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Preclinical Phase of Rheumatoid Arthritis
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Effect of dexamethasone on autoantibody levels and

arthritis development in patients with arthralgia: a

randomised trial
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Rheumatoid arthritis

phase |Ib, randomised, double-blind, placebo-controlled study
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Intervention with methotrexate in patients with arthralgia
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Design/Patient

- randomised, double-blind, multicentre, parallel, placebo-controlled, phase 2b trial
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Method

B Procedures
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B Randomization and masking
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Method

BPrimary endpoint
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Method

B Statistical analysis
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Placebo (n=103) Abatacept (n=110)

Result .

Male 22 (21%) 26 (24%)
Female 81 (79%) 84 (76%)
B characteristics Semiogy
Positive for ACPAand RF 93 (90%) 90 (82%)
Vi o ACPA (=3 ULN) and RF 9 (9%) 19 (17%)
- ABTEf : 110% (2181 EHE) negative
ACPA (23 ULN) and RF 96 (93%) 103 (94%)
M. NE==Y positive or negative
° PBO'ﬁi * 103% <21% 75 %7](%) ACPA (<3 ULN) and RF 1(1%)t 0
negative
ACPA negative and RF 0 1(1%)T

o SZi’;ﬁ)ﬂE%%‘j:[]_SSﬁE positive

Swollen joint count*

- 213(5Ich 1656 (T7%) A&, 4861 (23%) MBI som 001 o0os

28 joints 0 (0-0); 103 0 (0-0); 108
« ACPAXRFE D &1 B 18341 (86%)
68 joints 2 (0-6);103 1(0-5);108

HEHEE@E@%IHO, E%B@Eﬁ%‘;& (;j:O~6 28 joints 1(0-3); 103 1(0-3);108
o ABTE+H L U'PBOBEDIEIESFER X Z N2 4126%, 25%



Result

BPrimary endpoint

- 12418 : ABT 6% vs PBO 29%
244 B : ABT 25% vs PBO 37%
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End of
treatment * :
End of
study
. Arthritis free survaival 1-0.044
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—— Placebo Log-rank test
T T T T T
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ABTHPBOIZLERT24Hh AR TOBIEZ or RAFREIHI X L TERD
HR 0-61 (95% CI 0-37-0-99, unadjusted Cox regression model)

mean restricted arthritis-free survival (ABT 658 days, PBO 558 days) : 99 days
(95%CI 38-161, p=0-0016)
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« 125 B TODMARDs or GCOERZK .
ABTEE 12.2% vs PBO%* 33.4%
(-21.2%, 95%Cl -32.7~-9.7)

e 244 B THODMARDSs or GCOFEHZ :
ABTEE 38-2% vs PBOEE 47-6%

Result
first DMARD or corticosteroid

(-9.4%, 95%Cl -23.7~4.9)
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Proportion
(%) (SE)

12:2(3:3)

24 months
Placebo Abatacept
Proportion Proportion
(%) (SE) (%) (SE)
476 (5:3) 3R:2(5:0)

Difference between
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12 months
(95% CI)
(Abat - Plac)
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Result
m HAQ-DI

125 B CABTEEOHAQDESH V)
HAQ-DI: Z-0.14 (95%ClI -0-26~-0.03)
HAQ pain: Z-7.9 (95%Cl -15-0~-0.8)
24 B £ TIEHFE#IE L 7w

HAQ-DI: 0.03 (95%CI -0-11~0-17)
HAQ pain: -0.2 (-8-:2~7-7)

A HAQ-Disability Index

B HAQ pain scale
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Baseline 6 18 24 Baseline 6
Time (months)
Placebo Abatacept Difference in means
or proportions
Aba-Plac (95% CI)
DAS2S
Baseline 2:72(0-13) 2:67(0-11)
N=103 N=106 -
12 months 2-7(0-14) 2-05(0-14) -0-49 (-0-83 to -0-15)
N=85 N=83 o4
24 months 2:71(0-16) 2-70 (0-10) (001 (-0-36 to 0-36)
N=69 N=72 vt




Result

B EERRE

Baseline (n=212) 12 months (n=155) 24 months (n=107)
Placebo Abatacept Placebo Abatacept Difference (95% CI) Placebo Abatacept Difference (95% Cl)
Grayscale maximum score
0 31%(32/103)  35% (38/109) 23%(16/69) 41% (35/86) 24%(11/46)  39% (24/61)
1 28% (29/103)  31%(34/109) 32%(22/69) 34%(29/86) 37% (17/46)  33%(20/61)
2 34% (35/103) 26%(28/109)  329%(22/69) 26% (22/86) 26% (12/46)  21% (13/61)
3 7% (7/103) 8% (9/109) 13%(9/69) 0% (0/86) 13% (6/46) 7% (4/61)
Participants with grayscale =1 69% (71/103)  65% (71/109) 77% (53/69) 60% (51/86) 76% (35/46)  61% (37/61)
Participants worsening by 30% (21/69) 20% (17/85) -10-4% (-24:2t0 3-4) 35% (16/46) 27% (16/60) -81% (25:9 to 9-6)
1 point from baseline
Composite outcome 55% (49/89) 25%(22/88)  -301%(-43-8t0-16-3)  66% (53/80) 51% (41/81)  -15-6% (-30-7 to -0:60)
PD maximum score
0 72% (74/103)  73%(80/109)  62%(43/69) 86% (74/86) 78%(36/46)  80% (49/61)
1 15% (15/103) 8% (9/109) 16% (11/69) 8% (7/86) 11% (5/46) 8% (5/61)
2 9% (9/103)  17%(19/109)  22%(15/69) 6% (5/86) 9% (4/46) 10% (6/61)
3 5% (5/103) 1% (1/109) 0% (0/69) 0% (0/86) 2% (1/46) 2% (1/61)
Participants with PD =1 28%(29/103)  27% (29/109)  38%(26/69)  14% (12/86) 22%(10/46)  20% (12/61)
Participants worsening by 1 point 26%(18/69) 11%(9/85)  -15.5% (-27-8t0-3-2) 15% (7/46) 12% (7/60) -3.6% (-16-7 to 9-6)

from baseline

« XR—=X74 7T, GS=1; PBO 68.9%, ABT 62.8%, PD=1; PBO 28.1%, ABT 26.6%

« ABT# R G5H D127 BIZPBOICLENTGS, PDEICEBAERIZEWD, IHE5FRIEERI2H B TIEEIZ AL,



Result

Bsafety
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=5k - ABTEE 92% vs PBO

A 89%, = 2.5%(95%Cl -5.4~10.5)

fE : ABTE+ 52% vs PBO#
61%, Z= -8.5%(95%Cl -21.8~4.8)
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Events or Placebo (n=102) Abatacept (n=109)
participants
All adverse events 1036 475 (46%) 561 (54%)
Participants reporting =1 adverse event 191 91 (89%) 100 (92%)
Difference in proportions (95% Cl) 2-5% (-5-4t0 10:5)
Participants reporting =1 adverse event 119 62 (61%) 57 (52%)
classified as infection
Difference in proportions (95% Cl) -8-5% (-21-8 t0 4-8)
Common adverse events
Common cold 80 42 (41%) 38 (35%)
Sore throat 37 17 (17%) 20 (18%)
Nausea 27 7 (7%) 20 (18%)
Chest infection 25 19 (19%) 6 (6%)
Headache 25 9 (9%) 16 (15%)
Diarrhoea 24 12 (12%) 12 (11%)
Dental 20 7 (7%) 13 (12%)
Back pain 16 13 (13%) 3(3%)
Abdominal pain 15 4 (4%) 11 (10%)
Mouth ulcers 12 2 (2%) 10 (9%)
Fatigue 11 5(5%) 6 (6%)
Most frequent laboratory adverse events
Anaemia 8 3(3%) 5 (5%)
Transaminitis (raised ALT or AST) 7 5(5%) 2(2%)
Iron deficiency 4 3 (3%) 1(1%)
Leucopenia 3 1(1%) 2 (2%)
Hyperlipidaemia 3 1(1%) 2(2%)
Folate deficiency 2 1(1%) 1(1%)
Leukocytosis 1 0 1(1%)
Raised creatine kinase 1 1 (1%) 0
Participants reporting =1 serious adverse event, 17 11 (11%) 6 (6%)

including death, IMEs, and SARs
Difference in proportions (95% Cl)

-5.3% (-12-7t0 2:1)
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