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Some limitations of these recommendations relate
to areas of limited evidence, including oligoarthritis,
axial disease and forms of psoriasis other than plaque
psoriasis.

GRAPPA 2021

Given the lack of strong data on oligoarticular PsA, this recom-
mendation was based more on expert opinion than on hard data
(level of evidence, 4; grade of recommendation: C).

EULAR recommendations 2019
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Double-Blind,
Placebo-Controlled

Treatment
Week 0 to Week 24
Placebo = NSAIDS, €1 csDMARD
1T
2}
E -
SCREEN Q&
3
Apremilast * NSAIDS, £1 csDMARD
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Weeks
Week 16
. ] Primary Endpoint:
- PBO#&% — apremilast~ MDA Joints at Week 16
- Apremilast® — #F#t Early Escape at Week 16
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DAPSA

Tender Joints Swollen Joints

1. Tender Joints Count (0-68), TJ: 2. Swollen Joints Count (0-66), SJ:

3. CRP (mg/dl):

4. Patient’s assessment of disease activity and pain

e How active was your rheumatic disease on average during the last week?

ot Lo 1H2H3H4HsHeH7H8H9HI0] very

active active

e How would you describe the overall level of joint pain during the last week?

none

DAPSA =TJ + SJ + CRP + Activity + Pain =

Disease Activity: 0-4 Remission, 5-14 low, 15-28 moderate, >28 high Disease Activity
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Randomised (2:1)

N=308

Placebo
n=105

Escaped early, n=24 (22.9%)

Discontinued, n=17 (16.2%)

- =2 b PAN

Adverse event

Withdrawal

Lack of efficacy

Non-compliance with study drug,
Protocol deviation
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Completed 24 weeks
n=88 (83.8%)

Apremilast 30 mg BID
n=203

Escaped early, n=21 (10.3%)

Discontinued, n=36 (17.7%)

Adverse event

Withdrawal

Lack of efficacy

Lost to follow-up
Non-compliance with study drug
Pregnancy

Death
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Table 1 Baseline demographics and disease characteristics

cDAPSA (0-154), mean
(SD)

PASDAS (0-10), mean
(SD)

BSA, mean (SD), %
BSA>3%, n (%)

HAQ-DI (0-3), mean
(SD)

LEI (0-6), mean (SD)t
LEI>0, n (%)

SPARCC Index (0-16),
mean (SD)t

Physician's assessment
of nail psoriasis
(0—~100 mm VAS), mean
(SD)+

PsAID-12 (0-10), mean
(SD)

Prior csDMARD, n (%)

Concomitant csDMARD,

n (%)
Methotrexate

Sulfasalazine

15.9 (4.5)

4.9(1.0)

6.3(10.9)
42 (40.0)
1.1 (0.6)

2.6 (1.6)
38(36.2)
4.3 (3.9)

28.9 (26.3)

4.8(2.2)

69 (65.7)
41 (39.0)

34 (32.4)
7(6.7)

~19 Fip K507

42.6 (18.8) . jjﬁj:t 1:1 < 'O LY

513019 - TEYREARST $910H B

Placebo Apremilast Total
(n=105) (n=203) (N=308)

Age, mean (SD), years ~ 50.2 (13.0) 51.3(12.3) 50.9 (12.5)
Women, n (%) 51 (48.6) 118 (58.1) 169 (54.9)
Race, white, n (%) 99 (94.3) 192 (94.6) 291 (94.5)
PsA duration, mean 10.0 (10.6) 9.8 (10.0) 9.9 (10.2)
(SD), months

Median (Q1, Q3) 6.0 (3.6,12.7) 6.1(3.7,11.2) 6.0 (3.7,11.7)
SJC (0-66), mean (SD) 2.6 (0.7) 2.7(0.7) 2.6 (0.7)

Median (Q1, Q3) 2.0(2.0,3.0) 3.0(2.0,3.0) 3.0(2.0,3.0)
SJC category, n (%)

2 57 (54.3) 93 (45.8) 150 (48.7)

3 38 (36.2) 79 (38.9) 117 (38.0)

4 10 (9.5) 31(15.3) 41 (13.3)
TJC (0-68), mean (SD) 3.2 (0.8) 3.2(0.8) 3.2(0.8)

Median (Q1, Q3) 3.0(3.0,4.0) 3.0(3.0,4.0) 3.0 (3.0, 4.0)
TJC category, n (%)

2 23 (21.9) 41 (20.2) 64 (20.8)

3 38(36.2) 77 (37.9) 115 (37.3)

4 44 (41.9) 85 (41.9) 129 (41.9)
Active joint involvement™*, n (%)

Small only 51 (48.6) 104 (51.2) 155 (50.3)

Large only 7(6.7) 19 (9.4) 26 (8.4) o :

Small and large 47 (44.8) 80 (39.4) 127 (41.2)
PhGA (0-100mm VAS), 43.2(19.2) 42.2 (18.6)
mean (SD)
PtGA (0-100mm VAS), 50.5 (20.7) 51.6 (22.0)
mean (SD)
Patient’s assessment of 51.1 (22.7) 52.3 (22.0) 51.9 (22.2) .

pain (0—100 mm VAS),
mean (SD)

SJC 2-3 (A R1E)
TJC 3 (Fh5R1E)

16.3 (4.3)

4.9(1.1)

6.9 (12.3)
78 (38.4)
1.0 (0.6)

2.4(1.5)
70 (34.5)
3.9(3.5)

30.8 (25.9)

4.7 (2.0)

135 (66.5)
82 (40.4)

73 (36.0)
9(4.4)

16.2 (4.4)

4.9(1.1)

6.7 (11.8)
120 (39.0)
1.0 (0.6)

2.5(1.5)
108 (35.1)
4.0 (3.6)

30.2 (26.0)

4.7 (2.1)

204 (66.2)
123 (39.9)

107 (34.7)
16 (5.2)
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Response Rates (%)

M Placebo M Apremilast
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Table 2 Outcomes at week 16 comparing apremilast and placebo

Sentinel* joints All joints
Placebo Apremilast Placebo Apremilast
(n=105) (n=203) Difference (95% Cl) (n=105) (n=203) Difference (95% Cl)
cDAPSA REM/LDA, n (%) 54 (51.8) 143 (70.2) 18.6% 40 (38.0) 122 (60.3) ([ 22.5% \
(7.0 t0 30.2) (10.7 to 34.3)
p=0.0017 p=0.0004t
SJC<1, n (%) 72 (69.0) 150 (74.0) 5.1 43 (41.5) 117 (57.9) 16.4
(-5.8t0 16.0) (4.7 t0 28.0)
p=0.3539 p=0.0068t
TIC<1, n (%) 47 (44.4) 134 (66.2) 22.1 17 (16.7) 77 (38.0) 214
(10.4 t0 33.7) (11.6 to 31.2)
p=0.00031 p=0.00021
PtGA VAS<20, n (%) = = = 20 (19.1) 62 (30.4) 11.8%
(1.7 to 22.0)
p=0.02861
Patient pain VAS<15, n (%) = = = 14 (13.1) 60 (29.4) 16.3%
(6.9 to 25.8)
p=0.0022t
PsAID-12, LS mean (SE) change from baseline - - - -0.4(0.2) -1.5(0.2) -1.0
(=1.5to —0.6)
p<0.0001t
PASDAS good/moderate response, n (%) 45 (42.7) 122 (59.9) 17.7% 42 (39.8) 120 (59.3) 20.0%
(5.7 t0 29.7) (8.1 t0 32.0)
p=0.00431 =0.0014t1
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m Placebo ® Apremilast

Treatment difference (95% CI):
14.4% (4.6% to 24.2%)
Nominal p=0.0073

l
31.2%

16.9%

BSA=0
18/105 63/203

LS mean (SE) change
from baseline

> KA > b (Week 16)

m Placebo (n=69) m Apremilast (n=143)

Nail VAS

-13.9

Treatment difference (95% CI):
-7.1(-12.4 to -1.8)
Nominal p=0.0094
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Figure 5 Proportion of patients who progressed to active joint count >4 among patients with <4 active joints at baseline. FAS with <4 active joints
at baseline. Error bars represent SE based on all joints. Data are as observed. FAS, full analysis set; SE, standard error.



Supplementary Figure 5. Achievement of MDA Domains Other than SJC and TJC
in Patients With Baseline Disease Activity

6308A <3% Placebo
52.2% .
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<0/ * .
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Table 3  Summary of safety through week 24

Placebo Apremilast
(n=104%*) (n=204%*)
Any TEAE, n (%) 49 (47.1) 121 (59.3)
Any drug-related TEAE, n (%) 20(19.2) 67 (32.8)
Any severe TEAE, n (%) 4 (3.8) 8 (3.9)
Any serious TEAE, n (%) (5.8) 9 (4.4)
TEAEs leading to drug withdrawal, n (%) 7 (6.7) 21 (10.3)
Deaths, n (%) (0.0) 2 (1.0t
TEAEs occurring in >5% of patients, n (%)
Diarrhoea 11 (10.6) 47 (23.0)
Nausea 4 (3.8) 22 (10.8)
3(2.9)

Headache
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Discussion
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