Systemic sclerosis (SSc) is commonly associated with gastrointestinal complications, which increase the risk of malabsorption
and underweight."

In the SENSCIS trial in patients with SSc-ILD, nintedanib reduced the rate of decline in forced vital capacity (FVC) (mL/year) over
52 weeks by 44% compared with placebo, with an adverse event profile characterised mainly by gastrointestinal events.2

To assess the rate of FVC decline and adverse events in subgroups by weight loss <5% vs >5% over 52 weeks in the SENSCIS trial.

Patients

Eligibility criteria included 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.

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

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

Analyses

In a non-randomised comparison, we assessed the following in the nintedanib and placebo groups in subgroups by weight loss
<5% vs >5% over 52 weeks:
— 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 | and Il, anchored to the health transition question from the Medical Outcomes Short Form-36.2

— Adverse events.

Proportions of patients with weight loss <5% and >5% over 52 weeks
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dcSSc, diffuse cutaneous SSc; mRSS, modified Rodnan skin score.
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In both the subgroups by weight loss over 52 weeks, standardised differences between the nintedanib and placebo groups in the
baseline values of potential confounders were <0.2 (indicating negligible differences between the nintedanib and placebo groups).
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Annual rate of decline in FVC (mL/year)

In the placebo group, the mean annual rate of decline in FVC was similar between patients who had weight loss <5% and >5% over
52 weeks (Figure 1).

In both the subgroups by weight loss, the estimated annual rate of decline in FVC was lower in patients treated with nintedanib than
placebo, with no evidence of heterogeneity between the subgroups (p=0.68 for interaction) (Figure 1).
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Treatment-by-time-by-subgroup interaction p=0.68.

Proportion of patients with stable/improved and worsened FVC

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 weight loss over 52 weeks (Figure 2).
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*Based on estimates derived from Scleroderma Lung Studies | and II, anchored to the health transition question from the Medical Outcomes Short Form-36.2
Missing values were imputed using a worst value carried forward approach.

Adverse events

Nausea and vomiting (but not diarrhoea) were reported more frequently in patients with weight loss >5% than <5% over 52 weeks (Figure 3).
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Adverse events reported (irrespective of causality) were coded using preferred terms in the Medical Dictionary for Regulatory Activities (MedDRA). Data shown are % of patients with
=1 such adverse event, reported over 52 weeks (or until 28 days after last trial drug intake in patients who discontinued trial drug before week 52). Adverse events reported by >15%
of patients in any subgroup are shown.

= Adverse events leading to treatment discontinuation occurred at a similar frequency in the subgroups with weight loss <5% and >5% over
52 weeks (Figure 4).

Figure 4. Proportions of patients with adverse events leading to treatment discontinuation in subgroups by weight loss over 52 weeks
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Data are % of subjects with =1 such adverse event, reported over 52 weeks (or until 28 days after last trial drug intake in patients who discontinued trial drug before week 52).

= In both subgroups, serious adverse events were more common in patients with weight loss >5% than <5% over 52 weeks (Figure 5).

Figure 5. Proportions of patients with serious adverse events in subgroups by weight loss over 52 weeks
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A serious adverse event was defined as one that resulted in death, was life-threatening, resulted in hospitalisation or prolonged hospitalisation, resulted in persistent or clinically
significant disability or incapacity, was a congenital anomaly or birth defect, or was deemed serious for any other reason. Data are % of subjects with =1 such adverse event,
reported over 52 weeks (or until 28 days after last trial drug intake in patients who discontinued trial drug before week 52).
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