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Abstract

Objective: To describe clinical effectiveness of belimumab for systemic lupus erythematosus (SLE) in real-world
practice in Argentina.

Methods: This retrospective, observational study analysed medical record data of patients with SLE treated with
belimumab in |5 centres in Argentina. Primary endpoint: overall clinical response (assessed on a scale similar to the
6-point Physician Global Assessment) at months 6, 12, 18 and 24, all versus index (belimumab initiation). Secondary
endpoints: improvement in disease activity (SELENA-SLEDAI), SLE manifestations, and corticosteroid dose change.
Results: Records for 81 patients (91% female) were analysed. Clinical improvements were reported for 95%, 95%, 98%
and 100% patients at 6, 12, 18, and 24 months post index, respectively. Mean SELENA-SLEDAI score decreased from
I1.21 at index to 4.76, 3.77, 3.86 and 2.17 at 6, 12, 18, and 24 months post index, respectively. Number of flares
decreased from 1.05 at index to 0.21, 0.09, 0.22 and 0.30 at 6, 12, 18, and 24 months post index, respectively. Mean
corticosteroid dose was 14.59 mg/day at index, and 6.45, 5.18, 5.17 and 4.78 mg/day at 6, 12, 18, and 24 months post
index, respectively.

Conclusions: Real-world patients with SLE treated with belimumab in Argentina demonstrated clinical improvements
and reductions in corticosteroid dose.
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Introduction

Systemic lupus erythematosus (SLE) is a multisystem,
chronic, autoimmune disease with diverse clinical and
laboratory manifestations." The incidence of SLE
varies between countries, and has been found to be
higher in Latin America, at 4.7-8.7/100,000 person-
years,” compared with the USA and Europe, where
incidences of 5.1/100,000 and 2.2-5.0/100,000 person-
years have been reported, respectively.® A study in
Buenos Aires, Argentina, has estimated the incidence
of SLE at 6.3/100,000 person-years, and prevalence at
58.6/100,000.*

SLE is typically managed by a combination of
therapies including corticosteroids, antimalarials,
non-steroidal anti-inflammatory drugs, and immuno-
suppressive agents.” The combination of chronic
remitting-relapsing course of SLE with flares of disease
activity, and toxicity of associated medications, result
in an increased risk of long-term organ damage and
poorer health-related quality of life of patients with
SLE, and present a substantial burden to healthcare
systems.*” In Latin America, studies performed by
GLADEL (Grupo Latino Americano De Estudio del
Lupus) demonstrated that in patients with SLE, the
risk of damage accrual increases with each flare,
regardless of flare severity and independently of
other known risk factors, such as gender, age at
diagnosis, disease duration, high disease activity, pre-
vious damage, the presence of antiphospholipid
antibodies and antiphospholipid syndrome, high-dose
corticosteroids and  immunosuppressants,  non-
Caucasian race/ethnicity, and socio-economic factors.®’

Since 2011, belimumab, a new generation biologic
therapy, has become available for adults with SLE'*!!
and children 5-17years of age with childhood-onset
SLE.'? Belimumab is a human, immunoglobulin 1/
monoclonal antibody that binds and antagonises the
biological activity of circulating B-cell activating
factor (BAFF), also known as B-lymphocyte stimula-
tor (BLyS), which is elevated in patients with SLE and
promotes abnormal B-cell activation and differentia-
tion."* !> Short-term (up to 76weeks) efficacy and
safety of belimumab have been demonstrated in four
large Phase 3 clinical trials,'® ' and these safety and
efficacy profiles have recently been shown to be main-
tained up to 7years of belimumab treatment.”®
Currently, belimumab is indicated as add-on therapy
in adult patients with active, autoantibody-positive
SLE despite standard therapy (ST)'' and with a high
degree of disease activity (e.g. positive anti-dsDNA and
low complement levels).'®

The real-world utilisation of belimumab has been
evaluated in several countries, through the global
OBSErve (evaluation Of use of Belimumab in clinical

practice SEttings) programme. These retrospective, obser-
vational studies, conducted so far in the USA, Germany,
Canada, Spain and Switzerland, described the reality of
SLE care and clinical benefits of long-term belimumab
treatment in every day clinical practice.’’ ® Overall,
patients with SLE treated with belimumab showed clini-
cal improvements in various manifestations of SLE, and
a reduction in steroid use and healthcare resource utilisa-
tion (HCRU).

In addition, two large prospective studies of belimu-
mab are currently ongoing: a 5-year prospective obser-
vational registry, which aims to collect long-term
information regarding side effects and effectiveness of
belimumab when given in combination with other ST
in adults with active, autoantibody-positive SLE
(SABLE study; NCT01729455), and a randomised,
double-blind, placebo-controlled 52-week study to
assess adverse events (AEs) of special interest in
adults with active, autoantibody-positive SLE receiving
belimumab (BASE study; NCT01705977).

Similar to other OBSErve studies,”' 2 this study
aims to investigate the patterns of belimumab use for
SLE management, its clinical effectiveness, and health
outcomes in patients with SLE who received belimu-
mab as part of their ST for up to 2years in clinical
practice settings in Argentina.

Materials and methods

Study design

This was a Phase 4, multicentre, observational cohort
study (GSK study 201282), designed to retrospectively
collect real-world information from patient medical
records on the long-term outcomes of belimumab use
in patients with SLE. Data were collected at six time
points: 6 months prior to belimumab initiation, at beli-
mumab initiation (index date), and at 6, 12, 18 and
24 months after treatment initiation (Figure 1). The
reporting of this study conforms to the Strengthening
the Reporting of Observational Studies in
Epidemiology (STROBE) guidelines.?’

Study sites and physicians

Physicians (rheumatologists or internal medicine physi-
cians) who, at the time of recruitment, managed/treated
>10 patients with SLE, had >5years of experience in
treating patients with SLE and had treated at least two
patients with belimumab plus ST, and were currently
treating at least one patient with belimumab plus ST,
were invited to participate in the study. Physicians
completed the site feasibility questionnaire, which gath-
ered general information about the participating med-
ical centre, including geographic location, experience
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(years) in treating SLE and the number of patients with
SLE currently managed.

Patient inclusion and exclusion criteria

Physicians enrolled all patients from their practices
who fulfilled the following inclusion criteria: adults
>18 years of age with a confirmed diagnosis of SLE
(according to the 82/97 American College of
Rheumatology criteria and/or Systemic Lupus
International Collaborating Clinics criteria for SLE),
who received belimumab as part of their usual SLE
care, and for whom documented follow-up medical
records are available for at least 6 months after belimu-
mab initiation, or who received at least one dose of
belimumab before discontinuing. To avoid selection
bias, all patients with different exposures to belimu-
mab, including those who received at least one dose
of belimumab as part of their usual SLE care, but dis-
continued its use for any reason, were included.
Patients who received belimumab as part of a clinical
study were excluded. Physicians extracted data on
treatment, clinical outcomes and HCRU from patient
medical records and collated onto case report forms. If
available, data were collected from other sources such
as recent medical consultations, with the aim of gath-
ering as much information as possible.

Objectives

The primary objective was to describe the overall clin-
ical response in patients with SLE after 6, 12, 18 and
24 months of treatment with belimumab, in clinical
practice in Argentina. Secondary objectives were to
describe characteristics of patients (reasons for initia-
tion and discontinuation of belimumab, use of disease
assessment scales), use of concomitant medications,
change in Safety of Estrogens in Lupus
Erythematosus National Assessment-SLE Disease
Activity Index (SELENA-SLEDAI) score, number
and severity of SLE flares, HCRU and impact on
unemployment. Although safety was not an objective
of this study, AEs were reported to the study sponsor
within 24 hours.

Endpoints

The primary endpoint was physician-assessed, overall
clinical response to belimumab treatment based on
medical records, reported as a percentage of patients
with a clinical improvement at 6, 12, 18 and 24 months
from index. The primary endpoint was assessed on a
scale similar to the 6-point, Physician’s Global
Assessment (PGA) scale, and categorised as worse,
no improvement, and improvement of <20%, 20—
49%, 50-79% and >80%. Secondary endpoints,

analysed after 6, 12, 18 and 24 months of belimumab
treatment, included: change in the severity of arthritis
and rash (assessed on a scale similar to the 6-point
PGA scale, and categorised as worse, no improvement,
and improvement of <20%, 20-49%, 50-79% and
>80%); number of painful and swollen joints; reasons
for initiation and discontinuation of belimumab; use of
disease assessment scales (SELENA-SLEDAI, PGA,
British  Isles Lupus Activity Group [BILAG],
Systemic Lupus Activity Measure [SLAM], European
Consensus Lupus Activity Measurements [ECLAM],
Fatigue Severity Scale [FSS]) as part of regular SLE
management; treatment patterns of concomitant med-
ications, particularly corticosteroids: dose increase,
reduction, and discontinuation; change in SELENA-
SLEDAI score from index; number and severity of dis-
ease flares; HCRU and employment status.

Statistical analyses

Given the descriptive nature of the study, no formal
sample size calculations were performed. The aim was
to include approximately 20 physicians and 70-80
patient medical records for the extraction of anony-
mised data. Descriptive statistics, such as counts and
percentages, and confidence intervals (CI) of 95% were
used to analyse categorical data, and mean, median,
standard deviation (SD), minimum and maximum
were used to analyse continuous data. For non-
Gaussian distribution of data, median and interquartile
range were used. Statistical tests were used to summa-
rise inferential comparisons between subgroup end-
points when relevant strata of patients were observed.
All time point comparisons were performed against
index. No analyses of loss-to-follow-up, incomplete
case documentation, or deviations from the target
study population were performed. No imputation for
missing data was used.

Results

Participating sites

Between March 2014 and November 2017, 15 centres,
located in Buenos Aires, Concordia, Formosa, General
Roca, La Plata, Mendoza, Pergamino, Rosario and
Santa Fe, participated in the study; each site recruited
between 2 and 12 patients. The centres had a mean
(SD) of 17 (7.5) years of experience in treating SLE,
and the average number of patients with SLE currently
managed was 93 per centre.

Patient demographics and baseline characteristics

Data were available post index at 0—6 months (n=281),
7-12 months (n = 74), 13—-18 months (n =41) and 19-24
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Study Period (March 2014 to November 2017)
A

Retrospective data collection

~

Data analysis

h 4

Belimumab initiation
(index date)

Treatment history
(pre index)
6 months
0—6 months
<

Treatment follow-up (post index)

| 7-12 months | 13-18 months | 19-24 months

6—24 months

Figure 1. Study design.

(n=30); the reasons for patient withdrawal in each
6-monthly period are listed in Figure 2. One death
(due to colon cancer) and one serious AE (breast
cancer) were reported during the study period; neither
was considered related to belimumab (Figure 2).

At index, mean (SD) age was 42 (12) years, and 74
(91%) patients were female. Duration of SLE >5 years
was reported for 49 (60%) patients; 70 (86%) patients
had moderate to severe SLE, 59 (73%) had a persistent
disease activity, and 22 (27%) experienced an exacer-
bation. Lupus nephritis was reported for 12 (15%)
patients, 11 (92%) of whom were in remission. The
most frequently observed clinical manifestations
of SLE at index were arthritis and rash, reported for
52 (64%) and 48 (59%) patients, respectively.
Hypocomplementemia, high anti-double stranded (ds)
DNA, and SELENA-SLEDAI >10 were reported for
58 (72%), 49 (60%) and 38 (47%) patients, respective-
ly. In addition, 10 (12%) and 4 (5%) patients experi-
enced hypertension and dyslipidaemia, respectively. At
index, 74 (91%) of patients received steroids, and 60/74
(81%) at a dose >7.5mg/day (Table 1).

Physician’s evaluation of overall clinical response

Using a PGA-like scale, physicians reported an
improvement of >80% in overall clinical condition
for 21/81 (26%), 39/74 (53%), 27/41 (66%) and 24/30
(80%) patients at 6, 12, 18 and 24 months post index,
respectively, with 33/81 (41%), 18/74 (24%), 12/41
(29%) and 3/30 (10%) patients experiencing an
improvement of 50-79%. An improvement of 20—
49% was reported for 17/81 (21%), 9/74 (12%), 1/41
(2%) and 3/30 (10%) patients and an improvement of

<20% for 6/81 (7%), 4/74 (5%), 0/41 (0%) and 0/30
(0%) patients at 6, 12, 18, and 24months post
index, respectively. No change was reported for 4/81
(5%), 3/74 (4%), 1/41 (2%), and 0/30 (0%) patients at
6, 12, 18, and 24 months post index, respectively
(Figure 3(a)). Worsening was reported for 1/74 (1%)
patient at 12months, and no patients at 6, 18, and
24 months post index.

Patient characteristics

Arthritis, one of the most common clinical manifes-
tations of SLE, improved by >80% in 25/52 (48%),
34/49 (69%), 24/26 (92%) and 17/21 (81%) patients
at 6, 12, 18, and 24 months post index, respectively.
Further, 15/52 (29%), 10/49 (20%), 0/26 (0%) and
3/21 (14%) patients experienced an improvement of
50-79%, and 8/52 (15%), 3/49 (6%), 0/26 (0%) and
0/21 (0%) an improvement of 20-49% at 6, 12, 18,
and 24months post index. An improvement of
<20% was observed in 3/52 (6%), 2/49 (4%), 0/26
(0%) and 1/21 (5%) of patients, 1/52 (2%), 0/49
(0%), 1/26 (4%) and 0/21 (0%) had no improvement
and no patients experienced worsening in arthritis
during the treatment period.

The reduction in mean (SD) number of painful and
swollen joints observed over the study period was sig-
nificant (p <0.001) for each 6-month period versus
index. At index, 7.4 (4.9) and 5.4 (4.1) painful and
swollen joints were reported, respectively, which
decreased to 2.4 (3.5) and 1.0 (2.0) at 6 months, 1.1
(2.9) and 0.5 (1.5) at 12months, 1.0 (2.2) and 0.3
(0.8) at 18months, and 0.3 (0.8) and 0.2 (0.5) at
24 months post index.
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81 patients included in the
0—6 months follow-up

76 completed follow-up

Withdrawals at 0—6 months:
* Lack of reimbursement (n=2)

A

74 patients* included in the
7—12 months follow-up

64 completed follow-up

v

* Lack of efficacy (n=1)
* Other (lost to follow-up, n=1)
* Breast cancer (n=1)

Withdrawals at 7-12 months:
* Lack of efficacy (n=5)
* Favourable response (n=2)

A

41 patients* included in the
13—-18 months follow-up

40 completed follow-up

* Lack of reimbursement (n=1)
* Death (colon cancer, n=1)
* Other (lost to follow-up, n=1)

.| Withdrawals at 13-18 months:

v

30 patients* included in the
19-24 months follow-up

"| + Lack of efficacy (n=1)

Withdrawals at 19-24 months:

v

29 patients completed
follow-up at 24 months

v

* Favourable response (n=1)

Figure 2. Patient disposition and withdrawals.

*Patients did not receive belimumab long enough to be included in the next follow-up period/physicians withdrew from the next
follow-up period (n=2, 7-12 months; n=23, 13—18 months; n= 10, 19—24 months)

Patients also experienced considerable improve-
ments in rash, with 22/48 (46%), 29/46 (63%), 11/22
(50%) and 14/18 (78%) reporting an improvement of
>80%, further 6/48 (13%), 8/46 (17%), 9/22 (41%)
and 4/18 (22%) an improvement of 50-79%, and
13/48 (27%), 3/46 (7%), 2/22 (9%) and 0/18 (0%) an
improvement of 20-49%, at 6, 12, 18 and 24 months
post index, respectively. Physicians  reported
an improvement of <20% in 4/48 (8%), 5/46 (11%),
0/22 (0%) and 0/18 (0%) patients; 2/48 (4%), 1/46
(2%), 0/22 (0%) and 0/18 (0%) patients had no
improvement at 6, 12, 18 and 24 months post index;

worsening in rash was reported for 1/48 (2%) patient
at 6 months post index.

At index, the mean (SD) number of flares was 1.05
(0.70). This decreased significantly to 0.21 (0.40), 0.09
(0.32), 0.22 (0.52) (all p<0.001) and 0.30 (0.83)
(p=0.001) at 6, 12, 18, and 24 months post index,
respectively. The mean number of severe flares
also decreased over the study period, from 0.21 (0.44)
at index, to 0.01 (0.11), 0.06 (0.23), 0 (0) and 0 (0) at
6, 12, 18, and 24 months post index, respectively
(Figure 3(b)).
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Table 1. Baseline patient demographics and disease
characteristics.

At index
Patient characteristics (N=28l)
Female, n (%) 74 (91)
Age, years, mean (SD) 42 (12)
Duration of SLE, n (%)

< year 2 (2)

1-5 years 29 (36)

6—10 years 17 (21)

>10 years 32 (40)

Unknown 1 (1)

SLE severity at index, n (%)

Mild 10 (12)

Moderate 61 (75)

Severe 9 (I

Unknown 1 (1)

SLE activity at index, n (%)
Persistent activity 59 (73)
Exacerbation 22 (27)
High disease activity subgroups, n (%)

Hypocomplementemia 58 (72)

High anti-dsDNA 49 (60)

Steroid dose >7.5 mg/day 60 (74)

SELENA-SLEDAI >10 38 (47)

SLE clinical manifestations at index, n (%)

Arthritis 52 (64)
Mild 4 (8)
Moderate 45 (86)
Severe 3 (6)

Rash 48 (59)
Mild 14 (29)
Moderate 32 (67)
Severe 2 (4)

Alopecia 27 (33)

Other® 33 (41)

Fatigue 32 (40)

Mucosal ulcers 27 (33)

Lupus nephritis 12 (15)

Headache 12 (15)

Fever 10 (12)

Vasculitis 10 (12)

Comorbidities, n (%)

Hypertension 10 (12)

Dyslipidaemia 4 (5

Diabetes 1 (1)

Renal disease not related to SLE 1 (1)

Coronary artery disease 1 (1)

Asthma/COPD 1 (1)

Concomitant medications at index, n (%)

Corticosteroids 74 (91)

Antimalarials 70 (86)

Azathioprine 22 (27)

?Includes: pleurisy (n =7, 9%), thrombocytopenia (n =6, 7%), pericarditis
(n=35, 6%), myositis (n= 3, 4%), proteinuria (n = 3, 4%), organic brain
syndrome (n =2, 2%), seizure (n =2, 2%), peripheral neuropathy (n=2,
2%), psychosis (n=1, 1%), urinary casts (n=1, 1%), haematuria (n=1,
1%).

COPD: coronary obstructive pulmonary disease; SD: standard deviation;
SELENA-SLEDAI: Safety of Estrogens in Lupus National Assessment-SLE
Disease Activity Index; SLE: systemic lupus erythematosus.

Belimumab was prescribed to patients with uncon-
trolled SLE disease based on physicians’ clinical deci-
sion. Main reasons for belimumab initiation included
ineffective previous treatment, reported by 62 (77%)
patients, the intent to reduce the corticosteroid dose
(n=47, 58%), worsening condition (n =40, 49%), pre-
vious treatment not tolerated (n=38, 10%) and macul-
opathy (n=06, 5%).

Patients received a mean (SD) intravenous (I'V) beli-
mumab dose of 10 (1.0) mg/kg monthly, following the
loading dose on Days 0, 14 and 28. The cumulative rate
of belimumab discontinuation (number of patients dis-
continuing belimumab at any time from index to
24 months post index, divided by the number of
patients who entered the study) was 21% (n=17/81).
Five (6%) patients discontinued belimumab in the first
6 months post index, with a further 10 (12%), 1 (1%)
and 1 (1%), discontinuing at 7-12, 13-18 and 19—
24 months post index, respectively. Seven (41%)
patients discontinued belimumab due to lack of effica-
cy; 1 patient in the first 6 months post index, and 5
patients at 7-12 months and 1 patient at 13—18 months
post index. Favourable response to treatment (patients
withdrew due to achieving disease control; n=3/17,
18%), high cost/lack of reimbursement (n=3/17,
18%), cancer (n=2/17, 12%) and other (n=2/17,
12%), were reported as further reasons for discontinu-
ation (Figure 2). In addition to the 17 patients who
discontinued belimumab, 35 patients did not receive
belimumab long enough to be included in the next
follow-up period or physicians withdrew from the
next follow-up period (n=2, 7-12months; n=23,
13-18 months; n =10, 19-24 months) (Figure 2).

The use of existing disease assessment tools during
the study varied between the participating sites.
SELENA-SLEDAI was the most frequently used
scale, used by 29 (36%) physicians. PGA was used by
3 (4%), and BILAG by 2 (2%) physicians; none of the
physicians used SLAM, ECLAM or FSS scales. No
data on the use of the disease assessment tools were
available for the remaining 47 (58%) physicians.

Disease activity assessment: SELENA-SLEDAI score

SELENA-SLEDAI scores were available for 78
patients at index and 6 months post index, and for
73, 37 and 24 patients at 12, 18, and 24 months post
index. In these patients, mean (SD) SELENA-SLEDAI
score decreased significantly from 11.21 (6.07) at index
to 4.76 (4.16), 3.77 (4.41), 3.86 (3.38) and 2.17 (2.18) at
6, 12, 18, and 24 months post index, respectively (all
p <0.001) (Figure 3(c)).



Babini et al.

1391

(@) 400 -
90
80 4
704
60

Patients (%)

N W A O
o o o o
1 1 1 1

10

o
[o2)
1

Mean (SD) number of flares
o
o
1

Improvement:
¥ None
W <20%
H20-49
50-79%
H >80% 66%

80%

10% 10%
0%
n=0 5K

6 months 12 months 18 months
post index post index post index
(n=81) (n=74) (n=41)

24 months
post index
(n=30)

N Total
¥ Mild/moderate
W Severe

0.4 1
0.2 1
0.00
0.0 1
At index 6 months 12 months 18 months 24 months
post index post index post index post index
© 45-
o
Q
(%]
2]
5
m 10
-
@
<
zZ
w
-
w
@ *
a 51
(2] *
C
3 *
= 217
(2.18)
=24
0 T T T - 1
At index 6 months 12 months 18 months 24 months
post index post index post index post index

Figure 3. Clinical outcomes in patients with SLE after 6, 12, 18 and 24 months of belimumab therapy. (a) Physician evaluation of

overall clinical response, (b) mean number and severity of flares, (c) mean SELENA-SLEDAI score.

P-value represents change versus index; *p < 0.001; **p =0.001.
SELENA-SLEDAII: Safety of Estrogens in Lupus Erythematosus National Assessment-SLE Disease Activity Index; SD: standard devi-
ation; SLE: systemic lupus erythematosus.



1392

Lupus 29(1 1)

Concomitant medications

At index, 74 patients were receiving corticosteroids; 73,
61, 30 and 18 patients received corticosteroids at 6, 12,
18, and 24 months post index, respectively. Patients
experienced significant reductions in mean (SD) corti-
costeroid dose during the treatment period, from 14.6
(11.90) mg/day at index, to 4.78 (3.63) mg/day
(p=0.01) at 24 months post index (Figure 4(a)).
Overall, 11/73 (15%) patients discontinued cortico-
steroids during the first 6 months of treatment, with
further 12/61 (20%), 5/30 (17%) and 3/18 (17%) dis-
continuing at 12, 18, and 24 months post index. The
cumulative rate of corticosteroid discontinuation
(number of patients discontinuing corticosteroids at
any time from index to 24 months post index, divided

by the number of patients who entered the study med-
icated with corticosteroids) was 42% (n=31/74).

At index, 70 (86%) patients received antimalarials,
and 22 (27%) were prescribed azathioprine. No signif-
icant changes in antimalarial and azathioprine doses
were observed over the study period (Figure 4(b)).
Cumulative rates of discontinuation of antimalarials
and azathioprine were 3% (n=2/70) and 45%
(n=10/22), respectively.

Healthcare resource utilisation

While no significant changes were observed in the uti-
lisation of healthcare resources, a trend towards fewer
hospital admissions over time was observed compared
with index, with 11 (14%) patients hospitalised at
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Figure 4. Change in mean dose of corticosteroids (a) and antimalarials and azathioprine (b) over the study period.

P-value represents change versus index; *p < 0.001; **p =0.01.
SD: standard deviation.
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Table 2. Healthcare resource utilisation and laboratory use over the belimumab treatment period.
Months post index
At index 0-6 7-12 13-18 19-24

Hospital admissions, n (%)* Il (14) 5 (6) 2 (3) I (2) I 3)
Emergency room visits, mean (SD) 0.30 (0.67) 0.16 (0.43) 0.11 (0.45) 0.05 (0.21) 0.20 (0.80)
Planned rheumatologist visits, mean/6 months 3.49 3.78 3.40 3.68 3.87
Laboratory use, mean/6 months

Anti-dsDNA antibody 1.36 1.19 1.29 1.58 1.66

Complement 1.63 1.68 1.67 1.69 1.93

Haemoglobin 1.99 2.19 1.92 2.30 2.73

Creatinine 1.75 1.88 1.73 2.16 2.40

Liver enzymes 1.69 1.85 1.75 2,11 240

?P-value after treatment versus index: p=0.166 (0-6 months), p=0.052 (7-12 months), p =0.058 (I13—18 months and 19-24 months).

dsDNA: double-stranded DNA; SD: standard deviation.

index, and 5/81 (6%), 2/72 (3%), 1/41 (2%) and 1/30
(3%) at 0-6, 7-12, 13—18 and 19-24 months post index,
respectively. Similarly, fewer emergency room visits
were reported post index, with 0.30 visits at index,
and 0.16, 0.11, 0.05 and 0.20 visits at 0-6, 6-12, 12—
18 and 18-24months post index, respectively. The
number of planned rheumatologist visits slightly
increased from 3.49 at index to 3.78, 3.40, 3.68 and
3.87 at 0-6, 7-12, 13-18 and 19-24months post
index, respectively. A slight increase in the number of
laboratory tests was reported over the study period
(Table 2).

Impact on unemployment

No significant changes in the employment status were
observed over the study period, with 7/81 (9%), 7/81
(9%), 5/75 (7%), 3/37 (8%) and 3/30 (10%) patients
unemployed at index, and at 0-6, 7-12, 13—18 and 19—
24 months post index, respectively.

Discussion

The retrospective OBSErve Argentina cohort study
was conducted to provide an insight into the clinical
benefits of belimumab in routine clinical practice in
Argentina. The study investigated the clinical out-
comes, patient characteristics and HCRU in patients
with SLE treated with belimumab for up to 24 months
in clinical practice. Over the 24-month treatment
period, and as early as 6 months after treatment initia-
tion, patients had an overall improvement in disease
activity, with a reduced SELENA-SLEDAI score,
marked improvements in arthritis and rash, and
reduced number and severity of disease flares.
Furthermore, a steroid-sparing effect of belimumab
therapy was observed in the study, with patients having
their mean corticosteroid dose reduced to less than
7.5mg/day as early as 6 months after belimumab IV

initiation, and an overall rate of corticosteroid discon-
tinuation (over 24 months) of 42%. Minimising corti-
costeroid use is a crucial goal in the management of
SLE, as prolonged treatment with high-dose
(>7.5mg/day) corticosteroids is associated with signif-
icant toxicity and can lead to considerable organ
damage.”’®* A steroid-sparing effect of belimumab
treatment has been suggested in post hoc analyses of
a subgroup of patients from the Phase 3 belimumab
clinical trials, and in the long-term continuation study
of BLISS-76.%%

The effectiveness of belimumab demonstrated in this
study supports the findings of similar studies conducted
under the OBSErve programme in the USA, Canada,
Germany, Spain and Switzerland,>"**2¢ which
reported dose reductions of concomitant corticosteroid
medication and clinical improvements with belimumab
therapy.

Arthritis and skin rashes are amongst the most
prominent complaints in patients with SLE, and also
among Argentinian patients.®’' These manifestations,
combined with frequent disease flares, have been rec-
ognised as factors that significantly impact health-
related quality of life and patient’s ability to
work.?-*! Here, reductions in the number and severity
of disease flares, and the number of swollen and painful
joints, which are prominent manifestations of arthritis,
were observed following belimumab treatment.
However, these improvements in SLE manifestations
did not have an impact on patient unemployment,
which did not change over the study period.

Belimumab is a long-term treatment, and although a
favourable clinical response has been observed as early
as 8 weeks,* it is recommended that patients are treated
for a minimum of 6 months before belimumab discon-
tinuation is considered.'® Here, one-fifth (n=17/81,
21%) of patients discontinued belimumab over the 2-
year treatment period, with only 6% discontinuing in
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the first 6 months. Fewer than half of patients who dis-
continued belimumab did so due to lack of belimumab
efficacy, and nearly 20% terminated their treatment
because they achieved a favourable response and disease
control. It should be noted that, although belimumab
was generally prescribed to patients with uncontrolled
disease, some reasons for belimumab initiation captured
in this study were not specified as indications for beli-
mumab treatment in the prescribing information.'*!!

In addition, HCRU remained stable during the
study, although patients required fewer SLE-related
hospital admissions and emergency room admissions
during belimumab treatment period. The number of
scheduled rheumatologist visits slightly increased
during belimumab therapy; however, this may be
explained by the belimumab IV dosing regimen,
which requires monthly infusions at the clinic.'> The
reported mean number of scheduled visits was fewer
than six, which suggests that not all scheduled visits
for belimumab infusions were documented. Other
OBSE-rve studies also reported reductions in the utilisa-
tion of healthcare resources with belimumab
treatment.*!-*>2*

SELENA-SLEDAI was used during the study by
approximately one-third of physicians, with other
assessment scales rarely or never used in routine SLE
management. The lack of a consistent use of measures
of disease activity was also reported by the OBSErve
studies conducted in the USA and Canada.?"">® Thus, a
standardised disease assessment and monitoring prac-
tice in routine SLE care is required, and a need for
development of appropriate consensus recommenda-
tions has previously been highlighted.?%-33-3*

This study has some limitations. The study popula-
tion comprised patients who received belimumab treat-
ment shortly after its approval, in selected clinical
centres in Argentina; extrapolation of these results to
other patients with SLE should be performed with cau-
tion. Medical records and the use of health resources
represent treatment patterns of physicians participating
in the study and may be different from those of non-
participating physicians. The primary endpoint was
also based on the individual, subjective clinical judge-
ment of the treating physician, following retrospective
review of medical records. In addition, this retrospec-
tive observational study is subject to the potential
biases inherent to this type of an epidemiological
study and did not include a control group to compare
belimumab treatment with other standard SLE thera-
pies. Finally, the relatively small study sample of 81
patients warrants cautious interpretation of data.

In conclusion, this first observational study of the
clinical effectiveness of belimumab among patients
with SLE in Argentina provides further evidence to
support the use of belimumab in clinical practice. The

key finding of this study, a reduction of corticosteroid
use, has important clinical implications given the health
impact of prolonged steroid use in SLE.*®?° The
steroid-sparing effect and overall clinical improvements
support the findings of belimumab clinical trials. As
part of a wider OBSErve programme, the study pro-
vides further understanding of belimumab use and
effectiveness in an every-day clinical practice in
Argentina in comparison with other participating
countries. The findings may prove useful in planning
future treatment strategies for patients with SLE.
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