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Introduction

o JLRTIESScDE0% U ETILDAEH L TWE D, REEHRANDFEE (I RNT—T,
BETEEVCETORTHEA.
« SSc-ILDTIX, EFROEREREE % 7= £ D subpopulationb FEI N TWL 3.

« conceptual frameworkZ 1Epk L T, SSc-ILDDEGREER T 37— b Z8REFIC
FERHIN, BENEODRBEZRIXITHAEREZESE T ADICZRILDI EZ B

&9 5.
conceptual framework : Severity, risk of progression, progression




Methods

® conceptual framework & patient profile

2018 F MACR/ARHP Annual Meeting TH& 5T & 11 7=conceptual framework% 394 D EFIZR
("EIkas 194, U 7~ F 13%, SR 74) D e L TIBIE L 7-.

Conceptual framework @ N&EH o, profileld, EEDSSc-ILDZ EEE. E1T7Y X7, E1T%
FETT 27O BRERZINETHILZBNELTWS.

YR EZE  Scleroderma Lung Study [l @534 & Michigan Scleroderma Program 274!

Profile: 5, 45, A&, mEBR F(SScEENFE, L 14 / —IRBEREBEH, S O EHAM, ANA, SSciEEH
&, mRSS, PRO(Mahler Baseline and Transition Dyspnea Index. Leicester Cough Questionnaire,
PtGA, St. George's Respiratory Questionnaire, PFT(DLCo& 1), TEERHRCT(WLI %, WLF %)
Follow-up profile: mRSS, PRO, PFT, EERIHRCT DRRFAIZAL




Methods D7

e 83ZDMEFIZRIZ, conceptual framework, baseline profile, follow-up profile(Z N EFNb&) 7% & %
X —Jb.

« 8T IIL—=TIThHITT,80&DSSc-ILD% M. —ZZEKT5% & E

« Baseline profileld, severity (subclinical ILD, clinical ILD and unable to determine) &
risk of progression (low risk, high risk and unable to determine) H* & E1R.

« Follow-up profilelZ, progression(stable ILD, progressive ILD, improved ILD or unable to
determine) H 5 2R,

- FHEEDOEEEITkappa RE= FEE.
0.01-0.20:7%4: L, 0.21-0.39:5&/)\, 0.40-0.59:55 Ly, 0.60-0.79: % &,
0.80-0.90:3&8 LY, 0.91: (XTI —E



Result subclinical, clinical, progression® E #&

SUBCLINICAL SSc-ILD CLINICAL SSc-ILD PROGRESSIVE SSc-ILD
Disease Features Should have all met Must have >1 feature Must have >1 feature
Symptoms None-to-mild Present Increasing respiratory symptoms
Spirometry with gas exchange Normal-to-near normal Deficits present Decline on serial measurement
Desaturation on exercise Normal-to-near normal Deficits present Decline on serial measurement
Quantitative HRCT Minimal-to-mild Moderate-to-severe Increasingly severe
Disease Impact All features should be met Must have >1 feature Must have >1 feature
Feel None Yes Yes
Function None Yes Yes
Survive None Yes Yes
Treatment Based on current paradigm and data, although this may change with new data
Initiate No Yes Yes
Escalate or switch No No Yes

 subclinical ILD—=EREEMEILD(LDIZ & AAEHRA A W) DI IZFRE.

e SScD & 5 LCTDARETE L TWAIEHE I, Interstitial lung abnormalities(Z (X5
L ORANIAY

e SSc-ILDDORFEICIS L TaEZERT 2= (3L L.
« Progressionidsubclinical, clinical DIKRETH V), ERICHDFEIND H D TR,




Result

Clinical features

Subclinical SSc-ILD
All variables should be met but there may be
exceptions

Clinical SSc-1LD
Must have >1 feature

Demographics
Age, sex, race
SSc disease factors
SSc cutaneous classification
Disease duration
ANA status
SSc specific autoantibody
Modified Rodnan Skin Score
Respiratory symptoms
Mabhler Dyspnoea Index and Transitional
Index
Leicester Cough Questionnaire
Patient Global Assessment
St George’s Respiratory Questionnaire
Spirometry with gas exchange
Forced vital capacity (% predicted)
Diffusion capacity of carbon monoxide (%
predicted)
Desaturation on exercise
Oxygen desaturation during 6-min walk test
Quantitative HRCT
Whole lung involvement (% of ground glass
opacities, fibrotic reticulations and
honeycombing)
Whole lung fibrosis (% of only the fibrotic
reticulations)
Disease impact
Feel
Function
Survive
Disease progression
Respiratory symptoms
Spirometry with gas exchange
Desaturation on exercise or exercise limitation
Quantitative HRCT

N/A

N/A

None

Normal-to-near normal

Normal-to-near normal

Minimal-to-mild

All features should be met
None

None

N/A

N/A

N/A

Present

Deficits present

Deficits present

Mild-to-severe disease

Must have >1 feature
Yes
Yes
Yes

Must have >1 feature for either category (attributable to ILD)

New onset dyspnoea or cough

New decline

New desaturation and/or limitation
New, larger extent of disease burden

Advancing dyspnoea or cough
Advancing decline

Advancing desaturation and/or limitation
Advancing extent of disease burden



Demographics and Disease Features Baseline

R e S u | t Age, years 44

. . ) Sex Male
Patient Profile(Baseline) Race Black
Type of SSc Diffuse SSc

J— s N oL Disease duration, years
° 663\ FIEﬁ —’i——‘ 'fT )P 1L L 11— 7l<—5~ t (From 1st non-Raynaud's sign or symptom) 2

X /E\ FNTLZ LY, ANA status ANA positive, nucleolar

Autoantibody status
o ﬁ’jf—_]—_ C 1%£SSc-ILDIC IZE/"EE (Assessed for anti-centromere, anti-U1-RNP, anti-SCL-70, and Anti-SCL 70 Antibody

anti-RNA Polymerase lll antibodies)

Assessment of Disease Severity Baseline Interpretation
Pulmonary Function Tests
FVC Predicted, % 63 -
DLco Predicted, % a7 -
Patient Reported Outcome Measures
Dyspnea
Mahler Baseline Dyspnea Index, 0-12 9 Mild dyspnea
Transition Dyspnea Index, -9 to +9 - -
Cough
Leicester Cough Questionnaire, 3-21 | 18 | Cough occuring occasionally
Health Related Quality of Life
Patient Global Assessment, 0-100 51 Moderate impairment in overall QOL
St George Respiratory Questionnaire Total, 0-100 33 Mild impairment in respiratory QOL
Skin Involvement
Modified Rodnan Skin Score (0-51) | 13 | Mild thickening
Computer Quantitation of ILD on HRCT
Whole Lung Involvement, % 29 -
(Defined as increased interstital markings, GGO, and HC, 0-100%)

Whole Lung Fibrosis, % 9 -

(Defined as increased interstital markings, 0-100%)




Result Follow-up Patient Profile

Demographics and Disease Features Baseline
Age, years 44
Sex Male
Race Black
Type of SSc Diffuse SSc
Disease duration, years 2
(From 1st non-Raynaud's sign or symptom)
ANA status ANA positive, nucleolar
Autoantibody status
(Assessed for anti-centromere, anti-UL-RNP, anti-SCL-70, and Anti-SCL 70 Antibody
anti-RNA Polymerase Il antibodies)

12 Month

Assessment of Disease Severity Baseline Interpretation Significance
Follow-up
Pulmonary Function Tests Worsening Improving Measurement Error
FVC Predicted, % 63 71 No change P E Pis 10
DLco Predicted, % 47 54 No change P Pis 15
Patient Reported Outcome Measures Worsening Improving || Minimal Important Difference
Dyspnea
Mahler Baseline Dyspnea Index, 0-12 9 - - -
Transition Dyspnea Index, -9 to +9 - 0 Unchanged w ! w 2
Cough
Leicester Cough Questionnaire, 3-21 | 18 20 No change P N Pis 3
Health Related Quality of Life
Patient Global Assessment, 0-100 51 35 No change P ? Pis 20
St George Respiratory Questionnaire Total, 0-100 33 22 Clinically meaningful improvement |7 o 4
Skin Involvement Worsening Improving Minimal Important Difference
Modified Rodnan Skin Score (0-51) | 13 12 No change w5 ] 5 3-5
Computer Quantitation of ILD on HRCT Worsening Improving Measurement Error
Whole Lung Involvement, % 29 40 Decline > measurement error |37 w5 2
(Defined as increased interstital markings, GGO, and HC, 0-100%)
Whole Lung Fibrosis, % 9 15 Decline > measurement error || i ks 2
(Defined as increased interstital markings, 0-100%)




Result EFFRIZ & B2framework & profile ® 54
- 12 ED83AF53%D 44N (BA 264, WA 164, BE24) T

- progression(ZB L TIFEEICE - 7-F&5A D A W EM (60%)

- AVt Y X &B7-subset
severity : Clinical 554 (92%),
risk of progression : Low 314 (54%),
progression : stable 17 (71%)

SHEERT .

Severity Risk of progression Progression
Number of profiles assessed 80 80 40
Profiles achieving consensus, 7 (% J* 60 (75) 57 (71) 24 (60)
Subset Subclinical : High Risk 26 Improved 3
Clinical 55 Low Risk 31 Progressive ‘
Stable 17
Cannot classify (based on the given information) 2 0 0
Prohles not achieving consensus, n (%) 20 (25) 23(29) 16 (40)

* A consensus was reached if >75% of experts in each group agreed.



Result BEFIZRIC L B framework & profile d £E4fh

- N -BAE T Okappatrikidseverity Tld [ L] TH 7=,
- risk of progression, progressioni%, isWLW~EBTH - 7-.

Table 3. Agreement of classification by discipline, along dimensions of severity, nsk of progression and progression

A. Determined by Kappa statistic

Kappa calculation n (pair)® Average n (profile)® Mean Bootstrapped mean (95% CI)°
Severty
Berween rheumatologists and pulmonologists 66 7.6 0.13 0.13(0.00,0.25)
Among rheumatologists 44 ol 0.17 0.17(~0.01, 0.45)
Among pulmonologists 17 6.6 0.20 0.18(0,0.25)
Risk of progression
Berween rheumatologists and pulmonologists 66 6.6 0.61 0.5910.49,0.69)
Among rheumatologists 44 8.3 0.70 0.66(0.51,0.86)
Among pulmonologists 17 5.9 0.48 0.4618 (0.26, 0.66)
Progression
Berween rheumatologists and pulmonologists 66 3.1 0.56 0.51(0.18,0.70)
Among rheumatologists 44 3.5 0.78 0.70(0.36,0.95)
Among pulmonologists 17 3.1 0.29 0.24 (- 0.00, 0.50)

0.01-0.20:% L, 0.21-0.39:%~)\, 0.40-0.59:55 >, 0.60-0.79:%:@, 0.80-0.90:58 L, 0.91:(F (FEE(IC—E



Result EFFRIZ & Bframework & profile D 5|

- severity, risk of progression, progression|ZBA & N CHREAFZNLEEER L.

B. Determined by 7~ analysis

v* calculation

Rheumatology

Pulmonology

P-value

Severity®
Clinical ILD
Subclinical ILD
Risk of progression
High risk
Low risk
Progression
Progressive
Stable
Improved

205 (93.2%)
15(6.8%)

97 (45.3%)
117 (54.7%)

17 (18.9%)
57 163.3%)
16 (17.8%)

114 (89.8%)
13(10.2%)

55(46.2%)
64 (53.8%)

11(20.0%)
40(72.7%)
4 (7.3%)

.26




Result BEFIRAEHRLZ1E
- severity * progression CIZPFT(FVC), quantitative HRCT (total lung involvement)
- risk of progression T4, disease factor(duration)

Table 4. Importance based on percentage of items used in the classification of profiles along dimensions of severity, nsk of progression, and progression

Severity Risk of Progression Progression
Domain with items used Rank Importance Rank Importance Rank Importance
in classificagon between based between based between based
domains on percentage domains on percentage domains on percentage
selected selected selected
Demographics 5 Least influennal 4 Less influential — Not ranked
Age, % 0 1
Sex, % 0 1
Race, % 0
Disease factors 4 Less influential 1 - Not ranked
Systemic sclerosis subtype, % 3
Disease duration, % 2
ANA status, % 0
Systemic sclerosis autoanubody starus, % 2
Modified Rodnan Skin Score, % 0
Patient reported outcome measures 3 Influennal 5 Least influennal
Baseline Dyspnoea Index/Transition Index, % 19 '
Leicester Cough Questionnaire, % 1
Parient global assessment, % 1
St George's Respiratory Questionnaire, %
Spirometry and gas exchange 1 Most ntluenna 2
Forced vital capacity, % 29
Diffusion capacity of carbon monoxide, % 11 -
Quantitatve high resolution chest CT 2 Very influential 3 Influential Influential
Total lung involvement, % 25 15 29

6 8

Total lung fibrosis, % 5



Discussion

SSc-ILD# 32 D {AlmE (severity, risk of progression, progression) 1278 > THE

1T 7= FHmEZE & 1ERK L 7=.
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« Severity TldkappafRZEHE L. KappalRk#id BRI IZHTFE L, subclinical ILDA®
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« Progression®EEIEWLD (E, Progressive SSc-ILD & L5 BEZ A INBUILDE

BRLANEE R L TWENST-ENH 5.



Discussion

—HE L, »FE (TR EBARN) TEELREII G > 7-. 2FEOEBEEN S L
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TI— T T & DM A 74 <, consensusDBHEAEIE Dconsensus Tl 7
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social media platformz{E Ly, % < O#igH S SINEFOH U, ILDIZHEBE L T
WHEFRZEAT.

SLSII DEELETHBIALL 7-7T-OEEENZWAgEELH Y, BHEEX D mild
ILDD &&= A ANT-.

PROIZSSc-ILD & BE&ED 7 WIEIR B BIE T 5.
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