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Abstract

To assess the persistence of golimumab and other tumour necrosis factor-« inhibitors (TNFis) in patients with rheumatoid
arthritis (RA), ankylosing spondylitis (AS) and psoriatic arthritis (PsA) in Slovenia. We analysed prospectively the collected
data of all patients treated with golimumab and other TNFis from 1 January 2010 to 31 July 2018 from the mandatory national
BioRx.si registry. We assessed the treatment persistence stratified by treatment type, indication and prior exposure to bDMARDs
using the Kaplan-Meier method and Cox proportional regression hazards’ models adjusted for the well-appreciated confounders.
We also assessed its effectiveness at 1 year after the initiation of therapy. During the 7-year observation period, 24 Slovenian
rheumatologists from eight centres contributed data on 368, and 1654 patients treated for 849, and 3321 person-years with
golimumab and other TNFis, respectively. The overall proportions of RA, AS and PsA patients being persistent on golimumab
vs. other TNFis at 2 years after starting the therapy did not differ significantly and were 53%, 67% and 59% vs. 47%, 65% and
59%, respectively. The crude and adjusted hazard ratios for golimumab discontinuation did not differ significantly between
bDMARD-naive and bDMARD-experienced patients for any of the indications. In contrast, bLDMARD-experienced AS and PsA
patients treated with other TNFis were significantly more likely to discontinue treatment. The persistence of golimumab in
patients with RA, AS and PsA in Slovenia was comparable with its persistence in more affluent Western European countries. We
observed a better persistence of golimumab compared to other TNFis in bDMARD-experienced AS and PsA patients.
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Introduction

Golimumab is one of the several tumour necrosis factor-«
inhibitors (TNFis) indicated to treat rheumatoid arthritis
(RA), ankylosing spondylitis (AS) and psoriatic arthritis
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(PsA). It has a comparable efficacy and safety to other TNFi
with the advantage of the longest dosing interval among the
subcutaneously administered TNFis [1-5].

The retention rates, surrogate markers of efficacy and tol-
erability, after completing 5 years of follow-up in the open
label extensions of the landmark trials, were about 60% of
patients with RA, 72% with AS and 69% with PsA [6]. The
internal validity of the clinical trials of TNFi is robust.
However, due to the strict inclusion and exclusion criteria, less
than 10% of the population treated in daily clinical practice
would be eligible to enter these trials [7]. Longitudinal obser-
vational studies have been set up to test the external validity of
the results of the clinical trials. By nature of their design, these
studies are subject to irregular follow-up time points,
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incomplete data and biases, often making the data analysis,
and the interpretation of the results, challenging. In this set-
ting, it is convenient to assess the treatment persistence, a
surrogate marker of both effectiveness and tolerability.

The persistence of golimumab in RA, AS and PsA in the real-
world setting was lower than the retention in the open label
extensions of the landmark trials [8—12]. Some of these real-
world studies lumped the patients with these three different dis-
eases together [11], and some only considered RA patients [10,
12], and some only bDMARD-naive patients [10, 11], while
only one included a comparator group of patients treated with
other TNFis or other bDMARDs [12]. Notably, most of these
observations came from the registries in high-income countries
and may not be transferable to lower-income Central European
countries like Slovenia due to differences in targeted DMARD
accessibility, prescription restrictions and reimbursement [13].

The aims of the presented study were primarily to assess the
persistence of golimumab, and secondarily to compare it to the
persistence of other TNFis in patients with RA, AS and PsA in
the Central European, European Union member state Slovenia.

Patients and methods
Patients and setting

We analysed prospectively the collected data of all patients
treated with golimumab and other TNFis (i.e. adalimumab,
etanercept, certolizumab and infliximab) as comparators from
1 January 2010 to 31 July 2018 from the BioRx.si registry
which was previously described in detail [14]. In short, the
mandatory national registry, established in February 2008,
contains demographic, effectiveness and safety data of pa-
tients with RA, AS and PsA treated with bDMARDs. The
patients are classified in accordance with the modified 1987
ACR criteria, or EULAR/ACR 2010 criteria for RA, the mod-
ified 1984 New York criteria for AS and the CASPAR criteria
for PsA [15-18].

In Slovenia, bDMARDs are usually used after patients with
RA or PsA fail two csDMARDs, and patients with AS fail at
least two non-steroidal anti-inflammatory drugs. They are chosen
jointly by the patient and their attending rheumatologist and are
fully reimbursed by the national health insurance. The attending
rheumatologists are the sole prescribers of bDMARDSs in these
patients. The disease activity, safety and treatment data are col-
lected by all Slovenian rheumatologists every 3 months during
the first year of treatment, and every 6 months thereafter if the
patient is stable on the current therapy.

Outcome measures

The primary outcome was the persistence of the golimumab
by indication and prior bDMARD exposure. The secondary
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outcome was the treatment effectiveness after 1 year of thera-
py. To assess effectiveness, we used a disease activity score
based on a 28-joint count and erythrocyte sedimentation rate
(DAS28ESR) for RA and PsA patients and ASDAS-CRP for
AS patients. For comparison, we also assessed these outcome
measures in patients treated with other TNFis during the same
observation period.

Statistical analysis

We used standard descriptive statistical methods to summarise
the baseline characteristics of our study population after
performing multiple imputations with chained equations for
missing baseline data. For continuous variables, we used the
two-sample Student’s ¢ test if they were normally distributed,
the Mann-Whitney test for the rest and the Chi-square test for
categorical variables to assess the differences between the
groups. Kaplan-Meier curves were constructed to assess the
crude persistence of golimumab and other TNFi therapies for
the three diseases, stratified by the prior bDMARD exposure
status using the log rank test to test for differences between the
strata. Additionally, we calculated the crude and adjusted haz-
ard ratios using the Cox-proportional regression hazard
models. Patients who did not stop their therapy by the time
of the last recorded observation were lost to follow-up,
interrupted therapy due to pregnancy, remission or on the pa-
tients’ demand were censored. In all univariate Cox analyses
stratified by indication, we considered treatment type (i.e.
golimumab or other TNFi), patient age, gender, year of treat-
ment initiation, and past bDMARD exposure, baseline
PromisHAQ, pain and smoking status. In the RA group, we
additionally considered the rheumatoid factor and ACPA pos-
itivity, past and concomitant csDMARD, glucocorticoid ex-
posure and baseline DAS28ESR. In the AS group, we addi-
tionally considered HLA-B27 status, baseline BASDAI,
ASDAS-CRP, and in the PsA group HLA-B27 positivity,
and baseline DAS28ESR.

We assessed the treatment’s effectiveness after 1 year ac-
cording to the last observation carried forward imputation for
missing data.

We analysed the data using R 3.5.1, Vienna, Austria with
tidyverse, mice and survminer packages.

Results
The study population

During the more than 7-year observation period, the 24
Slovenian rheumatologists from two tertiary and six second-
ary centres contributed data on 368 and 1654 patients who
started the treatment of RA, AS or PsA with either golimumab
or other TNFi, respectively. The total exposure to golimumab
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and other TNFis were 849 and 3321 person-years, respective-
ly. In Table 1, we present the characteristics of the patients at
the initiation of golimumab or other TNF1i treatment.

Overall persistence of golimumab vs other TNFis

The overall proportions of RA, AS and PsA patients persisting
on golimumab treatment 1 year after starting the treatment
were 66% (95% CI 58-75%), 78% (95% CI 71-85%) and
72% (95% CI 63-83%), and 2 years after starting the therapy
were 53% (95% Cl 44-64%), 67% (95% CI 60-76%) and
59% (95% C149-72%), respectively. The overall proportions
of RA, AS and PsA patients persisting on other TNFis 1 year
after starting the treatment were 60% (95% CI 57-64%), 75%
(95% CI 71-79%) and 70% (95% CI 64-75%), and 2 years
after starting the therapy were 47% (95% CI 43-50%), 65%
(95% CI 60-70%) and 59% (95% CI 53—65%), respectively
(Fig. 1, top two panels). The crude persistence rates differed
significantly by indication in the other TNFi treatment group.
This difference was lost after adjusting for the patient’s age.

The hazards’ ratios for treatment discontinuation using
both crude and adjusted (shown here) Cox-models were com-
parable between golimumab (HR 1.0) and other TNFis in RA
(HR 1.2, 95% CI1 0.9-1.5, p=0.258), AS (HR 1.1, 95% CI
0.8-1.5, p=0.578) and PsA (HR 1.0, 95% CI 0.7-1.4, p=
0.856).

Overall, in the RA group, a higher DAS28ESR and treat-
ment with glucocorticoids at baseline were the only predictors
significantly influencing the persistence in the univariate Cox-
models. This was confirmed in the multivariate Cox-model
that included treatment type, year of treatment initiation, pa-
tient age, gender, rtheumatoid factor, baseline DAS28ESR,
concomitant treatment with glucocorticoids and
csDMARDs. A higher DAS28ESR (HR 1.1, 95% CI 1.0-
1.2, p=0.012) and glucocorticoids at baseline (HR 1.5, 95%
CI 1.2-1.7, p<0.0001) were associated with worse
persistence.

In the AS group, the univariate analysis showed a better
persistence in bDMARD-naive (HR 0.59, 95% CI 0.46-0.77,
»<0.0001) and HLA-B27-positive (HR 0.73; 95% CI 0.53—
0.99, p =0.046) patients, and a worse persistence among the
females (HR 1.50, 95% CI 1.10-1.90, p = 0.003), the patients
with a higher baseline BASDAI (HR 1.10, 95% CI 1.00-1.20,
p=0.022) and the past or current smokers (HR 1.30, 95% CI
1.00-1.70, p =0.033). The results of the multivariate Cox
model, which included treatment type and variables found to
be significant in the univariate analysis, did not differ from the
results of the univariate analyses.

In the PsA group, the univariate analysis showed a better
persistence in bDMARD-naive (HR 0.65, 95% CI 0.49-0.88,
p=0.005) and a worse persistence among the females (HR
1.50, 95% CI 1.10-2.00, p =0.009) and those with higher
baseline DAS28ESR (HR 1.10, 95% CI 1.00-1.20, p=

0.04). In the multivariate analysis, which included the treat-
ment type, the year of treatment initiation and the confounders
that were identified as possibly significant in the univariate
analysis, only the bDMARD-naive status (HR 0.66, 95% CI
0.48-0.89, p = 0.006) remained significantly associated with a
better treatment persistence.

The persistence of golimumab vs. other TNFi
by indication and past bDMARD exposure

The crude and adjusted persistence rates in bDMARD-naive
and bDMARD-exposed RA patients in both golimumab and
other TNFi groups were comparable. The crude and adjusted
persistence rates in bDMARD-naive and bDMARD-exposed
AS and PsA patients were comparable in the golimumab
group and significantly lower for bDMARD-exposed patients
in the other TNFi group, respectively (Fig. 1, bottom three
panels; Table 2).

The effectiveness of golimumab vs. other TNFis 1 year
after the initiation of therapy

Among RA patients treated with golimumab vs. other TNFis,
the mean (standard deviation, SD) DAS28ESR was 3.60
(1.70) vs. 4.00 (1.54) (p=0.01), with a mean (SD) reduction
of —1.88 (1.68) vs. —1.86 (1.59), 33% vs. 18% were in
DAS28ESR remission and 50% vs. 34% (p =0.0002) in
DAS28ESR low disease state, while mean (SD)
PromisHAQ was 25 (26) vs. 30 (24) with a mean (SD) reduc-
tion of — 14 (23) vs. — 13 (22) (p = 0.042), respectively.

Among AS patients treated with golimumab vs. other
TNFi, the mean (SD) BASDAI was 3.9 (2.5) vs. 3.7 (2.5),
with a mean (SD) reduction of —3.2 (2.3) vs. —3.3 (2.5),
47% vs. 51% achieved a 50% reduction of BASDAI from
baseline and 65% vs. 70% at least a 2.0 point reduction of
BASDALI from baseline. Considering ASDAS-CRP in AS pa-
tients treated with golimumab vs. other TNFi, the mean (SD)
ASDAS-CRP was 2.15 (1.16) vs. 2.18 (1.18), with a mean
(SD) reduction of — 1.70 (1.18) vs. — 1.71 (1.32), respectively.
ASDAS improvement/major improvements were achieved by
68%/34% vs. 66%/40% and at least ASDAS low/inactive dis-
ease activity state by 54%/22% vs. 54%/25%, respectively.
The mean (SD) PromisHAQ was 24 (22) vs. 21 (19) with a
mean (SD) reduction of — 12 (20) vs. — 12 (20), respectively.

Among PsA patients treated with golimumab vs. other
TNFi, the mean (SD) DAS28ESR was 3.00 (1.41) vs. 3.11
(1.60), with a mean (SD) reduction of —2.09 (1.48) vs. — 1.86
(1.64), 44% vs. 45% were in DAS28ESR remission and 59%
vs. 55% in the DAS28ESR low disease state, while the mean
(SD) PromisHAQ was 25 (21) vs. 25 (22) with a mean (SD)
reduction of —15(20) vs. — 11 (22), respectively. None of
these outcomes differed significantly.
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Table 1 Patient characteristics at the initiation of golimumab or other TNF by indication

Rheumatoid arthritis

N

% bDMARD-naive

person years

Median past bDMARD count
Median follow-up (IQR), years
% female

% ever smokers

Median age (IQR), years
Median disease duration (IQR), years
% RF+/ACPA+

Median past csDMARD count
9% csDMARD

% glucocorticoids

Mean DAS28ESR (SD)
Median CRP (IQR), mg/I
Median ESR (IQR), mm/h
Mean PGA (SD), 0-10

Mean EGA (SD), 0-10

Mean Pain (SD), 0-100

Mean PromisHAQ (SD), 0-100
Ankylosing spondylitis

N

% bDMARD-naive

Total person years

Median past bDMARD count
Median follow-up (IQR), years
% female

Median age (IQR), years
Median disease duration (IQR), years
% HLAB27+

Mean BASDAI (SD)

Mean BASFI (SD)

Mean ASDAS (SD)

Median CRP (IQR), mg/1
Median ESR (IQR), mm/h
Mean pain (SD), 0-100

Mean PromisHAQ (SD), 0-100
Psoriatic arthritis

N

% bDMARD-naive

Person years

Median past bDMARD count
Median follow-up (IQR), years
% female

Median age (IQR), years
Median disease duration (IQR), years
% HLAB27+

9% csDMARD

Mean DAS28ESR (SD)
Median CRP (IQR), mg/l
Median ESR (IQR), mm/h
Mean PGA (SD), 0-10

Mean EGA (SD), 0-10

Mean pain (SD), 0-100

Mean PromisHAQ (SD), 0-100

Golimumab

125

79

243

0 (0-0)

1.17 (0.46-2.95)
80

30

58.9 (50.0-65.5)
6.4 (2.5-12.4)
74/74

3 (2-4)

76

33

5.54 (1.23)

8.4 (1.7-22.0)
28 (14-43)
582.7)

5.0 (2.5)

63 (22)

39 (23)

Golimumab

160

64

403

0 (0-1)

1.87 (0.59-4.21)
38

47.3 (39.0-56.1)
4.7 (1.2-10.1)
84

6.4 (2.0)
5.5(2.5)

3.55 (0.95)

8.1 (1.5-20.0)
19 (9-38)

68 (20)

34 (20)

Golimumab

83
69

203

0 (0-1)

1.82 (0.67-3.43)
51

51.0 (44.4-56.6)
8.8 (4.0-15.5)
35

64

4.93 (1.65)

6.0 (2.1-18.0)
25 (7-42)

6.3 (2.9)

53 (2.6)

68.35 (22.32)
37.58 (20.96)

Other TNFi

Adalimumab 35%, Etanercept 30%,
Certolizumab 25%, Infliximab 10%

874

70

1553

0 (0-1)

0.96 (0.41-2.66)

83

31

56.9 (49.7-64.8)

5.7 (2.4-11.5)

75/74

324

70

34

5.84 (1.26)

10.3 (4.0-25.0)

35 (20-52)

6.5 (2.4)

5.6(2.2)

65 (24)

43 (24)

Other TNFi

Adalimumab 53%, Etanercept 27%,
Infliximab 16%, Certolizumab 25%

452

65

1087

0 (0-1)

1.46 (0.48-4.21)

40

46.4 (37.1-55.8)

5.3 (1.8-13.0)

79

6.5(2.1)

5.6 2.4

3.64 (1.02)

7.9 (1.6-21.2)

22 (9-40)

68 (22)

33 (21)

Other TNFi

Adalimumab 56%, Etanercept 23%,
Infliximab 13%, Certolizumab 8%

328

66

681

0 (0-1)

1.35(0.49-3.28)

48

50.5 (42.2-57.7)

5.8 (2.2-12.8)

21

63

4.93 (1.47)

6.0 (1.7-16.0)

22 (10-38)

6.2 (2.7)

5.0@2.4)

64.85 (23.36)

35.9 (23.56)

0.042

0.035
0.152
0.534
0.872
0.422
0.742
0.809
0.116
0.187
0.872
0.011
0.040
<0.001
0.008
0.015
0.544
0.096

0.843

0.747
0.312
0.637
0.509
0.116
0.259
0.400
0.582
0.292
0.566
0.802
0.947
0.856

0.761

0.765
0.146
0.747
0.866
0.021
0.041
1.000
0.992
0.771
0.944
0.733
0.439
0.218
0.528

@ Springer



Clin Rheumatol (2019) 38:297-305 301
Fig 1 Persistence of treatment Golimumab Other TNF inhibitors
with golimumab by indication 1.00 1.00 Diagnosis — AS == PsA = RA
and by indication and prior
exposure to bDMARDs
» 0.75 0.75
T
2 %)
T ?
= 2
ac) 0.50 h 0.50 \ g,
z [ 1 £
? ' | i 2
5 " | i | @
o [ 1 1 T
0.25 o 025 | | |
p=0.041 1 p<0.0001 I I
c | | |
L 1 1 1
83 51 39 1125 17 13 27 183 133 93 161 137
0.00 125 67 49 ' '29 22 10 0.00B73 426 281 195 '138 ' 76
0 1 2 3 4 5 0 1 2 3 4 5
1.00 bdmard-experienced == bdmard-naive
@ 0
£ =
k3 £
g 5
17} [0]
z g
& 3
4
0 1 2 3 4 5 0 1 2 3 4 5
1.00 1.00
0.75 0.75 ®
2 =
8 =
G =4
a o
£050] ~===-=m=mmmmmo-T 050] === mmmmmme AL . @
7} ! ! =)
b | | <
5 | | g
o 1 1 2
0.25 1 0.25 1 c
p=04 | p <0.0001 ‘ <
| |
1 1
1 I
0.00 4102 68 49 36 128 23 0.00 294 184 143 17 102 66
0 1 2 3 4 5 0 1 2 3 4 5
2
f=
ko ®
g 2
o =
2 °
[ o
2 2
o
0 1 2 3 4 5 0 1 2 3 4 5
Time, years Time, years
Discussion Furthermore, the Slovenian data set suggests that prior

The analysis of the prospectively collected data from the man-
datory Slovenian national on-line registry of patients treated
with bDMARDSs (BioRx.si) is one of the few real-world stud-
ies exploring and comparing the persistence and effectiveness
of golimumab to other TNFis, and one of the studies with the
longest observation period of 7 years showed that the persis-
tence of golimumab was comparable to the persistence of
other TNFis and observations from other real-world reports.

bDMARD exposure did not significantly influence the persis-
tence of golimumab for any of the studied rheumatic indica-
tions, while the persistence of other TNFis was lower in
bDMARD-experienced AS and PsA patients who started
TNFi therapy after 1 January 2010. This is also the first report
on the subject in the oft-underrepresented Central European
region.

Following a population of in total 368 patients, the persis-
tence of golimumab after 2 years of treatment was 53%, 67%
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Table 2  Univariate and multivariate Cox proportional hazards model for the persistence of golimumab and other TNF inhibitors by prior bDMARD
exposure

Golimumab HR (95% CI, p)

Other TNFi HR (95% CI, p)

Unadjusted

Adjusted

Unadjusted

Adjusted

Rheumatoid arthritis
bDMARD naive
Age
Females
Rheumatoid factor positive
ACPA positive
Ever smokers
DAS28ESR at baseline
Past csDMARD count
Concomitant csDMARD
Concomitant glucocorticoid
bDMARD treatment course
Year of bDMARD initiation
Ankylosing spondylitis
bDMARD naive
Age
Females
Ever smokers
HLA-B27 positive
BASDAI
ASDAS-CRP
Year of bDMARD initiation
Psoriatic arthritis
bDMARD naive
Age
Females
Ever smokers
HLA-B27 positive
DAS28ESR at baseline
Concomitant csDMARD
bDMARD treatment course
Year of bDMARD initiation

0.90 (0.47-1.70, 0.760)
1.00 (0.99-1.00, 0.280)
4.20 (1.70-10.0, 0.002)
0.60 (0.35-1.00, 0.071)
1.30 (0.69-2.50, 0.420)
0.80 (0.44-1.50, 0.470)
1.40 (1.10-1.70, 0.005)
0.99 (0.74-1.30, 0.930)
0.95 (0.52-1.70, 0.880)
1.60 (0.97-2.70, 0.067)
1.30 (0.79-2.20, 0.290)
0.91 (0.80-1.00, 0.160)

0.80 (0.48-1.3, 0.410)

1.00 (1.00-1.00, 0.072)
1.20 (0.71-2.00, 0.490)
1.40 (0.82-2.30, 0.230)
0.47 (0.25-0.88, 0.018)
1.20 (1.00-1.40, 0.010)
1.20 (1.00-1.60, 0.130)
1.10 (0.95-1.20, 0.230)

0.69 (0.36-1.30, 0.250)
1.00 (0.98-1.00, 0.790)
0.91 (0.50-1.70, 0.760)
1.80 (0.90-3.40, 0.096)
0.52 (0.22-1.20, 0.140)
1.20 (0.96-1.40, 0.130)
0.99 (0.53-1.80, 0.980)
1.00 (0.75-1.40, 0.810)
1.00 (0.88-1.20, 0.710)

0.54 (0.26-1.16, 0.115)
1.01 (0.98-1.03, 0.646)
3.65 (1.41-9.45, 0.008)
0.66 (0.38-1.18, 0.160)

1.44 (1.11-1.86, 0.006)

0.94 (0.49-1.80, 0.841)
1.20 (0.67-2.16, 0.546)

0.89(0.76-1.03, 0.111)
0.73 (0.43-1.24, 0.245)
1.02 (1.00-1.04, 0.047)

1.10 (0.65-1.88, 0.679)

0.49 (0.26-0.92, 0.026)
1.19 (1.04-1.36, 0.009)

1.05 (0.92-1.20, 0.485)
0.66 (0.34-1.30, 0.230)

1.00 (0.97-1.03, 0.811)
0.68 (0.97-1.03, 0.262)

1.24 (0.99-1.56, 0.065)

0.98 (0.83-1.16, 0.824)

0.87 (0.72-1.10, 0.170)
1.00 (1.00-1.00, 0.012)
1.00 (0.80-1.30, 0.890)
0.98 (0.80-1.20, 0.890)
0.99 (0.80-1.20, 0.960)
1.20 (0.96-1.40, 0.140)
1.10 (1.00-1.20, 0.035)
0.97 (0.89-1.10, 0.450)
0.90 (0.74-1.10, 0.290)
1.50 (1.20-1.70, < 0.0001)
0.90 (0.90-1.20, 0.610)
1.00 (0.99-1.10, 0.170)

0.53 (0.39-0.71, < 0.0001)
1.00 (0.99-1.00, 0.730)
1.60 (1.20-2.10, 0.002)
1.30 (0.96-1.70, 0.087)
0.84 (0.58-1.20, 0.330)
1.00 (0.97-1.10, 0.270)
1.00 (0.86-1.20, 0.970)
1.00 (0.95-1.10, 0.440)

0.64 (0.46-0.89, 0.008)
1.00 (1.00-1.00, 0.013)
1.70 (1.20-2.30, 0.002)
0.76 (0.50-1.20, 0.210)
0.79 (0.47-1.40, 0.400)
1.10 (0.97-1.20, 0.130)
0.76 (0.54-1.10, 0.100)
1.40 (1.10-1.60, < 0.0001)
1.00 (0.92-1.10, 0.94)

0.88 (0.72-1.07, 0.198)
1.01 (1.00-1.02, 0.072)
0.97 (0.76-1.23, 0.790)
0.92 (0.75-1.15, 0.499)

1.07 (0.99-1.16, 0.079)

0.91 (0.74-1.13, 0.42)
1.44 (1.20-1.74, 0.0001)

1.05 (1.00-1.10, 0.064)
0.54 (0.39-0.74, 0.0001)
1.00 (0.99-1.01, 0.846)

1.57 (1.17-2.11, 0.003)

0.90 (0.63-1.83, 0.555)
1.07 (0.99-1.15, 0.089)

1.00 (0.92-1.09, 0.971)
0.68 (0.48-0.95, 0.026)

1.01 (1.00-1.03, 0.120)
1.59 (1.13-2.24, 0.008)

1.02 (0.90-1.16, 0.780)

0.99 (0.90-1.09, 0.853)

and 59% in patients with RA, AS and PsA, respectively. This
was comparable to the 2-year persistence in the other TNFi-
group of47%, 65% and 59% and less than the reported 5-year
retention rates in the extensions of the randomised clinical
trials of 60%, 72% and 69% in RA, AS and PsA, respectively
[6]. Our findings are closer to the contemporary observations
of golimumab persistence in other real-world settings.
Analyses of the Italian LORHEN registry revealed 2-year per-
sistence rates of 47%, 63% and 48% for RA, axial-
spondylarthritis and PsA, respectively [8]. The Italian
GOAREL study showed 2-year persistence rates of 63.6%,
78.2% and 66.9% for RA, axial-spondylarthritis and PsA,
respectively [9]. The Finnish ROB-FIN registry revealed

@ Springer

68% (95% CI 59-79%) 2-year persistence of golimumab in
RA patients [12]. The data form Reuma.pt showed a 1-year
persistence rate of 75.3% in patients with RA, which is higher
than our observation of 66% [10]. The combined persistence
analysis of golimumab in RA, AS or PsA from Sweden
showed a 2-year persistence of 46% (95% CI 43-50%) [11].
While the real-world evidence invariably suggests a lower
persistence of golimumab than the clinical trials, with some
differences among the different registries, the lowest persis-
tence was found in the LOHREN registry, which collects data
from the eight tertiary centres in the affluent northern Italy,
sharing its east boarder with Slovenia. This may be attribut-
able to a more difficult-to-treat population in the tertiary
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setting and a patient base with higher expectations. This as-
sumption is indirectly supported by the results of the
GOAREL study which included nine rheumatology centres
in the less affluent Apulia region in the South of Italy, the data
from the Reuma.pt. and our own observations.

Our study and several other studies included in the recent
review [19] compared the persistence of golimumab between
bDMARD-naive and bDMARD-experienced patients and
found no difference between these two groups. While we
found no difference in the overall persistence of golimumab
compared to other TNFis in AS and PsA, we observed a sig-
nificantly lower persistence in bDMARD-experienced AS and
PsA patients treated with other TNFis (Fig. 1, bottom two
panels). This may be in part explained by a high acceptance
of golimumab by the patients due to its long dosing interval,
and in part by its low immunogenicity [20, 21].

In RA patients, these may not be the only reasons. Most of
the TNFi cycling studies in RA patients suggested that the
probability of achieving a response as well as the average
magnitude of response is lower with each subsequent TNFi.
However, most of these studies were done before golimumab
and bDMARDs with alternative mode of action became avail-
able [22, 23]. Especially the availability of bDMARDs with
alternative modes of action that led to a change in prescription
habits which is reflected in a low count of TNFi-experienced
patients in both golimumab- and other TNFi-treated patients
in our cohort, which might have precluded us to detect the
difference in persistence between bDMARD-naive and
bDMARD-experienced patients.

The evidence on the role of TNFi-cycling, which was until
very recently the only option in AS and PsA patients who
failed treatment with one of the TNFis, is not as extensive as
in RA. We found only three larger studies examining TNFi-
cycling in AS patients, of which only the DANBIO study
included a small proportion of patients treated with
golimumab. These studies suggested worse outcomes with
each subsequent TNFi [24-26]. A recent systematic review
of the literature examined the real-world effectiveness of
TNFi-cycling in PsA patients. The conclusions were similar
as in RA and AS cohorts: the treatment response diminishes
with each subsequent TNFi. However, the lack of a common
outcome measure in PsA precluded a systematic comparison
of outcomes and any firm conclusions [27]. The available
real-world evidence of TNFi-cycling in AS and PsA, mostly
lacking data on the newer TNFis, e.g. golimumab and
certolizumab, is in line with the observations from our other
TNFi-group, where the persistence was significantly lower in
the bDMARD-experienced patients. In contrast, the persis-
tence in the golimumab-treated group did not differ between
bDMARD-naive and bDMARD-experienced patients. Of
note, most of the bDMARD-experienced patients in both
groups only failed a single TNFi. Combining these observa-
tions with the comparable 1-year effectiveness of the

golimumab and TNFi treatments in our cohort and similar
observations from other real-world studies [8, 9, 11] suggests
that golimumab may have an advantage in TNFi-experienced,
patients over other TNFis, at least after the patients fail a single
TNFi.

Interestingly, using the multivariate Cox-models, we ob-
served different baseline patient characteristics other than pri-
or bDMARD exposure to be significantly associated with the
persistence of golimumab compared to other TNFis (Table 2).
In RA patients, persistence was significantly worse in females,
and patients with a higher DAS28ESR at baseline in the
golimumab group, and in the patients, who used glucocorti-
coids at baseline in the TNFi-group. The observation of the
glucocorticoid therapy being adversely associated with RA
treatment persistence is in line with that from the ROB-FIN
[12]. In AS patients, the persistence was marginally adversely
affected by the patients’ age, significantly so by the higher
baseline BASDAI, but not ASDAS-CRP, and better in
HLA-B27 positive patients in the golimumab-treated group
in contrast to other TNFi groups where we only found female
sex to be associated with a lower persistence. In PsA patients,
none of the considered baseline characteristics seemed to sig-
nificantly influence the persistence of golimumab, while fe-
male sex adversely impacted the persistence in the other TNFi
group.

Our study was subject to all the caveats related to the anal-
yses of real-world registry data and was also hampered by the
relatively few bDMARD-experienced patients. It must also be
noted that we present data for ankylosing spondylitis, while
the two Italian studies presented the persistence of golimumab
in axial spondylarthritis. The major strong point of the study is
the use of the mandatory, national, multicentric registry
BioRx.si which means that data from almost all patients treat-
ed with bDMARD:s in Slovenia for the included indications
are recorded by the prescribing rheumatologists, except for the
patients with PSA in whom bDMARDs might be initiated by
their dermatologists for psoriasis. The other strong points be-
ing one of the longest follow-up periods among the studies
examining the persistence of golimumab, a decent sized com-
parator other TNFi-group, adjustment of the persistence for
known confounders in the Cox proportional hazards models
and the provision of treatment effectiveness at 1 year to sub-
stantiate the meaningfulness of golimumab persistence.

In conclusion, the persistence of golimumab in patients
with RA, AS and PsA in Slovenia was comparable with the
persistence in more affluent Western European countries. The
overall persistence of golimumab and other TNFi was com-
parable for studied indications. Notably, we observed no dif-
ferences in the persistence between bDMARD-naive and
bDMARD-experienced patients treated with golimumab, re-
gardless of the indication and a significantly lower persistence
of other TNFis in bDMARD-experienced AS and PsA
patients.
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ACPA anti-citrullinated peptide antibodies, ASDAS anky-
losing spondylitis disease activity score, BASDAI Bath
Ankylosing Spondylitis Disease Activity Index, BASFI Bath
Ankylosing Spondylitis Functional Index, bDMARD conven-
tional disease-modifying anti-rheumatic drugs, CRP C-
reactive protein, csDMARD conventional disease-modifying
anti-rheumatic drugs, DAS28ESR Disease activity index based
on 28 tender and swollen joint counts and erythrocyte sedi-
mentation rate, EGA evaluator global disease activity assess-
ment, HAQ health assessment questionnaire, PGA patient
global disease activity assessment, RF' rheumatoid factor

HR hazard ratio (HR <1 favours persistence), CI confi-
dence interval

Adjusted for bDMARD exposure, age, gender, baseline
DAS28ESR, rheumatoid factor, concomitant use of conven-
tional synthetic disease-modifying antirheumatic drugs at
baseline and year of TNFi initiation

Adjusted for bDMARD exposure, age, gender, baseline
BASDALI, HLA-B27 status

Adjusted for age, gender, baseline DAS28ESR and year of
golimumab initiation

Acknowledgments We are very grateful to all Slovenian
Rheumatologists who contributed data into the BioRx.si.

Funding The study was financially supported by MSD. MSD had no
influence on the study design or manuscript preparation.

Compliance with ethical standards

Conflict of interest  ZR has received speaker fees from Abbvie, CellGen,
Celtrion, Eli-Lilly, Jansen, Medis, MSD, Novartis, Pfizer and Roche. SP
has received consultant or speaker fees from Abbvie, Eli-Lilly, Jansen,
MSD, Novartis, Pfizer, Roche. MT has received consultant or speaker
fees from Abbvie, Eli-Lilly, Johnson & Johnson, Medis, MSD, Novartis,
Pfizer and Roche paid to Revmatic d.o.o. BioRx.si has received funding
for clinical research paid to Drustvo za razvoj revmatologije from
AbbVie, Celgene, Celtrion, Eli Lilly, Johnson & Johnson, Medis, MSD,
Novartis, Pfizer and Roche.

References

1. Inman RD, Davis JC, Van Der Heijde D et al (2008) Efficacy and
safety of golimumab in patients with ankylosing spondylitis: results
of a randomized, double-blind, placebo-controlled, phase III trial.
Arthritis Rheum 58:3402-3412. https://doi.org/10.1002/art.23969

2. Keystone EC, Genovese MC, Klareskog L, Hsia EC, Hall ST,
Miranda PC, Pazdur J, Bae SC, Palmer W, Zrubek J, Wiekowski
M, Visvanathan S, Wu Z, Rahman MU, GO-FORWARD Study
(2009) Golimumab, a human antibody to tumour necrosis factor
{alpha} given by monthly subcutaneous injections, in active rheu-
matoid arthritis despite methotrexate therapy: the GO-FORWARD
study. Ann Rheum Dis 68:789-796. https://doi.org/10.1136/ard.
2008.099010

3. Braun J, Deodhar A, Inman RD, van der Heijde D, Mack M, Xu S,
Hsu B (2012) Golimumab administered subcutaneously every 4
weeks in ankylosing spondylitis: 104-week results of the GO-

@ Springer

10.

11.

12.

13.

14.

15.

RAISE study. Ann Rheum Dis 71:661-667. https://doi.org/10.
1136/ard.2011.154799

Kavanaugh A, Van Der Heijde D, Mclnnes IB et al (2012)
Golimumab in psoriatic arthritis: one-year clinical efficacy, radio-
graphic, and safety results from a phase III, randomized, placebo-
controlled trial. Arthritis Rheum 64:2504-2517. https://doi.org/10.
1002/art.34436

Emery P, Fleischmann RM, Moreland LW, Hsia EC, Strusberg I,
Durez P, Nash P, Amante EJB, Churchill M, Park W, Pons-Estel
BA, Doyle MK, Visvanathan S, Xu W, Rahman MU (2009)
Golimumab, a human anti-tumor necrosis factor &« monoclonal an-
tibody, injected subcutaneously every four weeks in methotrexate-
naive patients with active rheumatoid arthritis: twenty-four-week
results of a phase III, multicenter, randomized, double-blind.
Arthritis Rheum 60:2272-2283. https://doi.org/10.1002/art.24638
Kay J, Fleischmann R, Keystone E, Hsia EC, Hsu B, Zhou Y,
Goldstein N, Braun J (2016) Five-year safety data from 5 clinical
trials of subcutaneous Golimumab in patients with rtheumatoid ar-
thritis, psoriatic arthritis, and ankylosing spondylitis. J Rheumatol
43:2120-2130. https://doi.org/10.3899/jrheum. 160420

Vashisht P, Sayles H, Cannella AC, Mikuls TR, Michaud K (2016)
Generalizability of patients with rheumatoid arthritis in biologic
agent clinical trials. Arthritis Care Res 68:1478—1488. https:/doi.
org/10.1002/acr.22860

Manara M, Caporali R, Favalli EG, et al (2017) Two-year retention
rate of golimumab in rheumatoid arthritis, psoriatic arthritis and
ankylosing spondylitis: data from the LORHEN registry. Clin Exp
Rheumatol

Iannone F, Santo L, Anelli MG, Bucci R, Semeraro A, Quarta L,
D’Onofrio F, Marsico A, Carlino G, Casilli O, Cacciapaglia F,
Zuccaro C, Falappone PC, Cantatore FP, Muratore M, Lapadula
G (2017) Golimumab in real-life settings: 2 years drug survival
and predictors of clinical outcomes in rheumatoid arthritis,
spondyloarthritis, and psoriatic arthritis. Semin Arthritis Rheum
47:108-114. https://doi.org/10.1016/j.semarthrit.2017.01.008
Mourao AF, Ribeiro C, Borges J et al (2016) Real-life effectiveness
of golimumab in biologic-naive rheumatoid arthritis patients-data
from reuma.Pt, a portuguese registry. Ann Rheum Dis. https://doi.
org/10.1136/annrheumdis-2016-eular.3653

Dalén J, Svedbom A, Black CM, Lyu R, Ding Q, Sajjan S, Sazonov V,
Kachroo S (2016) Treatment persistence among patients with immune-
mediated rheumatic disease newly treated with subcutaneous TNF-
alpha inhibitors and costs associated with non-persistence. Rheumatol
Int 36:987-995. https://doi.org/10.1007/s00296-016-3423-5

Aaltonen K, Joensuu J, Pirild L, Kauppi M, Uutela T, Varjolahti-
Lehtinen T, Yli-Kerttula T, Isoméki P, Nordstrom D, Sokka T
(2016) Drug survival on tumour necrosis factor inhibitors in pa-
tients with rheumatoid arthritis in Finland. Scand J Rheumatol 46:
359-363. https://doi.org/10.1080/03009742.2016.1234641

Putrik P, Ramiro S, Kvien TK, Sokka T, Uhlig T, Boonen A, Equity
in Clinical Eligibility Criteria for RA treatment Working Group
(2014) Variations in criteria regulating treatment with reimbursed
biologic DMARD:s across European countries. Are differences re-
lated to country’s wealth? Ann Rheum Dis 73:2010-2021. https://
doi.org/10.1136/annrheumdis-2013-203819

Rotar Z, Hoc¢evar A, Rebolj Kodre A et al (2015) Retention of the
second-line biologic disease-modifying antirheumatic drugs in pa-
tients with rheumatoid arthritis failing one tumor necrosis factor
alpha inhibitor: data from the BioRx.Si registry. Clin Rheumatol
34:1787-1793. https://doi.org/10.1007/s10067-015-3066-z
Aletaha D, Neogi T, Silman AJ, Funovits J, Felson DT, Bingham
CO, Birnbaum NS, Burmester GR, Bykerk VP, Cohen MD, Combe
B, Costenbader KH, Dougados M, Emery P, Ferraccioli G, Hazes
IJM, Hobbs K, Huizinga TW, Kavanaugh A, Kay J, Kvien TK,
Laing T, Mease P, Menard HA, Moreland LW, Naden RL, Pincus
T, Smolen JS, Stanislawska-Biernat E, Symmons D, Tak PP,


https://doi.org/10.1002/art.23969
https://doi.org/10.1136/ard.2008.099010
https://doi.org/10.1136/ard.2008.099010
https://doi.org/10.1136/ard.2011.154799
https://doi.org/10.1136/ard.2011.154799
https://doi.org/10.1002/art.34436
https://doi.org/10.1002/art.34436
https://doi.org/10.1002/art.24638
https://doi.org/10.3899/jrheum.160420
https://doi.org/10.1002/acr.22860
https://doi.org/10.1002/acr.22860
https://doi.org/10.1016/j.semarthrit.2017.01.008
https://doi.org/10.1136/annrheumdis-2016-eular.3653
https://doi.org/10.1136/annrheumdis-2016-eular.3653
https://doi.org/10.1007/s00296-016-3423-5
https://doi.org/10.1080/03009742.2016.1234641
https://doi.org/10.1136/annrheumdis-2013-203819
https://doi.org/10.1136/annrheumdis-2013-203819
https://doi.org/10.1007/s10067-015-3066-z

Clin Rheumatol (2019) 38:297-305

305

16.

17.

18.

19.

20.

21.

Upchurch KS, Vencovsky J, Wolfe F, Hawker G (2010) 2010 rheu-
matoid arthritis classification criteria: an American College of
Rheumatology/European league against rheumatism collaborative
initiative. Ann Rheum Dis 69:1580-1588. https://doi.org/10.1136/
ard.2010.138461

Arnett FC, Edworthy SM, Bloch DA, Mcshane DJ, Fries JF,
Cooper NS, Healey LA, Kaplan SR, Liang MH, Luthra HS,
Medsger TA, Mitchell DM, Neustadt DH, Pinals RS, Schaller JG,
Sharp JT, Wilder RL, Hunder GG (1988) The American rheuma-
tism association 1987 revised criteria for the classification of rheu-
matoid arthritis. Arthritis Rheum 31:315-324

Taylor W, Gladman D, Helliwell P, Marchesoni A, Mease P,
Mielants H, CASPAR Study Group (2006) Classification criteria
for psoriatic arthritis: development of new criteria from a large
international study. Arthritis Rheum 54:2665-2673. https://doi.
org/10.1002/art.21972

van der Linden S, Valkenburg HA, Cats A (1984) Evaluation of
diagnostic criteria for ankylosing spondylitis. A proposal for mod-
ification of the New York criteria. Arthritis Rheum 27:361-368
Svedbom A, Storck C, Kachroo S, Govoni M, Khalifa A (2017)
Persistence with golimumab in immune-mediated rheumatic dis-
eases: a systematic review of real-world evidence in rheumatoid
arthritis, axial spondyloarthritis, and psoriatic arthritis. Patient
Prefer Adherence 11:719-729. https://doi.org/10.2147/PPA.
S128665

Kay J, Rahman MU (2010) Golimumab: a novel human anti-TNF-
alpha monoclonal antibody for the treatment of theumatoid arthritis,
ankylosing spondylitis, and psoriatic arthritis. Core Evid 4:159-170
Calip GS, Adimadhyam S, Xing S, Rincon JC, Lee WJ, Anguiano
RH (2017) Medication adherence and persistence over time with
self-administered TNF-alpha inhibitors among young adult, mid-
dle-aged, and older patients with rheumatologic conditions. Semin

22.

23.

24.

25.

26.

27.

Arthritis Rheum 47:157-164. https://doi.org/10.1016/j.semarthrit.
2017.03.010

Rémy A, Avouac J, Gossec L Combe B clinical relevance of
switching to a second tumour necrosis factor-alpha inhibitor after
discontinuation of a first tumour necrosis factor-alpha inhibitor in
rheumatoid arthritis: a systematic literature review and meta-analy-
sis. Clin Exp Rheumatol 29:96-103

Rendas-Baum R, Wallenstein GV, Koncz T, Kosinski M, Yang M,
Bradley J, Zwillich SH (2011) Evaluating the efficacy of sequential
biologic therapies for rheumatoid arthritis patients with an inade-
quate response to tumor necrosis factor-« inhibitors. Arthritis Res
Ther 13:R25. https://doi.org/10.1186/ar3249

Rudwaleit M, Van den Bosch F, Kron M et al (2010) Effectiveness
and safety of adalimumab in patients with ankylosing spondylitis or
psoriatic arthritis and history of anti-tumor necrosis factor therapy.
Arthritis Res Ther 12:R117. https://doi.org/10.1186/ar3054
Glintborg B, @Ostergaard M, Krogh NS, Tarp U, Manilo N, Loft
AGR, Hansen A, Schlemmer A, Fana V, Lindegaard HM, Nordin
H, Rasmussen C, Ejstrup L, Jensen DV, Petersen PM, Hetland ML
(2013) Clinical response, drug survival and predictors thereof in
432 ankylosing spondylitis patients after switching tumour necrosis
factor o inhibitor therapy: results from the Danish nationwide
DANBIO registry. Ann Rheum Dis 72:1149—1155. https://doi.org/
10.1136/annrheumdis-2012-201933

Lie E, Van Der Heijde D, Uhlig T et al (2011) Effectiveness of
switching between TNF inhibitors in ankylosing spondylitis: data
from the NOR-DMARD register. Ann Rheum Dis 70:157-163.
https://doi.org/10.1136/ard.2010.131797

Reddy SM, Crean S, Martin AL, Burns MD, Palmer JB (2016)
Real-world effectiveness of anti-TNF switching in psoriatic arthri-
tis: a systematic review of the literature. Clin Rheumatol 35:2955—
2966. https://doi.org/10.1007/s10067-016-3425-4

@ Springer


https://doi.org/10.1136/ard.2010.138461
https://doi.org/10.1136/ard.2010.138461
https://doi.org/10.1002/art.21972
https://doi.org/10.1002/art.21972
https://doi.org/10.2147/PPA.S128665
https://doi.org/10.2147/PPA.S128665
https://doi.org/10.1016/j.semarthrit.2017.03.010
https://doi.org/10.1016/j.semarthrit.2017.03.010
https://doi.org/10.1186/ar3249
https://doi.org/10.1186/ar3054
https://doi.org/10.1136/annrheumdis-2012-201933
https://doi.org/10.1136/annrheumdis-2012-201933
https://doi.org/10.1136/ard.2010.131797
https://doi.org/10.1007/s10067-016-3425-4

	The...
	Abstract
	Introduction
	Patients and methods
	Patients and setting
	Outcome measures
	Statistical analysis

	Results
	The study population
	Overall persistence of golimumab vs other TNFis
	The persistence of golimumab vs. other TNFi by indication and past bDMARD exposure
	The effectiveness of golimumab vs. other TNFis 1&newnbsp;year after the initiation of therapy

	Discussion
	References


