = S RN V2 3 N Y kv
BRI T : SISV F AT R E AR R
No. of Patients
Nintedanib 288 283 281 273 278 265 262 24|

Placebe 288 283 281 280 283 280 263 257




Patients (%) Change from baseline

Patients (%)

ILD h> ) X< 713SSc-ILDDEER S L TEEEI NS (SLS I

s
J

-3
“ STESEa £ ETMHDSScEE (874)
BUBTRAL I3 SR AN b UX<7 (162mg/5B) vs 75
~;— ~4— Placebo group I-':ITJ (p=005) :E) ﬁ ;j— ( g )
:9— I—Q—Tocillizumab Igroup ' ' l l I %‘i%’:‘l:. ‘j: f;}: [/ N . —
) o 3 8 16 E 3 40 48 FEIVh Kk (/b 241@1§:®mRSS®E&%
100-4—Placebogroup(n-BG) e — > EUW\I\/ l\\\ '_J_‘c /f\/ l\ : % FVC 0) gft’ {l—-E:Ik 0) g
— Tocilizumab group (n=30) /ft 73: t\\
80 p=0-009

ol [ 2B TDOBFVC
EFLI-EHED

I =)

MRSSIZF b ) XAV 7 TIETERLER
=L

20+

[ o R TEETUHFVCIET & }

ZDEEPET (p =0.009) %EVCIEETOE|IETCIIBEEEZR Y

1;' — Placebo group (n=31) - I\ :/ U X\\V 7\\63: SSC_' LDO)}S%E t fd:
} )% EEFEZDND,

~—— Tocilizumab group (n=30)
eof [ 48 TD%FVC

ETL-EED
= 2NE

bV X< 7EBETRFVCIET &
EZDEEHET (p =0.03)

20+

I 1 1 1 1 U
-40 -30 -20 -10 0 10 20
Percent predicted FVC change from baseline
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BT

ILD

LY XL

/

Patient already MMF

SScILD

| Consider Nintedanib
i i With (or without) MMF

B - e - -

X
/ \\
6 months ™
= >,
. U S

No PF-ILD

|| Continue treatment !
1 and follow-up 1

J Patient on no IS treatment

1 ! Consider MMF and/Or Rituximab ,

i i And/or cyclophosphamide

-«

PF-ILD

———————————————

“ early-inflammatory”

oo

! Consider Tocilizumab '

No PF-ILD

| Continue treatment |

1 and follow-up [




Poor prognosis

Recommendation LoE | SoR | LoA (SD) | % LoA>8
EEOEEIE BEI/7074+X773K%EE8) 2170\ ZDik.
BoOSMafiEBiEZ1T> 2 & i, mMENEITL TWa WIERDERE la A 7.8 (2.5) 68

dcSSCTFENREBE INI-BEDEREELE L TEEINS

« SCOT

AR CERGIMFMRBIEA N b LATFRRE/ 2EFHEOERLHE I N .




Poor prognosis

SEIE ARG O B O EMEMEEIEIC L Y OS/EFSIZNET %
(SCOT=ER)

HSCT&f
BRICOSZEWE

£ 18-09m»SSc, ILD

s HY L BmEH Y

HSCT2f

Overall Survival Event-free Survival AL .
— 100'—?"1"\-‘-—" Transplantation 100 pe=ad ' /1 A ’ HSCT VS |VCY
3_% :g- > URER fﬁi‘l_.f_‘ ¢ :g_—\_'\j_“'-’_' " Transplantation E\E-gl >/ I\\\ ‘/‘J—S /r >/ I\ : 4_ 5_’{5'5
2 2 =y sk = Tl ) . — .
2 0. gl RN & 70 '\ . h an y
$ 2 1 £ O St : ' % DGRCS. eventfree
§ 60- b =& 60 = ! ] oL
5 s0- | 2% 50 S survival, mRSS7: &
£ 40 Cyclophosphamide 3 5 404 ‘ .
= J . Cyclophosphamide
3 5% o0 5
‘§ 104 P=0.02 by log-rank test a 104 P=0.03 by log-rank test H SCT J: U /E\_&Lﬁ%z\ eve r]t
0 : . \
e e A | 1 1 1 T 1 3 freesurvivallZ&EML 7=,
Years since Randomization Years since Randomization
Jo. at Risk
‘ransplantation 33 33 31 30 30 25 9 33 32 27 26 26 24 9
yclophosphamide 34 34 31 24 22 15 7 34 34 26 20 14 12 6

N Engl ] Med 2018;378:35-47.



Musculoskeltal

Recommendation

LoE

SoR

LoA (SD)

% LoA>8

SSCOFBIHBED EICIIMTXEZR T NE

2b

7.8 (2.7)

30

e MBRIZIEBEL LTI EL-S-TETCVLBRAIET VIAARELTWS

« BEBEZICHLTIZTANZE T M EIELBRETEIND




Musculoskeltal

BEETREICK L TE 7N &2 7 B

THIRETIN D

Table 2 Changes om basaine ko month 12 in primany and secondary efficacy end poinls In patients with

difhuse culaneous systemic scesosts’ i %% . dCSSC,b\% 88%
tficacy end poinis Z-'E'“-"—-:-L-T -ZEE-.EEL-'. --E._-E‘-"FI-Z:E'EEI;ZE“ jl\A : 7 / \\\ g ’b 7 l\ 1 25 mg VS 70 3 ’b /—J_:\

o T e FEIMEE : mMRSSOZAL & 120 DR
= B HAQ DITHBRENE LA, M0iEIEE
L L o oM ERERAGCOBEF TUARES
S B mu&b Y AW NV

—$ ) ELDIET Y ZRDPDETH Y,

== J ’ “J recommendation®2023updatelllZE2E = 1

e jonl coor (D-2E 47 + DO -071 £0.9D 076 (~1.75, 3.27)
T
e ’g
- -
i R S e e o

ssical T i 53 =1.54 =1 323 050
iy -109+1.37 -2 -2.41 {615, 1.3
- 2Lt . . R
L ESED i 21 Uil | L a2 —f ah, S08]
TigLe=s =298 138 =JES £7.28 133337 403
ep dislurbarn 12 D62 -0 7 -310F178. 157
ST S5+ 1.32 -4 i A (—5 =] (178
. . . — ,

aim  omim  dscon Arthritis & Rheumatology 2020;72:125-36.
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.SScE LS EROBHEA S, BEKE, HEEE. BEOFL. WETOR
HOAFOLOT &, EERFLRCEZE L+ IERICES L /aE A ED
ERRENLEL D,

- SEREENEORIGEEOH 2HAEECHREZENZ 7 7 A—F &3 BERKHE
EABHICEIR L CTB0EWITET VX EZFEF->TW T ERNREELELR B,

c FHBODEBLWEEADBEAELE LT YO T EZESOHAEEICLYE
IEDTRE D AIEEE D B 5,
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