
IntroductIon

Methods

AIM

Patients

n  Eligibility criteria included SSc with first non-Raynaud symptom ≤7 years before screening, extent of fibrotic ILD ≥10% on a high-
resolution computed tomography (HRCT) scan, FVC ≥40% predicted and diffusion capacity of the lung for carbon monoxide (DLco) 
30–89% predicted.

n  Patients taking prednisone ≤10 mg/day or equivalent and/or stable therapy with mycophenolate or methotrexate for ≥6 months were 
allowed to participate.

n  Patients were randomised to receive nintedanib or placebo until the last patient had reached week 52 but for ≤100 weeks.

Analyses

n  In subgroups by mRSS <18 and ≥18 at baseline, we analysed the following:

 – rate of decline in FVC (mL/year) over 52 weeks. 

 – proportions of patients who met proposed thresholds for minimal clinically important differences (MCID) for worsened FVC  
  (absolute decrease ≥3.3% predicted) or stable/improved FVC (absolute decrease <3.3% predicted) at week 52, based on estimates  
  derived from Scleroderma Lung Studies I and II, anchored to the health transition question from the Medical Outcomes Short  
  Form-36.4

 – change from baseline in mRSS at week 52.

n  Interaction p-values were calculated to assess potential heterogeneity in the treatment effect of nintedanib versus placebo across the 
subgroups. No adjustment for multiplicity was made.

Annual rate of decline in FVC (mL/year)

n  In the placebo group, the rate of decline in FVC over 52 weeks was numerically greater in patients who had mRSS ≥18 than <18 at 
baseline (Figure 1).

n  The effect of nintedanib vs placebo in reducing the rate of decline in FVC was numerically more pronounced in patients with mRSS 
≥18 than <18 at baseline, but the exploratory interaction p-value did not indicate heterogeneity in the treatment effect of nintedanib 
between the subgroups (Figure 1).

Change from baseline in mRSS

n  Small reductions (improvements) in the mRSS were observed in both subgroups by mRSS <18 vs ≥18 at baseline (Figure 3).

n  Reductions in the mRSS were similar in the nintedanib and placebo groups, with no heterogeneity in treatment effect detected 
between the subgroups (Figure 3).

n  To assess the effects of nintedanib on the rate of decline in FVC and change in mRSS in the SENSCIS trial in subgroups by mRSS  
<18 and ≥18 at baseline.

n  In the SENSCIS trial, nintedanib reduced the rate of decline in forced vital capacity (FVC) (mL/year) over 52 weeks by 44% versus 
placebo (−52.4 versus −93.3 mL/year; difference 41.0 mL/year [95% CI 2.9, 79.0]).

n  There was no significant difference between treatment groups in change from baseline in modified Rodnan skin score (mRSS) at  
week 52.1

n  Among patients with diffuse cutaneous SSc (dcSSc) in the EUSTAR database, a high mRSS at baseline was a predictor of 
improvement in mRSS over the next 12 months, and an mRSS of 18–25 was proposed as an upper threshold to enrich a cohort for 
skin-progressive patients.2

n  Progression of skin fibrosis may be a predictor of FVC decline in patients with dcSSc.3
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Figure 3. Change from baseline in mRSS at week 52 in subgroups by mRSS at baseline

Figure 2. Proportions of patients with stable/improved FVC and worsened FVC at week 52 in subgroups by mRSS at baseline

Figure 1. Rate of decline in FVC (mL/year) over 52 weeks in subgroups by mRSS at baseline

 n The mRSS measures skin thickness 
based on palpation of 17 areas of the 
body rated using a 0–3 scale:5

 n Total mRSS ranges from 0 to 51.5

  0: normal skin

 1: mild thickness

 2: moderate thickness

 3: severe thickness with inability  
  to pinch the skin into a fold

 

Modified Rodnan skin score (mRSS)
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Mean or % of patients.

*Based on estimates derived from Scleroderma Lung Studies I and II, anchored to the health transition question from the Medical Outcomes Short Form-36.4  

  Missing values were imputed using a worst value carried forward approach.

Baseline characteristics of subgroups by mRSS <18 and ≥18 at baseline

74.2 78.3 3.4 3.9

Female (%)

Years since onset 
of non-Raynaud 

symptom

<18 ≥18

26.2 24.7

58.7 67.4

BMI (kg/m2)

ATA positive (%)

<18 ≥18

73.7 68.337.8 100.0

dcSSc (%) FVC % predicted

<18 ≥18

55.0 50.5

45.6 58.1

Age (years)

Taking 
mycophenolate (%)

<18 ≥18mRSS

results

Proportion of patients with mRSS <18 and ≥18 at baseline

mRSS
<18

77.5%
(n=445)

22.5%
(n=129)

≥18

relative reduction in rate of 
decline in FVC (mL/year) over  
52 weeks

44%

Proportion of patients with stable/improved and worsened FVC

n  The proportion of patients with stable/improved FVC was higher, and the proportion with worsened FVC was lower, in patients treated 
with nintedanib than placebo in both subgroups by mRSS <18 vs ≥18 at baseline (Figure 2).
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(n=219)

Placebo
(n=226)

mRSS <18

Difference -0.1
(95% CI -1.0, 0.7)

Difference -0.6
(95% CI -2.1, 1.0)
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Nintedanib
(n=69)

Placebo
(n=60)

mRSS ≥18

Treatment-by-time-by-subgroup interaction p=0.18.

Treatment-by-visit-by-subgroup interaction p=0.62.

Treatment-by-subgroup interaction p=0.79 Treatment-by-subgroup interaction p=0.79

mRSS <18
OR 1.44

(95% CI 0.98, 2.13)
OR 1.61

(95% CI 0.80, 3.24)

mRSS ≥18

67.9

59.3 58.0

46.7

Stable/improved FVC 
(absolute decrease in FVC <3.3% predicted)* 

mRSS <18
OR 0.69 

(95% CI 0.47, 1.02)
OR 0.62

(95% CI 0.31, 1.25)

mRSS ≥18

32.1

40.7 42.0

53.3

Worsened FVC 
(absolute decrease in FVC ≥3.3% predicted)* 

Nintedanib Placebo

conclusIons
n   In the placebo group of the SENSCIS trial, the rate of decline in FVC over 52 weeks was numerically greater 

in patients with SSc-ILD who had an mRSS ≥18 than <18 at baseline.

n   No heterogeneity was detected in the treatment effect of nintedanib in reducing the rate of decline in FVC in 
patients with mRSS ≥18 and <18 at baseline.

n  Changes in mRSS over 52 weeks were small in both treatment groups both in patients with mRSS ≥18 and  
<18 at baseline.
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