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Supplementary Figure 2. The proportion (%) of patients who remained flare-free based on an
ASDAS worsening of 20.9 through 104 weeks. *p<0.05, 1p<0.01, £p<0.001 versus IXE Withdrawal
(placebo).
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Supplementary Table 1. Baseline demographics and disease characteristics at week 0 of COAST-Y
and disease characteristics at week 24 of COAST-Y.

Randomised withdrawal-retreatment period (N=155)
Withdrawn to

placebo IXE Q4W IXE Q2W Combined IXE
N=53 N=48 N=54 N=102

Baseline demographics at week 0 of COAST-Y
Age 38.5 (12.7) 36.5 (9.7) 38.4 (10.8) 37.5 (11.3)
Sex

Male, n (%) 38 (71.7) 38 (79.2) 40 (741) 78 (76.5)
BMI (kg/m?) 25.5 (3.9) 25.9 (4.5) 25.9 (4.7) 25.9 (4.6)
axSpA symptom duration
(years) 12.6 (9.6) 12.6 (7.5) 12.9 (8.6) 12.7 (8.0)
axSpA diagnosis duration
(years) 6.6 (7.5) 7.1(7.0) 7.6 (8.4) 7.4 (7.7)
HLA-B27 positive, n (%)? 45 (84.9) 43 (89.6) 49 (90.7) 92 (90.2)
DMARDs use, n (%) 21 (39.6) 18 (37.5) 24 (44.4) 42 (41.2)
NSAID use, n (%) 50 (94.3) 44 (91.7) 51 (94.4) 95 (93.1)
Prior TNFi use, n (%)*

0 44 (83.0) 39 (81.3) 46 (85.2) 85 (83.3)

1 9(17.0) 3(6.3) 8 (14.8) 11 (10.8)

2 0 6 (12.5) 0 6 (5.9)

Disease characteristics at week 0 of COAST-Y
C-reactive protein (mg/L)?

<5 mg/L, n (%) 24 (45.3) 19 (39.6) 18 (33.3) 37 (36.3)
>5 mg/L, n (%) 29 (54.7) 29 (60.4) 36 (66.7) 65 (63.7)
ASDAS 1.3(0.5) 1.3 (0.6) 1.3 (0.5) 1.3(0.5)
ASDAS LDA (<2.1), n (%) 48 (90.6) 43 (91.5) 50 (96.2) 93 (93.9)
ASDAS ID (<1.3), n (%) 36 (67 9) 29 (61.7) 30 (57.7) 59 (59.6)
BASDAI score 3(1.1) 1.4(1.1) 1.6 (1.2) 1.5(1.1)
BASDAI spinal pain* 1 5 (1.2) 1.7 (1.5) 1.7 (1.3) 1.7 (1.4)
BASDAI morning stiffness$ 1.1.(1.1) 1.1.(1.1) 1.3(1.3) 1.2(1.2)
Disease characteristics at week 24 of COAST-Y
C-reactive protein (mg/L)
<5 mg/L, n (%) 46 (86.8) 38 (79.2) 49 (90.7) 87 (85.3)
>5 mg/L, n (%) 7 (18.2) 10 (20.8) 5(9.3) 15 (14.7)
ASDAS 1.2 (0.5) 1.3 (0.5) 1.2 (0.4) 1.2 (0.5)
BASDAI score 1.2(1.1) 1.2 (1.0) 1.3(1.1) 1.2 (1.0)
BASDAI spinal pain* 1.5(1.7) 1.4 (1.5) 1.4 (1.2) 1.4 (1.4)
BASDAI morning stiffness$ 1.1 (1.3) 0.8 (1.0) 0.9 (0.9) 0.8 (0.9)
PatGA 1.3(1.4) 1.5(1.4) 1.3(1.2) 1.4 (1.3)
BASFI score 1.1(1.1) 1 2(1 2) 1.0(1.1) 1.1 (1.2)
BASMI score 2.5(1.3) 7 (1.3) 28(1.4) 2.8 (1.3)

Data are presented as mean (SD), unless otherwise specified. HLA- 827 status and C-reactive protein status were assessed at
the start of the originating study. *Excludes adalimumab taken as study drug in COAST-V. ¥BASDAI Question 2. $Mean of
BASDAI Questions 5 and 6.

Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; axSpA, axial spondyloarthritis; BASDAI, Bath Ankylosing
Spondylitis Disease Activity Index; BASFI, Bath Ankylosing Spondylitis Functional Index; BASMI, Bath Ankylosing Spondylitis
Metrology Index; BMI, body mass index; csDMARD, conventional synthetic disease-modifying antirheumatic drug; ID, inactive
disease; IXE, ixekizumab; LDA, low disease activity; N, number of patients; NSAID, non-steroidal anti-inflammatory drug;
PatGA, Patient Global Assessment of Disease Activity; Q2W, every 2 weeks; Q4W, every 4 weeks; SD, standard deviation;
TNFi, tumour necrosis factor inhibitor.
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Supplementary Table 2. Patient characteristics associated with flare during the randomised

withdrawal-retreatment period of COAST-Y.

. Odds ratio
Variable Category (95% Cl) p-value
Categorical
Treatment® Placebo (N=53), IXE (N=102) 5.51 (2.68,11.33) <0.001
Sustained low CRP Yes (N=136), No (N=19) 0.40 (0.15,1.05) 0.063
BMI group at week 0 of COAST-Y N°“'”°'m“‘(‘;\l(=N6j)‘6)' normal 1.81(0.93,3.52) 0.081
Residual inflammation by MRI at Week 24 of
COAST.Y ¥ Yes (N=55), No (N=84) 1.79 (0.89,3.60) 0.101
Geographic region NO”'E“rOP(eN(L‘Sg?”’ Europe 1.63 (0.82,3.23) 0.165
Length of IXE treatment at week 24 of 24-60 weeks (N=69), 76 weeks
COAST-Y (N=86) 1.51 (0.79,2.90) 0.215
Tobacco use group Ever (N=63), Never (N=92) 0.89 (0.46,1.73) 0.741
C itant DMARD t Week 0 of
Cg’fé’?_'\(a” use at Weex U0 Yes (N=63), No (N=92) 1.41(0.73,2.72) 0.310
CRP group at week 24 of COAST-Y >5 mg/L ((,\’]‘:12532') <5 mg/L 1.43 (0.57,3.55) 0.442
Anti-drug antibody positive at any time
between Week 0 of the originating study and Yes (N=32), No (N=123) 1.35(0.61,2.97) 0.458
Week 24 of COAST-Y
HLA-B27 at baseline of originating study Positive (’E‘Gl%; negative 0.74 (0.27,2.00) 0.554
Age group at Week 0 of COAST-Y 235 years ((f:lzééf;)), <35 years 1.18 (0.61,2.28) 0.616
Prior TNFi experience Yes (N=26), No (N=129) 1.24 (0.53,2.91) 0.626
Symptom duration group at Week 0 of 210 years (N=85), <10 years
COAST-Y (N=70) 0.86 (0.45,1.65) 0.653
Tobacco use group Current (Niﬁi)i 1F(;))rmer/Never 1.12 (0.55,2.28) 0.751
CRP group at baseline of originating study >5 mg/L (N=96), <5 mg/L (N=59) 1.05 (0.54,2.06) 0.876
Anti-drug antibody positive at Week 24 of
COAST X Y P Yes (N=10), No (N=143) 1.10 (0.30,4.07) 0.888
Symptom duration group at Week 0 of 25 years (N=123), <5 years
COAST-Y (N=32) 1.03 (0.46,2.30) 0.941
Sex Male (N=116), Female (N=39) 0.98 (0.46,2.06) 0.953
AXSpA classification r-axSpA (’(\lr\fge){) nr-axSpA 1.01 (0.52,1.97) 0.979
Continuous
ASDAS area under the curve® Continuous 1.06 (1.01,1.11) 0.021
CRP at baseline of originating study Continuous 1.02 (1.00,1.04) 0.037
ASDAS at week 24 of COAST-Y Continuous 2.09 (1.02,4.27) 0.044
Total back pain at Week 24 of COAST-Y Continuous 1.26 (1.00,1.60) 0.050
BASDAI inflammation at Week 24 of .
COAST-Y Continuous 1.31 (0.95,1.79) 0.095
PatGA at Week 24 of COAST-Y Continuous 1.21 (0.95,1.54) 0.123
BASDAI at Week 24 of COAST-Y Continuous 1.25 (0.93,1.69) 0.144
ASDAS at baseline of originating study Continuous 1.24 (0.85,1.82) 0.257
BASFI at Week 24 of COAST-Y Continuous 1.16 (0.88,1.54) 0.284
CRP at Week 24 of COAST-Y Continuous 1.05 (0.94,1.18) 0.353
CRP area under curve® Continuous 1.00 (1.00,1.01) 0.365
BASFI at baseline of originating study Continuous 1.05 (0.90,1.23) 0.542
l&tg}l{ back pain at baseline of originating Continuous 04 (0.85,1.27) 0.699
BASDAI at baseline of originating study Continuous 1.04 (0.83,1.28) 0.752
BASDAI inflammation at baseline of )
originating study Continuous 0.98 (0.82,1.17) 0.809
PatGA at baseline of originating study Continuous 1.02 (0.84,1.23) 0.856

aTreatment group (placebo or IXE) at the start of the randomized withdrawal period at week 24 of COAST-Y, PArea under the

curve for ASDAS and CRP are defined as the area under the curve across time from weeks 0 to 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; BMI, body mass index; Cl, confidence interval; CRP, C-

reactive protein; IXE, ixekizumab.
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Supplementary Table 3. Patient characteristics associated with flare during the randomized
withdrawal-retreatment period of COAST-Y (multivariate model after stepwise selection).

Variable Category Odds ratio p-value
(95% CI)

ASDAS area under the Continuous 1.08 (1.03,1.14) 0.004

curve?

aArea under the curve for ASDAS is defined as the area under the curve across time from Week 0 to Week 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; Cl, Confidence interval, IXE, ixekizumab.
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Supplementary Table 4. Patient characteristics associated with flare during the randomized
withdrawal-retreatment period of COAST-Y (final model with interaction effect).

Variable Category Estimate p-value
(SE)
Treatment Continued IXE versus withdrawn to placebo -2.544 <0.001
(0.4723)
ASDAS area under the curve? Continuous 0.080 0.006
(0.0288)
Symptom duration group at <5 years versus >=5 years -1.681 0.020
Week 0 of COAST-Y (<5 years) (0.7235)
Symptom duration group at Symptom duration group at Week 0 of 2.650 0.004
Week 0 of COAST-Y * COAST-Y (<5 years versus >=5 years) * (0.9139)
Treatment Treatment (continued IXE versus withdrawn
to placebo)

aArea under the curve for ASDAS is defined as the area under the curve across time from Week 0 to Week 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; SE, standard error.
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Supplementary Figure 1. Study design: The current analysis included patients from the randomised
withdrawal-retreatment period (green) of COAST-Y.

Long-term extension

Lead-in Period Extension period period

Originating Study—52 weeks
(COAST-V, COAST-W, COAST-X)

T T 1
Week (COAST-Y): 02 160 20° 24¢ 64 104

2Eligible patients continued to receive the same treatment (either 80 mg IXE Q2W or Q4W) as on their originating study.
Patients completing COAST-X who were receiving blinded placebo were assigned to 80 mg IXE Q4W. PPatients were eligible
for entering the randomised withdrawal-retreatment period at week 24 if they achieved an ASDAS<1.3 at least once at week 16
or week 20, and <2.1 at both visits an ASDAS of <1.3 at least once during study visits. °Patients who were eligible to enter the
randomised withdrawal-retreatment period at week 24 were randomly assigned in a 2:1 ratio to continue IXE as per lead-in
period or to withdraw to placebo, respectively, resulting in an overall 1:1:1 randomisation ratio. YPatients who experienced a
flare (ASDAS 22.1 at 2 consecutive visits or ASDAS >3.5 at any visit) were retreated at the next visit with the same IXE dosing
regimen received during the lead-in period but in an OL fashion, except for patients originally from COAST-X, who received
blinded retreatment until the COAST-X week-52 database lock. Flare: ASDAS 22.1 at 2 consecutive visits or ASDAS >3.5 at
any visit. Recapture: Achieve ASDAS <2.1 (LDA) or ASDAS <1.3 (ID) following a flare. Abbreviations: ASDAS, Ankylosing
Spondylitis Disease Activity Score; ID, inactive disease; IXE, ixekizumab; LDA, low disease activity; N, number of patients; OL,
open-label; Q2W, every 2 weeks; Q4W, every 4 weeks.
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Supplementary Figure 2. The proportion (%) of patients who remained flare-free based on an
ASDAS worsening of 20.9 through 104 weeks. *p<0.05, 1p<0.01, £p<0.001 versus IXE Withdrawal
(placebo).
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Supplementary Table 1. Baseline demographics and disease characteristics at week 0 of COAST-Y
and disease characteristics at week 24 of COAST-Y.

Randomised withdrawal-retreatment period (N=155)
Withdrawn to

placebo IXE Q4W IXE Q2W Combined IXE
N=53 N=48 N=54 N=102

Baseline demographics at week 0 of COAST-Y
Age 38.5 (12.7) 36.5 (9.7) 38.4 (10.8) 37.5 (11.3)
Sex

Male, n (%) 38 (71.7) 38 (79.2) 40 (741) 78 (76.5)
BMI (kg/m?) 25.5 (3.9) 25.9 (4.5) 25.9 (4.7) 25.9 (4.6)
axSpA symptom duration
(years) 12.6 (9.6) 12.6 (7.5) 12.9 (8.6) 12.7 (8.0)
axSpA diagnosis duration
(years) 6.6 (7.5) 7.1(7.0) 7.6 (8.4) 7.4 (7.7)
HLA-B27 positive, n (%)? 45 (84.9) 43 (89.6) 49 (90.7) 92 (90.2)
DMARDs use, n (%) 21 (39.6) 18 (37.5) 24 (44.4) 42 (41.2)
NSAID use, n (%) 50 (94.3) 44 (91.7) 51 (94.4) 95 (93.1)
Prior TNFi use, n (%)*

0 44 (83.0) 39 (81.3) 46 (85.2) 85 (83.3)

1 9(17.0) 3(6.3) 8 (14.8) 11 (10.8)

2 0 6 (12.5) 0 6 (5.9)

Disease characteristics at week 0 of COAST-Y
C-reactive protein (mg/L)?

<5 mg/L, n (%) 24 (45.3) 19 (39.6) 18 (33.3) 37 (36.3)
>5 mg/L, n (%) 29 (54.7) 29 (60.4) 36 (66.7) 65 (63.7)
ASDAS 1.3(0.5) 1.3 (0.6) 1.3 (0.5) 1.3(0.5)
ASDAS LDA (<2.1), n (%) 48 (90.6) 43 (91.5) 50 (96.2) 93 (93.9)
ASDAS ID (<1.3), n (%) 36 (67 9) 29 (61.7) 30 (57.7) 59 (59.6)
BASDAI score 3(1.1) 1.4(1.1) 1.6 (1.2) 1.5(1.1)
BASDAI spinal pain* 1 5 (1.2) 1.7 (1.5) 1.7 (1.3) 1.7 (1.4)
BASDAI morning stiffness$ 1.1.(1.1) 1.1.(1.1) 1.3(1.3) 1.2(1.2)
Disease characteristics at week 24 of COAST-Y
C-reactive protein (mg/L)
<5 mg/L, n (%) 46 (86.8) 38 (79.2) 49 (90.7) 87 (85.3)
>5 mg/L, n (%) 7 (18.2) 10 (20.8) 5(9.3) 15 (14.7)
ASDAS 1.2 (0.5) 1.3 (0.5) 1.2 (0.4) 1.2 (0.5)
BASDAI score 1.2(1.1) 1.2 (1.0) 1.3(1.1) 1.2 (1.0)
BASDAI spinal pain* 1.5(1.7) 1.4 (1.5) 1.4 (1.2) 1.4 (1.4)
BASDAI morning stiffness$ 1.1 (1.3) 0.8 (1.0) 0.9 (0.9) 0.8 (0.9)
PatGA 1.3(1.4) 1.5(1.4) 1.3(1.2) 1.4 (1.3)
BASFI score 1.1(1.1) 1 2(1 2) 1.0(1.1) 1.1 (1.2)
BASMI score 2.5(1.3) 7 (1.3) 28(1.4) 2.8 (1.3)

Data are presented as mean (SD), unless otherwise specified. HLA- 827 status and C-reactive protein status were assessed at
the start of the originating study. *Excludes adalimumab taken as study drug in COAST-V. ¥BASDAI Question 2. $Mean of
BASDAI Questions 5 and 6.

Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; axSpA, axial spondyloarthritis; BASDAI, Bath Ankylosing
Spondylitis Disease Activity Index; BASFI, Bath Ankylosing Spondylitis Functional Index; BASMI, Bath Ankylosing Spondylitis
Metrology Index; BMI, body mass index; csDMARD, conventional synthetic disease-modifying antirheumatic drug; ID, inactive
disease; IXE, ixekizumab; LDA, low disease activity; N, number of patients; NSAID, non-steroidal anti-inflammatory drug;
PatGA, Patient Global Assessment of Disease Activity; Q2W, every 2 weeks; Q4W, every 4 weeks; SD, standard deviation;
TNFi, tumour necrosis factor inhibitor.
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Supplementary Table 2. Patient characteristics associated with flare during the randomised

withdrawal-retreatment period of COAST-Y.

. Odds ratio
Variable Category (95% Cl) p-value
Categorical
Treatment® Placebo (N=53), IXE (N=102) 5.51 (2.68,11.33) <0.001
Sustained low CRP Yes (N=136), No (N=19) 0.40 (0.15,1.05) 0.063
BMI group at week 0 of COAST-Y N°“'”°'m“‘(‘;\l(=N6j)‘6)' normal 1.81(0.93,3.52) 0.081
Residual inflammation by MRI at Week 24 of
COAST.Y ¥ Yes (N=55), No (N=84) 1.79 (0.89,3.60) 0.101
Geographic region NO”'E“rOP(eN(L‘Sg?”’ Europe 1.63 (0.82,3.23) 0.165
Length of IXE treatment at week 24 of 24-60 weeks (N=69), 76 weeks
COAST-Y (N=86) 1.51 (0.79,2.90) 0.215
Tobacco use group Ever (N=63), Never (N=92) 0.89 (0.46,1.73) 0.741
C itant DMARD t Week 0 of
Cg’fé’?_'\(a” use at Weex U0 Yes (N=63), No (N=92) 1.41(0.73,2.72) 0.310
CRP group at week 24 of COAST-Y >5 mg/L ((,\’]‘:12532') <5 mg/L 1.43 (0.57,3.55) 0.442
Anti-drug antibody positive at any time
between Week 0 of the originating study and Yes (N=32), No (N=123) 1.35(0.61,2.97) 0.458
Week 24 of COAST-Y
HLA-B27 at baseline of originating study Positive (’E‘Gl%; negative 0.74 (0.27,2.00) 0.554
Age group at Week 0 of COAST-Y 235 years ((f:lzééf;)), <35 years 1.18 (0.61,2.28) 0.616
Prior TNFi experience Yes (N=26), No (N=129) 1.24 (0.53,2.91) 0.626
Symptom duration group at Week 0 of 210 years (N=85), <10 years
COAST-Y (N=70) 0.86 (0.45,1.65) 0.653
Tobacco use group Current (Niﬁi)i 1F(;))rmer/Never 1.12 (0.55,2.28) 0.751
CRP group at baseline of originating study >5 mg/L (N=96), <5 mg/L (N=59) 1.05 (0.54,2.06) 0.876
Anti-drug antibody positive at Week 24 of
COAST X Y P Yes (N=10), No (N=143) 1.10 (0.30,4.07) 0.888
Symptom duration group at Week 0 of 25 years (N=123), <5 years
COAST-Y (N=32) 1.03 (0.46,2.30) 0.941
Sex Male (N=116), Female (N=39) 0.98 (0.46,2.06) 0.953
AXSpA classification r-axSpA (’(\lr\fge){) nr-axSpA 1.01 (0.52,1.97) 0.979
Continuous
ASDAS area under the curve® Continuous 1.06 (1.01,1.11) 0.021
CRP at baseline of originating study Continuous 1.02 (1.00,1.04) 0.037
ASDAS at week 24 of COAST-Y Continuous 2.09 (1.02,4.27) 0.044
Total back pain at Week 24 of COAST-Y Continuous 1.26 (1.00,1.60) 0.050
BASDAI inflammation at Week 24 of .
COAST-Y Continuous 1.31 (0.95,1.79) 0.095
PatGA at Week 24 of COAST-Y Continuous 1.21 (0.95,1.54) 0.123
BASDAI at Week 24 of COAST-Y Continuous 1.25 (0.93,1.69) 0.144
ASDAS at baseline of originating study Continuous 1.24 (0.85,1.82) 0.257
BASFI at Week 24 of COAST-Y Continuous 1.16 (0.88,1.54) 0.284
CRP at Week 24 of COAST-Y Continuous 1.05 (0.94,1.18) 0.353
CRP area under curve® Continuous 1.00 (1.00,1.01) 0.365
BASFI at baseline of originating study Continuous 1.05 (0.90,1.23) 0.542
l&tg}l{ back pain at baseline of originating Continuous 04 (0.85,1.27) 0.699
BASDAI at baseline of originating study Continuous 1.04 (0.83,1.28) 0.752
BASDAI inflammation at baseline of )
originating study Continuous 0.98 (0.82,1.17) 0.809
PatGA at baseline of originating study Continuous 1.02 (0.84,1.23) 0.856

aTreatment group (placebo or IXE) at the start of the randomized withdrawal period at week 24 of COAST-Y, PArea under the

curve for ASDAS and CRP are defined as the area under the curve across time from weeks 0 to 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; BMI, body mass index; Cl, confidence interval; CRP, C-

reactive protein; IXE, ixekizumab.
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Supplementary Table 3. Patient characteristics associated with flare during the randomized
withdrawal-retreatment period of COAST-Y (multivariate model after stepwise selection).

Variable Category Odds ratio p-value
(95% CI)

ASDAS area under the Continuous 1.08 (1.03,1.14) 0.004

curve?

aArea under the curve for ASDAS is defined as the area under the curve across time from Week 0 to Week 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; Cl, Confidence interval, IXE, ixekizumab.
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Supplementary Table 4. Patient characteristics associated with flare during the randomized
withdrawal-retreatment period of COAST-Y (final model with interaction effect).

Variable Category Estimate p-value
(SE)
Treatment Continued IXE versus withdrawn to placebo -2.544 <0.001
(0.4723)
ASDAS area under the curve? Continuous 0.080 0.006
(0.0288)
Symptom duration group at <5 years versus >=5 years -1.681 0.020
Week 0 of COAST-Y (<5 years) (0.7235)
Symptom duration group at Symptom duration group at Week 0 of 2.650 0.004
Week 0 of COAST-Y * COAST-Y (<5 years versus >=5 years) * (0.9139)
Treatment Treatment (continued IXE versus withdrawn
to placebo)

aArea under the curve for ASDAS is defined as the area under the curve across time from Week 0 to Week 24 in COAST-Y.
Abbreviations: ASDAS, Ankylosing Spondylitis Disease Activity Score; SE, standard error.
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