SEAM-RA trial

Etanercept or Methotrexate Withdrawal in Rheumatoid Arthritis Patients in Sustained

Remission on Combination Therapy: A Randomized, Double-Blind Trial
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2019 update

1, 1 patient is in persistent remission after having tapered glucocorticoids, one can consider tapering bDMARDs 1b
or tsDMARDs, especially if this treatment is combined with a csDMARD.
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Study Design
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Study Design
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Incrusion Criteria
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Primary outcome
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Secondary outcome
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Patient flow diagram

619 Patients screened
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371 Patients enrolled into the run-in period

116 Patients discontinued:
75 for protocol-specified criteria
16 by patient request
11 for decision by sponsor
3 for adverse events
11 for other reasons
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1 Patient completed the run-in period

but was not randomized
Patient did not have an end-of-study
electronic case report form

253 Patients randomized
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101 Patients randomized to
methotrexate monotherapy

101 Patients randomized to

v

etanercept monotherapy

methotrexate plus etanercept

51 Patients randomized to
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V7S 13 (12.9%) Discontinued:
HEE,;_%'—};‘_— 61129%, 89%, 78% —p 10{9.9“’!{:}'1.;51;?13;;: consent —p
2 (2.0%) protocol-specified

9 (8.9%) Discontinued:

6 (5.9%) withdrew consent —>
1 {1.0%) lost to follow-up

4 (7.8%) Discontinued:
3 (5.9%) withdrew consent

. 1 (2.0%) lost to follow-up
criteria 2 (2.0%) decision by sponser
1 (1.0%) decision by sponsor
h 4 Y v
88 (87.1%) Completed 92 (91.1%) Completed 47 (92.2%) Completed
the study the study the study
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Monotherapy Monotherapy Therapy

Characteristic N=101 N=101 N=51
Female sex, n (%) 76 (75.2) 77 (76.2) 40 (78.4)
Age in years, mean (SD) 56.2 (11.4) 54.8 (12.8) 55.9 (12.6)
Li t /\/ t\\/J\j\( U D El /\ White, n (%) 92 (91.1) 86 (85.1) 42 (82.4)

BMI kg/m?, mean (SD) 27.8 (5.2) 28.7 (5.7) 28.7 (5.9)
Duration of RA in years,

'T‘%E /%\/\H IEEﬁ ‘j: 105%’?& mean (SD) 9.7 (8.0) 11.0 (7.4) 10.3 (8.2)
Rheumatoid factor positive, n (%) 59 (58) 64 (63) 35 (69)
Anti-CCP positive, n (%) 66 (65) 67 (66) 35 (69)

Methotrexate dose mg/week,

MTXIZ16mgRrj#: mean (SD) 16.26 (4.56)  15.97 (4.65)  17.06 (4.99)

Prednisone (5 mg daily or less),

n (%) 2(2.0) 1(1.0) 1(2.0)



Methotrexate Etanercept = Combination

BEBR
s R Monotherapy Monotherapy Therapy

Characteristic N=101 N=101 N=51
SDAI score, mean (SD) 1.3 (1.0) 1.3 (1.4) 1.2 (1.2)
SDAIE#Z 90% U E SDAI remission, n (%) 96 (95.0) 93 (92.1) 49 (96.1)

Boolean remission (28 joints),
n (%) 34 (33.7) 35 (34.7) 23 (45.1)
Tender joint count (28 joints),
mean (SD) 0.1 (0.4) 0.1 (0.4) 0.2 (0.5)

Swollen joint count (28 joints),

mean (SD) 0.1 (0.4) 0.0 (0.2) 0.0 (0.2)
Patient Global Assessment 0-10,
PGA <1 mean (SD) 0.44 (0.58) 0.45(0.77)  0.35(0.55)
CRP <1 CRP mg/dL, mean (SD) 0.27 (0.40) 0.34 (0.54) 0.47 (1.0)

HAQ-DI, mean (SE) 0.32 (0.04) 0.26 (0.04) 0.28 (0.06)



Outcome
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P=0.006

P=0.004*

28.7%

49.5%

Methotrexate
Monotherapy

52.9%

Etanercept
Monotherapy

Combination
Therapy
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ETN-mono 50/101 [49.5% ]
MTX-mono 29/101 [28.7%]
P=0.004

Comb 27/51 [52.9% ]
MTX-mono 29/101 [28.7%]
P=0.006



Outcome WENBALIEE

MTX-mono 63/101A (62.4%)
ETN-mono 40/101 A (39.6%)
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0 28 56 84 112 140 168 196 224 252 280 308 338 364 392
Study Days

MTX Mono (N=101) ETN Mono (N =101) Combo (N = 51)

Days to Disease-Worsening, Median (95% CI) 96. 263) NE (253, NE) NE (336, NE)
P<0.001* P<0.001*



Outcome
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Outcome

 Rescure

MTX-mono 52/1011 (52%)
ETN-mono 36/10111 (36%)
Comb 15/51f (29%)

+ SDAI remissionicB{EUCTEEE SIS GARERTIR)
MTX-mono 71%

ETN-mono 75%
Comb 80%



Discussion
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Discussion
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Limitation
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Conclusion

ETN+MTXTRABDEREC TLISRAICHL T,
6nH SDAI<33#IHFLTMIXZhiEd 5&
ETN%Z kT SBEICEENTA9%N B Z 1T 5.

BIEUTCTETIS%FBEREICED.



