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New composite endpoint in early diffuse cutaneous
systemic sclerosis: revisiting the provisional American
College of Rheumatology Composite Response Index
in Systemic Sclerosis

Dinesh Khanna @ ,' Suiyuan Huang,"* Celia J F Lin,? Cathie Spino’

[Ann Rheum Dis 2021:80:641-650.]



SSc & Endpoints% &

e SSclx VU VY FHEHEEDPTHTENHEDHF L, dcSSch 104

EHFERIIS0%TH Y, FRBE - PR SABRAR D 5T U5

e BY) 7 endpointik ENNEE/-HERRNEETH - 7-.

« modified Rodnan total skin thickness score (mRSS) : SSc
DEFEEBHED Y X7 EDHEBENREINTWEDERLH S,
Placebo THBEIE EHICHET AL DH S,

« %FVC : ILD®Dend point& L THEHAINAHNEDOZELHZ L WL
ZEHE
B DOOAT Yy FEHE LI-BENEESZEFEREELSNE




2016

modified Rodnan total skin thickness score (mRSS) — k==

[J Rheumatol, 1993;20:1892-6]
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« ACR-CRISSONEEEDHETICET 55w (Revised ACR-CRISS)
« ACR-CRISS (ACR Composite Response Index in Systemic Sclerosis)

: BHAJCcSSch N E 7 39 5 composite endpoint [A&R 2016:68:299-311.]
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1) AmRSS (modified Rodnan total skin thickness score: 0-51)
2 A%FVC

3 AHAQ-DI (0-3)

4 APGA (Patient global assessment: 0-1)

B) APhGA (Physician global assessment: 0-1)
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AC R_C R ‘ SS (American College of Rheumatology Composite Response
Index in Systemic Sclerosis)

[Arthritis Rheumatol. 2016; 68(2): 299-311.]

CRISS is a Z-sbep process.
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Table 2 Performance of the ACR-CRISS in the three randomised controlled trials, induding floor and ceiling effects

Active, n=192 Placebo, =195
Median score at 12 ACR-CRISS 206 at 12 % with ceiling % with floor Meeting Median score at 12 ACR-CRISS =06 at12 % with ceiling % with floor
Trals Mezting Step 1 months * months * offect*t effect*t Step 1 months® manths® effect*t offect™t
Overall, n=387 T 0.86 B1.%% Po321% F F 157% § 0 22 019 46.5% R T
ASSET, n=18 5 0.84 64.3% TS R T U 5 0. 41.9% P oeS% 1 i 419%
TCZ phase l, n=87 0 0.25 44.4% fogsowm P i 296% 4 0.03 276% Pl (P F 414w
TCZ phase ], n=212 6 090 88.6% Do i o so% i 13 0.74 56.5% P26A% P i 246% |

ACR-CRISS <0.005,
*Step 1 particpants not induded.
tCeiling effec: ACR-CRISS =0.995 and floor effed.

e Ceiling effect (ACR-CRISS >0.995); PlaceboT17.8%, N AEET32.1%

« Floor effect (ACR-CRISS <0.005); PlaceboT32.8%, M AETI15.7%
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PRO Active  Risk difference
Improvement  Measures n=116 n=121 (95%Cl)
2005 mR55 4.9 2.7 17.8(11.9t0 21.4)
HAD-DI 352 40.5 53 (0.2 t0 10.5)
Patlant A 474 46.9 —0.4(-8.2to 3.6}
Cliniclan GA 609 121 11347t 18.3)
FYC% 1148 19.2 73410 11.6)
At least 1 Improvement a12 90.1 9 dto12.9)
At least 7 Improvements 616 744 12.8{7.9t0 19.1)
At least 3 Improvements 389 494 10.5{4.9 0 16.1)
At least 4 Improvements 17.1 2449 TH(3to14.9)
All 5 Improvements 14 18 23091038
PRO Active Rate difference
Improvement  Measures n=57 n=60 {95%: Cl)
2%k mEsS 534 16.8 235 (15.9 to 35.7)
HAQ-DI 298 A6 10.8 (0.9 to 21.2)
Patient GA 46.9 493 12 (-55t0 17
Clinlcian GA 513 75.3 17.9 (3.7 to 31.6)
e 11.1 204 9.5 (03 to 15.7)
At beast 1 Improvement a0.1 0.7 12.4 (4.4 1o 22.1)
At logst 2 Improvements 511 5.8 18.1 (4.8 to 27.5)
At least 3 Improvements ELNH 503 14.8 (3.1 t0 25.7)
At logst 4 Improvements 1386 1.7 141 (-041t023)
All & Improvements 1.2 E.0 4915w 7.7

c FHE T —Xt v b (n=237)

> 3L FdDcore setT20% L k= -
IS AEE 49.4% vs PlaceboZt 38.9%
(RD 10.5%, 95% CIl 4.9-16.1%)

c ST —Xt v kb (n=117)

> 3L FDcore setT20% LI FKE
™ AE* 50.3% vs PlaceboZf 35.6%
(RD 14.8%, 95% CIl 3.1-25.7%)
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ACR-CRISS

= 10% Improvement = 20% Improvement = 30% Improvement

E d
.

= 40% Improvement = 50% Improvement = B0% Improvement

——
+*

—_
—_
=

« ACR-CRISS & Revised
CRISS D Lb 8%

e Revised CRISS®cut-off %
10%, 20%chE & L71=35a
ACR-CRISS® mediani
0.99, FEciEA+0.01.

e REN LN S EEF/NEL
AN, BEEIFFR-NS.
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» Revised ACR-CRISS (574 v FA3EL E*%chE) DIRE
1. ACR-CRISS 20 or 25% % (£ T %
mRSS, HAQ-DI, PGA, PhGA (5/10% FVC)HA' 72 < & £ 20-26%c8 =
2. PBOEETComposite endpointtlEN<20% 27 5 £ 5 &R
Cut-off 40% & L 7= 5 >3/5 core set tiZET 5 PBOEE A <20%

« ACR-CRISSIZETIMEDOMRSSICEE XX T 5 1Y, Revised CRISS
TlFEHOaT7ty MIEEINS.
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e RAD & 5 IZACR20%, 50%, 7T0% & #4475 hy A T7HRA > k% &E
IRTZE57280, RAYRZHIETZ 5,




