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All randomly assigned (n=213)

Followed up in ALTO (n=143)

Abatacept  Placebo Total Abatacept  Placebo Total
n=110 n=103 n=213 n=71 n=72 n=143

Age, years 483(116) 488(109) 485(112) 472(12:6) 491(95) 482 (11:2)
Sex

Male 26 (24%) 22 (21%) 48 (23%) 17 (24% ) 14 (19%) 31(22%)

Female 84 (76%) 81(79%)  165(77%) 54 (76%) 58 (81%) 112 (78%)
Ethnicity

White 89 (81%) 85 (83%) 174 (82%) 55 (77%) 61 (85%) 116 (81%)

Mixed 3(3%) 2 (2%) 5(2%) 3(4%) 1(1%) 4(3%)

Asian 11 (10%) 9 (9%) 20 (9%) 9 (13%) 6 (8%) 15 (10%)

Black 7 (6%) 6 (6%) 13 (6%) 4(6%) 4 (6%) 8 (6%)

Other 0 1(1%) 1(<1%) 0 0 0
Smoking

Current 21(19%) 21(20%) 42 (20%) 8 (11%) 15 (21%) 23 (16%)

Previous 44 (40%) 47 (46%) 91 (43%) 32 (45%) 31(43%) 63 (44%)

Never 45(41%)  35(34%) 80(38%)  31(44%)  26(36%) 57 (40%)
IgG ACPA

23401U/mL  41(37%)  40(39%) 81(38%)  28(39%)  29(40%) 57 (40%)

<340 1U/mL 69 (63%) 63 (61%) 132 (62%) 43 (61%) 43 (60%) 86 (60%)
Serotypes”®

5 23 (21%) 27 (26% ) 50 (23%) 13(18%)  19(26%) 32 (22%)

<5 87(79%)  76(74%)  163(77%)  S58(82%)  53(74%) 111 (78%)
Primary endpoint during APIPPRA

Yes 27 (25%) 38(37%) 65 (31%) 22 (31%) 23 (32%) 45 (31%)

No 83(75%)  65(63%)  148(69%)  49(69%)  49(68%) 98 (69%)

Data are mean (SD) or n (%). ACPA=anti-citrullinated protein autoantibodies. ALTO=APIPPRA. Long-Term Outcome.
APIPPRA=arthritis prevention in the pre-clinical phase of rheumatoid arthritis with abatacept. *The five serotypes
include rheumatoid factor, IgG ACPA, IgA ACPA, antibodies to acetylated protein antigens, and antibodies to

carbamylated protein antigens

Table 1: Baseline characteristics comparing those in APIPPRA with those followed up in ALTO by group
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Mean (SE) Mean (SE) Differencet (95% Cl) Corresponding
AUCt abatacept AUCY placebo standardised effect size
(95% C1)§

Disease activity score in 28 joints -0:01(0-12) 0.00{012) -0:01 (-0:34t0 0:33) -0:01{-029t0 0-28)

Tender joint count of 68 joints 07 (0-9) -1.6 (0-9) 23(-02to0 4-8) 0.2 (-0-02t0 0:5)

Swollen joint count of 66 joints 16 (03) 21(03) -05(-13t003) -0-4 (-0-9to 0:2)

Simple Disease Activity Index 1.2 (0-8) 0.0 (0:9) 1.2(-1.2t0 3.6) 0.2 (-0-2t0 0:5)

Clinical Disease Activity Index 13(0:8) 00 (0.9) 13(-10to3-6) 02(-01to05)

Pain VAS (range 0 to 100 mm) -1.4(23) -31(2-4) 17(-47t081) 01(-02t0 0-4)

EQ-5D index (range ~0-3 to 1) 0050(0:015)  0023(0:015) 0.027(-0-009t00-063)  0:155 (-0-049 to 0-359)

EQ-5D VAS (range 0 to 100) 41(22) 23(23) 1-8 (-4.4 t0 8.0) 01(-02t004)

Health Assessment Questionnaire-Disability Index (range 0to 3)  0.05 (0.05) 0:11 (0-05) -0-05 (019 to 0-08) -0.08 (-0.27to 0:12)

Health Assessment Questionnaire-VAS pain (range 0 to 100) 01(25) -23(2:6) 23(-47t09:3) 01(-0-2t00-3)
AUC=area under curve. VAS=visual analogue score. *For all measures, except for the EQ-5D index and EQ-5D VAS, a higher score is indicative of a worse outcome. fAUC of the
change from baseline of the outcome over time, obtained from the linear mixed effects model. It is divided by the time range to be on the same scale and units as the
outcome measure. iDifference between groups (abatacept-placebo) in the AUC. §The widths of the confidence intervals have not been adjusted for multiplicity and ought
not to be used in place of hypothesis testing. This column is obtained by dividing the effect by the SD at baseline, except for swollen joints which uses the control group at
24 months. In terms of magnitude (ie, without sign), values of 0-2-0.5 are considered small, values of 0.5-0.8 are considered medium, and values greater than 0-8 are
considered large.
Table 2: Secondary outcomes* compared between groups over years 3-7
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Abatacept Placebo
APIPPRA serious adverse Death of patient due to bronchopneumonia; adenocarcinomaof Death shortly after ascent of Everest*; acute cholecystitis®;
events the lung*; endometrial cancer®; hysterectomy*; nodular chest pain (ruled out unstable angina and pulmonary
melanoma; right knee replacement; syncope vasovagal®; embolism)"; elective left total knee replacement; ischaemic
pregnancy (n=4; *for one of them); pregnancy for partner (n=2  heart disease—triple vessel coronary artery disease”; left
but in same participant) shoulder replacement surgery®; multifocal recurrence of

vrothelial cancer®; pulmonary embolus right lung; septic
tenosynovitis”; total knee replacement for osteoarthritis®;
viral infection; pregnancy

ALTO serious adverse events  Right total wrist fusion with partial denervation; extensor carpi  Left knee arthroscopy plus partial meniscectomy
ulnaris tenosynovectomy and distal radial ulnar joint
synovectomy*; appendicectomy”; uncontrolled hypertension';
allergic reaction to ondansetron; breast cancer*1
Number of ALTO events of special interest by body system
Respiratory 17 15
Genitourinary 10
Cardiovascular
Gastrointestinal
Dermatological

Musculoskeletal

Eye, ear, nose, and throat
Neoplasia

Endocrine
immunological

9

3

6

5

0

Haematological 1
3

0

1

0

Pregnancies 5
1

5
2
0
3
2
0
1
0
1
4
1

Other (dental infection) (abscess)

Total number of events of 51 44
special interest

Total number of 28 25
participants with at least

one event of special interest

ALTO=APIPPRA Long-Term Outcome. APIPPRA=Arthritis Prevention in the Pre-clinical Phase of Rheumatoid Arthritis with Abatacept. *Severe serious adverse events. iThese
were also classified as events of special interest.

Table 3: Safety—serious adverse events and events of special interest
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