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• The majority of patients with SSc have limited cutaneous (lcSSc).1,2 ILD is a common manifestation of 
lcSSc,1,2 but few data are available on its progression and management. 

•	 To	analyse	the	efficacy	and	safety	of	nintedanib	in	patients	with	lcSSc	and	ILD	in	the	SENSCIS	trial.

Trial design3

•	 Patients	had	SSc	with	first	non-Raynaud	symptom	in	the	prior	≤7	years,	extent	of	fibrotic	ILD	on	high-
resolution	computed	tomography	(HRCT)	≥10%, and forced vital capacity (FVC) ≥40% predicted.

• Patients taking prednisone ≤10 mg/day 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 the subgroup of patients with lcSSc, we analysed:

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

 – Proportions of patients with relative declines in FVC (mL) >5% and >10% at week 52

 – Proportions of patients with absolute declines in FVC >5% and >10% predicted at week 52.

• Adverse events (reported irrespective of causality) are presented descriptively.
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Baseline characteristics

Rate of decline in FVC (mL/year) over 52 weeks in patients with lcSSc

•	 Patients	with	lcSSc-ILD	in	the	SENSCIS	trial	had	marked	pulmonary	fibrosis	on	HRCT	and	
impairment in lung function at baseline. A meaningful decline in FVC was observed in a 
substantial proportion of these patients over 52 weeks.

•	 The	rate	of	decline	in	FVC	in	patients	with	lcSSc-ILD	was	lower	in	patients	treated	with	
nintedanib than placebo.

•	 The	safety	profile	of	nintedanib	in	patients	with	lcSSc-ILD	was	consistent	with	that	observed	
in the overall trial population.

• These data indicate that patients with lcSSc may develop progressive ILD early in the course of 
their disease. Treatment with nintedanib may be considered as a treatment option in patients 
with	lcSSc-ILD.

Most frequent adverse events in patients with lcSSc

Proportions of patients with lcSSc with relative declines in FVC (mL) of >5% and 
>10% at week 52

Serious adverse events in patients with lcSSc

Adverse events leading to treatment discontinuation in patients with lcSScProportions of patients with lcSSc with absolute declines in FVC of >5% and >10% 
predicted at week 52

73.6Female, %

56.2Mean age, years

3.1Mean time since first non-Raynaud symptom, years

51.3ATA positive, %

78.0ANA positive, %

7.9ARA positive, %

10.1ACA positive, %

5.2Mean modified Rodnan skin score

29.2Elevated inflammatory markers, %*

45.5Taking mycophenolate, % 

35.7Mean extent of fibrotic ILD on HRCT, %†

80.9Presence of ground glass opacity, %

92.8Presence of reticulation, %

17.7Presence of honeycombing, %

74.8Mean FVC % predicted

52.6Mean DLco % predicted‡

79.1Cough, %¶

70.0Dyspnoea, %¶

Adverse	events	were	based	on	single	preferred	terms	in	the	Medical	Dictionary	for	Regulatory	Activities	(MedDRA),	except	for	hepatic	adverse	events,	
which	was	based	on	the	standardised	MedDRA	query	‘liver	related	investigations,	signs	and	symptoms’	(broad	definition)	that	includes	the	preferred	
terms ALT increased and AST increased. Data 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 in >12% of patients in either treatment group are shown.  
ALT,	alanine	aminotransferase;	AST,	aspartate	aminotransferase.

Missing values at week 52 were imputed using a worst value carried forward approach. 

Data 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).	Serious	adverse	events	were	defined	as	events	that	resulted	in	death,	were	life-threatening,	resulted	in	hospitalization	or	prolonged	
hospitalisation,	resulted	in	persistent	or	clinically	significant	disability	or	incapacity,	were	a	congenital	anomaly	or	birth	defect,	or	were	deemed	serious	for	
any other reason.

Data are % of patients with ≥1 such adverse event reported over 52 weeks.Missing values at week 52 were imputed using a worst value carried forward approach. 

n=277.

*C-reactive	protein	≥6 mg/L and/or platelets ≥330 x 109/L.
†Assessed	in	whole	lung	to	nearest	5%	by	central	review.	Pure	(non-fibrotic)	ground	glass	opacity	was	not	included.
‡Corrected for haemoglobin.
¶Based	on	responses	to	St	George’s	Respiratory	Questionnaire.	Patients	who	ticked	boxes	for	“most	days	a	week”,	“several	days	a	week”	or	“a	few	days	a	
month”	in	response	to	the	question	“Over	the	last	month,	I	have	coughed…”	or	“Over	the	last	month,	I	have	had	shortness	of	breath….”	were	counted	as	
having cough/dyspnoea. 

ATA,	anti-topoisomerase	I	antibodies;	ANA,	anti-nuclear	antibodies;	ARA,	anti-RNA	polymerase	III	antibodies;	ACA,	anti-centromere	antibodies.

Rate of decline in FVC (mL/year) over 52 weeks in patients with lcSSc in subgroups  
by baseline characteristics

Nintedanib (n=135)

Nintedanib (n=135)

Placebo (n=142)

Placebo (n=142)

22.2

18.5

18.3

8.5

Nintedanib Placebo

OR	0.66	
(95%	CI:	0.40,	1.08)

OR	0.86	
(95%	CI:	0.44,	1.66)

30.6
40.1

14.2 16.2

Relative decline in FVC (mL) >5% Relative decline in FVC (mL) >10%

Nintedanib Placebo

OR	0.59
(95%	CI:	0.33,	1.04)

OR	1.06
(95%	CI:	0.46,	2.45)

18.7
28.2

9.0 8.5
Absolute decline in FVC >5% predicted Absolute decline in FVC >10% predicted

Difference: 25.3 mL/year
(95%	CI:	-28.9,	79.6)

Relative reduction: 34%A
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All patients with lcSSc 134 142

Treatment-
by-time-by-

subgroup 
interaction

Difference 
(95% CI)

25.3	(-28.9,	79.6)

Favours placebo Favours nintedanib
-300 -200 -100 0 100 200 300 400

Sex Female 101 102
 Male 33 40

p=0.4834.1	(-32.3,	100.6)
-12.5	(-125.6,	100.6)

Age <65 years 95 106
 ≥65 years 39 36

p=0.6315.1	(-52.4,	82.6)
46.5	(-63.6,	156.6)

ATA status  Positive 67 75
	 Negative 67 67

p=0.6936.1	(-43.7,	115.9)
13.1	(-69.5,	95.7)

Mycophenolate use  
 Yes
 No

59
75

66
76 p=0.41

-2.2	(-87.0,	82.7)
46.3	(-31.0,	123.6)

p=0.57
Race White 89 92

 Asian 34 44
	 Black 7

-1.9	(-73.1,	69.4)
68.5	(-42.0,	179.1)
27.6	(-256.5,	311.6)5

Nintedanib (n=135)
60 4080100 20 0

Placebo (n=142)
8060 10040200

Diarrhoea77.0  30.3

Nausea33.3  14.1

Nasopharyngitis15.6  20.4

Vomiting24.4  11.3

Cough12.6  17.6
Upper respiratory 

tract infection13.3  13.4

Skin ulcer8.1  12.7

Weight decreased14.8 	4.9
Hepatic  

adverse events17.0  2.1

Headache12.6  5.6


