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SAT0124 RISK OF SERIOUS INFECTION, MALIGNANCY, OR 
DEATH IN JAPANESE RHEUMATOID ARTHRITIS 
PATIENTS TREATED WITH A COMBINATION OF 
ABATACEPT AND TACROLIMUS: A RETROSPECTIVE 
COHORT STUDY
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Red Cross Kumamoto Hospital, Department of Rheumatology, Kumamoto-City, 
Japan; 2Kumamoto University Hospital, Department of General and Community 
Medicine, Kumamoto, Japan; 3National Hospital Organization Sagamihara 
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Background: Both Abatacept (ABT) and Tacrolimus (Tac) suppress T cell immu-
nity, but it is unknown whether combinations of these will increase the risk of 
adverse events.
Objectives: To evaluate whether combining ABT and Tac increases the risk of 
infection and malignancy compared to their individual use in Japanese rheumatoid 
arthritis (RA) patients.
Methods: We conducted a retrospective cohort study of RA patients using the 
multicenter database in Japan (NinJa). The dataset was clinical information at a 
certain point within each year, and the point was any point selected by a registered 
physician. RA was clinically diagnosed in the dataset. (1)
We analyzed the data from RA patients registered in NinJa during the period 
from April 2010 to March 2019. In this study, we compared three groups who 
received Tac, ABT or a combination of both. We included patients who had 
just begun initiating treatment with ABT or Tac, and we excluded patients 
who used TNF inhibitors, IL-6 inhibitors, and Jak inhibitors in the first year. 
The primary outcome was defined the composite events including infections 
that require hospitalization, newly diagnosed malignancy, and death from any 
cause after initiation of ABT or Tac. We assessed whether the combination 
contributed to increase the risk of outcome by performing a Cox regression 
analysis.
Results: Among the 27032 RA patients in the registry, 2009 patients were 
included. The Tac, ABT and combination groups consisted of 1328, 563 and 
118 patients, respectively. (Figure 1) (Table 1) Primary outcomes occurred 
in 149 (13.4%), 62 (13.5%), 14 (13.9%) patients, of the Tac, ABT and com-
bination groups, respectively. The incidence between groups was not sig-
nificantly different (p= 0.638). (Figure  2) A Cox regression analysis was 
adjusted for the following parameters: age, sex, disease duration, modified 
health assessment questionnaire, disease activity score 28-CRP, CRP, use 
of prednisolone, and use of methotrexate. The analysis revealed no signifi-
cant differences between groups. The hazard ratio (95% confidence interval) 
was as follows: Tac 1.00 (Ref), ABT 1.02 (0.74-1.40), and combination 1.15 
(0.65-2.05).

Table1. baseline characteristics

  Tacrolimus Abatacept Combination p value

N (person-year)  1328 (2505) 563 (944) 118 (193)  
age (median [IQR])  69.00 [60.00, 

76.00]
70.00 [61.00, 

76.00]
67.00 [59.00, 

74.00]
0.169*

sex female (%)  1038 (78.2) 468 (83.1)  97 (82.2) 0.039†
disease duration (yr) 

(median [IQR])
  9.00 [4.00, 

18.00]
 11.00 [5.00, 

21.00]
 11.00 [7.00, 

20.00]
0.002*

Steinbrocker stage (%) I  285 (23.5)  82 (15.6)  12 (12.1) <0.001†
 II  361 (29.8) 125 (23.8)  25 (25.3)  
 III  232 (19.1) 150 (28.5)  31 (31.3)  

Table1. baseline characteristics

  Tacrolimus Abatacept Combination p value

 IV  334 (27.6) 169 (32.1)  31 (31.3)  
mHAQ (median [IQR])   0.25 [0.00, 0.75]  0.38 [0.00, 1.00]  0.50 [0.00, 1.13] <0.001*
DAS28CRP (median 

[IQR])
  2.58 [1.88, 3.40]  2.77 [2.09, 3.62]  3.01 [2.27, 3.98] <0.001*

CRP (mg/dL) (median 
[IQR])

  0.30 [0.10, 1.02]  0.35 [0.13, 1.10]  0.30 [0.14, 0.82] 0.590*

RF positivity (%)  708/895 (79.1) 331/400 (82.8) 57/71 (80.3) 0.314†
Tacrolimus (mg/d) 

(median [IQR])
 1.50 [1.00, 2.00] 0.00 [0.00, 0.00] 2.00 [1.00, 2.50] <0.001*

MTX use (%)   619 (46.6) 264 (46.9)  32 (27.1) <0.001†
PSL use (%)   749 (56.4) 299 (53.1)  71 (60.2) 0.253†

Abbreviations: anti-CCP, anti-cyclic citrullinated peptide; mHAQ, modified Health Assessment 
Questionnaire; MTX, methotrexate; PSL, prednisolone; RF, rheumatoid factor * Kruskal-Wallis 
test; † chi square test; ‡ analysis of variance (ANOVA)

Conclusion: The combination of ABT and Tac does not increase the risk of 
adverse events in patients with rheumatoid arthritis in Japan when compared to 
the use ABT or Tac alone. Further evaluation is needed.
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Background: The efficacy and safety of intravenous (IV) and subcutaneous (SC) 
tocilizumab (TCZ) in combination with conventional synthetic disease-modifying 
antirheumatic drugs (csDMARDs) and as monotherapy in patients with rheuma-
toid arthritis (RA) has been demonstrated in large clinical trials and real-world data 
studies. The Health Assessment Questionnaire Disability Index (HAQ-DI) is com-
monly used to assess physical function in patients with RA. While HAQ-DI out-
comes at Week 24 in TCZ clinical trials have been reported, outcomes at Week 12 
and results stratified by treatment response categories at Weeks 12 and 24 have 
not been previously described.
Objectives: To report the association between change in HAQ-DI from baseline to 
Weeks 12 and 24 and Disease Activity Score in 28 joints (DAS28) response cate-
gories in patients who received TCZ or comparators in TCZ clinical trials.
Methods: Data from patients with active RA who received TCZ or a compara-
tor from 6 Phase III or IV TCZ-IV studies (OPTION [NCT00106548], RADIATE 
[NCT00106522], TOWARD [NCT00106574] LITHE [NCT00109408], ACT-RAY 
[NCT00810199] and ADACTA [NCT01119859]) and 1 Phase III TCZ-SC study 
(BREVACTA [NCT01232569]) were analyzed. Mean change in HAQ-DI score at 
Weeks 12 and 24 was assessed in patients stratified by DAS28 disease activity 
level (DAS28 < 2.6 [remission], DAS28 ≥ 2.6 to ≤ 3.2 [low disease activity; LDA], 
DAS28 > 3.2 to ≤ 5.1 [moderate disease activity; MDA], DAS28 > 5.1 [high dis-
ease activity; HDA] at Weeks 12 and 24. The adjusted least squares mean (LSM) 
change from baseline was estimated using a mixed model with repeated meas-
ures, including region (North America vs non-North America), RA duration (> 2 
years vs ≤ 2 years), baseline HAQ-DI and DAS28, treatment, visit, visit by treat-
ment and visit by baseline HAQ-DI.
Results: Data from 5051 patients were included. Across all studies, the mean 
duration of RA ranged from 6.3 to 12.6 years. At baseline, patients had severe 
RA with a mean DAS28 ≥ 6.3; baseline HAQ-DI was ≥ 1.5. At Week 12, patients 
who achieved remission or LDA had greater improvements in HAQ-DI than those 
in MDA or HDA (Figure 1). Results were similar at Week 24 (Figure 2). Among 
patients who received TCZ and achieved remission or LDA, mean improvement 
in HAQ-DI was ≥ 0.65 and ≥ 0.44, respectively, at Week 12 (Figure 1) and ≥ 
0.48 and ≥ 0.43 at Week 24 (Figure 2). Mean changes in HAQ-DI were similar 
between patients who received TCZ-IV in combination with MTX or as mono-
therapy (ACT-RAY) and in those who received TCZ-IV or ADA as monotherapy 
(ADACTA).
Conclusion: Patients with long-standing, severe RA who received IV or SC TCZ 
as monotherapy or in combination with csDMARDs had improvement in physical 
function and disease activity at Week 12 that was maintained at Week 24. Overall, 
across all the trials, response to treatment was associated with improvement in 
physical function.
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Background: Management of rheumatoid arthritis (RA) has improved dramatically 
due to early diagnosis, treat-to-target approaches based on disease activity meas-
ures, and the introduction of biological disease modifying anti-rheumatic drugs 
(bDMARDs). Tumor necrosis factor inhibitors (TNFis) are the most frequently pre-
scribed bDMARDs after failure on conventional synthetic (cs)DMARDs. However, 
data on drug survival and predictors that influence the survival time are sparse. 
Moreover, drug survival could decrease with the number of bDMARDs that have 
been used.
Objectives: To investigate drug survival for first and second line biologicals and 
factors that influence survival time.
Methods: We used a retrospective observational cohort in which data were 
retrieved from the local pharmacy database and patient records of the Erasmus 
Medical Center in the Netherlands. We included patients who started with a 
TNF-inhibitor between 2000 and 2020 and were diagnosed with RA. Data on age, 
gender, disease duration, time to first biological, survival time, co-medication and 
reasons for discontinuation were collected.
Results: Data were already derived from 216 RA patients (table 1). Of the included 
patients 28 (13%) started their first TNFi within 6 months after diagnosis, while 56 
(26%) patients started their first TNFi two years after diagnosis. Median (95%) 
survival time of the first-line biological was 1.6 years (1-2), and for the second-line 
biological 0.8 years (0.5-0.9). Biological survival was significantly longer for the 
first-line biological compared to the second (p=0.0008) (Figure 1A). Discontinua-
tion reasons for the first-line biological were ineffectiveness (38%), adverse events 
(13%), remission (18%), pregnancy (17%), patient preference (4%) or other rea-
sons (10%). Discontinuation reasons for the second-line biological were ineffec-
tiveness (51%), adverse events (17%), remission (7%), pregnancy (13%), patient 
preference (2%) or other reasons (10%)(table 1). Drug survival for the first-line bio-
logical was significantly longer when it was combined with a csDMARD (p=0.05) 
(Figure  1B). Furthermore, multivariable cox regression analyses showed a sig-
nificant relation between first-line biological survival time and gender (p=0.005, 
hazard ratio 0.28 (95% CI 0.12-0.68)) and erosions (p=0.004, hazard ratio 0.37 
(95% CI 0.19-0.73)) when discontinuation due to remission was omitted from the 
analysis. Within aforementioned analyses we corrected for ACPA, age of diagnosis, 
age at first biological, and BMI. The chance that patients stopped with their biologi-
cal due to remission was negatively influenced by having erosions (p=0.02, hazard 
ratio 0.07 (95% CI 0.007-0.66)) and positively influenced by age at first biological 
(p=0.03, hazard ratio 1.4 (95% CI 1.03-1.94)) in a multivariable cox model in which 
we corrected for gender, ACPA, erosions, BMI, and age of diagnosis.
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