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Cyclophosphamide versus Placebo
in Scleroderma Lung Disease

Scleroderma Lung Study (SLS) |
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P: LA/ —BRUNDEKHIEIRL TTEUANDIc-/dc-SSc-ILD
| : POCY=2 mg/kg/day®*12HH

C : PBO

O:12r AL DFHIFVC



Cyclophosphamide [ I Placebo
+15- ~49.3% had 26.4% had
Improvement . improvement

o 107
< ]
o
£ 454
]
(4]
: ]
S 54
U=
o
’ ]
s -10-
<
° ]

=157 50.7% had 73.6% had

worsening |: - worsening
| | | | | | | | | |
25 20 15 10 5 5 10 15 20 25

Frequency (%)

POCYZE+T
2 AR O%FVCIIERICEE

(PBO& D2 1(132.53% (95%CI 0.28-4.79)
N Engl J Med 2006;354:2655

>

Adjusted FVC % predicted

® Placebo
70 — o CYC
68 —
66 —
64 —
N Placebo 70 65 65 55 56 51 55
N CYC 67 64 66 57 52 51 54
P value 0.8053 0.0768 0.0400 0.3212 0.0107 0.4793 0.4223
T I | I I T T
6 9 12 15 18 21 24

Follow 11in time (mnnth)

LA LPOCYRT 24N BiF= T,
PBOtBEEIILG L BT

Am J Respir Crit Care Med 2007;176:1026-1034




> @ ") k9 Mycophenolate mofetil versus oral cyclophosphamide in

OO T

scleroderma-related interstitial lung disease (SLS II):
a randomised controlled, double-blind, parallel group trial

Donald P Tashkin, Michael D Roth, Philip ] Clements, Daniel E Furst, Dinesh Khanna, Eric C Kleerup, Jonathan Goldin, Edgar Arriola,

Elizabeth R Volkmann, Suzanne Kafaja, Richard Silver, Virginia Steen, Charlie Strange, Robert Wise, Fredrick Wigley, Maureen Mayes, David J Riley,
Sabiha Hussain, Shervin Assassi, Vivien M Hsu, Bela Patel, Kristine Phillips, Fernando Martinez, Jeffrey Golden, M Kari Connolly, John Varga,

Jane Dematte, Monique E Hinchcliff, Aryeh Fischer, Jeffrey Swigris, Richard Meehan, Arthur Theodore, Robert Simms, Suncica Volkov,

Dean E Schraufnagel, Mary Beth Scholand, Tracy Frech, Jerry A Molitor, Kristin Highland, Charles A Read, Marvin | Fritzler, Grace Hyun J Kim,
Chi-Hong Tseng, Robert M Elashoff, for the Sclerodema Lung Study Il Investigators*

Scleroderma Lung Study (SLS) Il

Lancet Respir Med 2016;4:708-19

CrossMark

L A/ —IBRUNDIEKRHHIR L TTELIARDIc-/dc-SSc-ILD

: MMF 1500 mg 1 H2[E % 24H B
: POCY 2 mg/kg#12h B —PBO% 12h B
: 240 B F TOFRIFVCOZEAL




/27— Mycophenolate mofetil
— Cyclophosphamide

< I
(]
g cad /
9 l
s
5 7
X
o 66—
=

64—

//
0 I I I I I I I |

0 3 6 9 12 15 18 21 24

. Follow-up (months)
Number of patients

Mycophenolate 69 64 60 54 59 51 49 47 53
mofetil
Cyclophosphamide 72 62 56 51 51 44 46 40 51

20 AR = O%FVCIZ
BERERL




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nintedanib for Systemic Sclerosis—
Associated Interstitial Lung Disease
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Adjusted Annual Rate of Change in FVC (ml/yr)

Difference, 41.0 ml/yr (95% Cl, 2.9 to 79.0)
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Patients taking mycophenolate at

baseline

Nintedanib Placebo

(n=139) (n=140)
Sex

Female 102 (73%) 101 (72%)

Male 37 (27%) 39 (28%)
Age, years 52.6 (12:0) 51.5(11.9)
Body-mass index, kg/m? 269 (5-0) 26-2 (5-5)
Race*

White 112 (81%) 108 (77%)

Asian 9 (6%) 19 (14%)

Black or African- 14 (10%) 9 (6%)

American

American Indian, Alaska 3(2%) 2 (1%)

Native, Native Hawaiian,

or other Pacific Islander
Region

Europe 64 (46%) 58 (41%)

USA and Canada 57 (41%) 57 (41%)

Asia 7 (5%) 12 (9%)

Rest of world 11 (8%) 13 (9%)
Diffuse cutaneous SSc 79 (57%) 74 (53%)
Years since onset of first 3-4(0-9-6-9) 35 (1-0-7-0)
non-Raynaud’s symptom
Extent of fibrotic ILD on 37-9(22:4) 35-8 (20-9)
high-resolution CT, %

FVC

mL 2496 (724) 2581 (813)

% predicted 70-4 (15-6) 711 (16-5)
Diffusing capacity of the 50-8 (13-7) 52:6 (14-6)
lung for carbon monoxide,

% predictedt

Anti-topoisomerase | 88 (63%) 84 (60%)
antibody positive

mRSS 12:5(9-4) 113 (83)
SGRQ total score 43-9 (20-3) 41-1(19-8)
C-reactive protein, mg/L$ 4-9 (59) 8.5 (253)
Platelets, 10~ per L§ 277 (79) 283 (77)
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Patients taking mycophenolate at baseline Patients not taking mycophenolate at baseline
Nintedanib Placebo Nintedanib Placebo
(n=138) (n=140) (n=149) (n=148)
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FVC (mL per year)

Adjusted annual rate of decline in

-1404
-119-3
Patients taking mycophenolate at baseline Patients not taking mycophenolate at baseline p value for
interaction
Nintedanib Placebo Difference 0dds ratio Nintedanib Placebo Difference Odds ratio
(n=139) (n=140) (n=149) (n=148)

Primary endpoint

Adjusted annual rate of declinein FVC ~ -40-2(19-8)  -66.5 (19-3) 263 - -63-9 (19-3) -119-3 (19-0) 55.4 .
over 52 weeks, mL per year (-27-9t0 80-6) (2:3t01085)



Patients taking mycophenolate at baseline Patients not taking mycophenolate at baseline p value for
interaction
Nintedanib Placebo Difference 0Odds ratio Nintedanib Placebo Difference Odds ratio
(n=139) (n=140) (n=149) (n=148)
Primary endpoint
Adjusted annual rate of declinein FVC ~ -40-2 (19-8) -66-5(19-3) 263 -63-9 (19-3) -119-3 (19:0) 554 0-45*t
over 52 weeks, mL per year (-27-9t0 80-6) (2:3t0108-5)
Key secondary endpoints
Adjusted absolute change from 2.4 (0-4) -2.5(0-4) 0-04 -1.9 (0-4) -1:5(0-4) -0-44
baseline in mRSS at week 52 (-1.01to0 1-09) (-1-47 to 0-58)
Adjusted absolute change from baseline 07 (1-3) -0-9(1-2) 1.6 0-9(1-2) -0-9(1-2) 1.8 0-92%
in SGRQ total score at week 52 (-1-9to 5-0) (-1.6t05-2)
Other secondary lung function endpoints
Adjusted change from baseline in FVC ~ -42-2 (20-0) -78-6 (19-4) 36-43 -66-4 (19-4) -122.7 (19-1) 563 0-61%
at week 52, mL (-183t0 91-2) (2-8t0109-7)
Annvual rate of decline in FVC % -0-9(0-6) -1.7(0-5) 0-8 -1-9 (0-5) -3-4(0-5) 1.5 0-497
predicted (-0-7to2-3) (0-1t03:0)
Patients with an absolute decrease 21/138 (15%)  36/140 (26%) 0-52 38/149 (26%) 46/148 (31%) 076 0-35§
from baseline in FVC of >5% predicted (0-29to0 0-95) (0-46t01-26)
at week 52
Patients with an absolute decrease 4/138 (3%) 7/140 (5%) 0-57 16/149 (11%) 17/148 (12%) 0-93 0-50§
from baseline in FVC of >10% (0-16t0 1-98) (0-45t01-91)
predicted at week 52
Patients with a relative decrease from 39/138 (28%)  57/140 (41%) 0-58 56/149 (38%) 68/148 (46%) 071 0-55§
baseline in FVC (mL) of >5% at week 52 (0-35t0 0-95) (0-45t01-13)
Patients with a relative decrease from 14/138 (10%)  21/140 (15%) 0-64 34/149 (23%) 31/148 (21%) 112 0-23§
baseline in FVC (mL) of >10% at week 52 (0-31t01-32) (0-64t01-94)



Patients taking Patients not taking
mycophenolate at baseline  mycophenolate at baseline
Nintedanib Placebo Nintedanib  Placebo |—'—| S
(n=139) (n=140) (n=149) (n=148) ﬁ == -_'E%_ %Q
Any adverse event* 136 (98%) 135 (96%) 147 (99%) 141 (95%) I | =
Most frequent adverse eventst
Diarrhoea 106 (76%) 48 (34%) 112 (75%) 43 (29%)
Nausea 43 (31%) 23 (16%) 48 (32%) 16 (11%)
Skin ulcer 22 (16%) 23 (16%) 31(21%) 27 (18%) N .
S =
o pom e e FRIN % (ZE 37 W)
Cough 20 (14%) 33 (24%) ( %) 19 (13%) X T
Nasopharyngitis 10 (7%) 22 (16%) 6 (17%) 27 (18%)
Upper respiratory tract infection 19 (14%) 25 (18%) 14 (9%) 10 (7%)
Abdominal pain 14 (10%) 6 (4%) 19 (13%) 15 (10%)
Fatigue 19 (14%) 14 (10%) 12 (8%) 6 (4%) N 2N 2 —2
l: }l:&, AT 775'< — /O
Headache 16 (12%) 15 (11%) 11 (7%) 9 (6%) ‘, ] /LJ\ N ENTERNWITARN
Urinary tract infection 16 (12%) 11 (8%) 8 (5%) 12 (8%) - —_
, . BA8:
Weight decreased 10 (7%) 4 (3%) 24 (16%) 8 (5%) /<\ i) =
Decreased appetite 14 (10%) 10 (7%) 13 (9%) 2 (1%) \ \
Severe adverse event 28 (20%) 18 (13%) 24 (16%) 18 (12%) I\/I I\/l F |; :-I HE %i > 3E |; :-I H& %i
Serious adverse event 36 (26%) 22 (16%) 33(22%) 40 (27%) o . _ N S s
Fatal adverse event 3 (2%) 2 (1%) 2 (1%) 2 (1%) <7L: Z [/ — 7 & —_ Ei t
Adverse event leading to treatment 15 (11%) 9 (6%) 31 (21%) 16 (11%) \ Y
. . . \} ~
discontinuation P B Ogi C\ ‘j: ;_—% Lj: 79\ L/ )
Data are n (%) of patients with at least one such adverse event. *Adverse events reported over 52 weeks (or until
28 days after last study drug intake for patients who discontinued study drug before week 52). tAdverse events that
were reported in >10% of participants in any of these subgroups are shown.
Table 3: Adverse events in subgroups by use of mycophenolate at baseline
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Added value of this study

To our knowledge, in this subgroup analysis of the SENSCIS
trial, we analysed the largest cohort of patients with SSc-ILD
taking mycophenolate at baseline in a clinical trial to date.
We did not detect heterogeneity in the effect of nintedanib
versus placebo on the annual rate of decline in FVC between
subgroups defined by mycophenolate use at baseline, which

suggests that nintedanib provided benefits on decreases in FVC
both in patients who were taking mycophenolate at baseline
and in those who were not. In both of these

subgroups, a smaller proportion of patients treated with
nintedanib versus placebo had a decrease in FVC of at least
3-3% predicted, which has been estimated to be the minimum
clinically important difference for worsening of FVC in patients
with SSc-ILD. We found that the adverse event profile of
nintedanib was similar between subgroups by mycophenolate
use at baseline and was manageable for most patients.
Treatment discontinuations due to adverse events over

52 weeks were not more common in patients treated with
nintedanib and who were on mycophenolate at baseline than
in patients treated with nintedanib alone.



