Effectiveness and Safety of Etanercept in Patients with
Psoriatic Arthritis in a Canadian Clinical Practice

Setting: The REPArE Trial

DAFNA D. GLADMAN, CLAIRE BOMBARDIER, CARTER THORNE, BOULOS HARAOUI, MAJED KHRAISHI,
PROTON RAHMAN, WILLIAM BENSEN, JERRY SYROTUIK, and MELANIE POULIN-COSTELLO

ABSTRACT. Objective. To describe the longterm effectiveness and safety of etanercept in Canadian patients with

psoriatic arthritis (PsA), treated over 24 months in clinical practice.

Methods. Patients with active PsA (= 3 tender and = 3 swollen joints) were recruited from 22 cen-
ters. Etanercept was administered at 50 mg/week subcutaneously. In addition to clinical assessment
of skin and joint disease, conducted at baseline and at Months 6, 12, 18, and 24, regular patient inter-
views were conducted by telephone. Patient responses related to health status, disability, and work
productivity were scored using the patient global assessment tool, the Health Assessment
Questionnaire (HAQ), the Health and Labour Questionnaire (HLQ), and the Fatigue Severity Scale.
Results. Out of 110 patients, 71 (65%) maintained etanercept treatment through the end of our study.
All clinical measures of disease severity, including joint tenderness/pain, joint swelling, and
Psoriasis Area and Severity Index score, improved significantly between baseline and Month 6 of
etanercept treatment and remained constant thereafter. By the end of our study, 79% of patients
achieved a Psoriatic Arthritis Response Criteria response, and 56% of patients achieved a 0.5-point
improvement on HAQ, indicating clinically significant improvement in disability; 14% of patients
finished our study free of disability (HAQ = 0). Patients’ work productivity and fatigue improved
significantly in parallel with these clinical and functional improvements.

Conclusion. Continuous treatment with etanercept over 2 years in a clinical setting improved clini-
cal symptoms of PsA while reducing fatigue, improving work productivity, and ameliorating or elim-

inating disability. (J Rheumatol First Release May 15 2011; doi:10.3899/jrheum.100698)
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Psoriatic arthritis (PsA) is an inflammatory arthritis with a
variable course, associated with psoriasis. It is often erosive
and may result in joint deformities and functional disabili-
ty!. PsA is typically seronegative and can be distinguished
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PSORIATIC ARTHRITIS
PRODUCTIVITY

from rheumatoid arthritis (RA) on the basis of clinical fea-
tures, but it is associated with radiographic damage and risk
of deformity similar to those seen in RA?3. Prevalence of
PsA among individuals with psoriasis, who may number
about 500,000 in Canada?, is variably estimated, depending
on the population and the diagnostic criteria used. Numbers
from the United States suggest that 9%—14% of patients
with psoriasis develop PsA>. This disease is thought to be
underdiagnosed in Canada® and elsewhere’.

Severe PsA is associated with significant degradation of
quality of life, as a result of cutaneous and articular symp-
toms. Even uncomplicated psoriasis can be painful, itchy, or
debilitating, and it may be socially isolating because of
stigmatization and comorbid anxiety and depression*. The
burden of illness in PsA appears to be greater still®. Quality-
of-life studies indicate that PsA significantly reduced all
components of physical and mental well-being, relative to
the general population®?-10, Compared with other inflam-
matory rheumatic diseases, such as RA and ankylosing
spondylitis, the extent of this effect was similar for physical
components such as physical functioning, limitations due to
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physical function, and bodily pain. The effect of PsA on
mental components was significantly influenced by the
severity of patients’ skin symptoms®.

PsA is also significantly debilitating, as demonstrated in
a recent Norwegian study in which 33% of women and 17%
of men with PsA were identified as work-disabled!!.
Predictors of disability among patients with PsA included
disease duration, presence of erosive disease, and patient
score on a modified version of the widely used Health
Assessment Questionnaire (HAQ). The HAQ has been vali-
dated in studies of PSA and RA as a quantitative measure of
disability in activities of daily living (hygiene, activities,
reach, walking, eating, arising, grip, and dressing and
grooming), before and after treatment with various thera-
peutics'>13. The Health and Labour Questionnaire (HLQ) is
a related tool, focusing on work performance and the imped-
iments that patients experience to performing paid and
unpaid labor!4.

While traditional disease-modifying antirheumatic drugs
(DMARD) such as methotrexate appear to offer limited pro-
tection from ongoing joint damage in PsA!>, a newer group
of biologic agents, the tumor necrosis factor (TNF)
inhibitors, can halt radiographic progression over a period of
weeks to years!®17:18.19  There are currently 4 TNF
inhibitors available to Canadian physicians for treating
PsA: etanercept!7-19-20-21.22.23 " infliximab!8-4, adalimum-
ab102526 "and golimumab?’. Of these biologics, etanercept
has the longest record of postmarketing use in PsA, having
received approval in Canada for this indication in 2004.

Etanercept, a protein construct consisting of a fully human
TNF receptor fused to the Fc portion of human IgG1, acts as a
competitive inhibitor of TNF signaling. Established clinical
benefits of etanercept treatment in PsA include amelioration of
skin disease!?212228-29 reduction in joint pain and swelling?!,
and prevention of radiographic progression!”-1°. In parallel
with these responses, some studies have also established sig-
nificant benefits in health-related quality of life!7-3031,

Little is known of the clinical or functional outcomes of
etanercept use in PsA in a real-world setting, where this bio-
logic may be used concomitantly with other medications
and in patients who might not qualify for inclusion in a ran-
domized controlled trial (RCT). REPArE (Rating Evalu-
ations in Psoriatic Arthritis with Enbrel) was undertaken to
clarify the longterm effects of etanercept treatment in PSA in
routine clinical practice. Our single-arm observational study
was conducted at 22 sites in Canada. The primary efficacy
endpoint of REPArE was functional improvement, as deter-
mined by the HAQ-Disability Index (HAQ-DI). Other end-
points included reduction in fatigue; changes in work abili-
ty, as measured by the HLQ!4; and clinical outcomes such as
changes in joint and skin symptoms and incidence of
adverse events (AE). We report the clinical and functional
findings in REPATE patients treated with etanercept for up
to 2 years.

MATERIALS AND METHODS

Study design. Per REPATE eligibility criteria, patients were required to be
> 18 years old, with active psoriasis or a history of psoriasis documented
by a dermatologist. Their PsA had to be active at the time of inclusion, with
> 3 swollen joints and = 3 tender/painful joints. They could have no active
infection and no history of malignancy in the past 5 years, with the excep-
tion of nonmelanoma skin cancer. Patients who had received biologics were
eligible following a washout of = 3 months, but all patients were required
to be naive to etanercept treatment. Patients who were pregnant or nursing
or who intended to become pregnant during the study period were not eli-
gible. All study sites obtained ethics board approval for the trial.

Patients self-administered 50 mg etanercept per week, given either as
two 25-mg subcutaneous injections at separate sites on the same day or as
2 injections on separate days, 72—96 hours apart. All patients enrolled in our
study were beginning therapy with commercial etanercept and may have
continued taking etanercept at the completion of or withdrawal from our
study at the discretion of the investigator. Nonbiologic concomitant thera-
pies were permitted at the discretion of the investigator. Treatment compli-
ance was assessed through direct queries at each telephone contact at
Months 3, 6, 12, 18, and 24.

The primary effectiveness endpoint was the proportion of patients
achieving a reduction of = 0.5 point of HAQ score over 24 months of
treatment.

Secondary efficacy endpoints included change from baseline at 24
months in HLQ on 4 modules (absence from work, reduced productivity at
paid work, unpaid labor production, and impediments to paid and unpaid
labor); change from baseline at Month 24 for the physician and patient
global assessments of disease activity; proportion with = 75% improvement
in Psoriasis Area and Severity Index (PASI) score at Month 24; and pro-
portion with a Psoriatic Arthritis Response Criteria (PSARC) response at
Month 24. Change from baseline in the Fatigue Severity Scale score was
included as an exploratory endpoint.

Safety endpoints included nonserious and serious AE, including serious
infections, nonmelanoma skin cancer, and all malignancies.

Clinical and patient-reported outcomes. Clinical status was assessed at
patient visits, including baseline and Months 6, 12, 18, and 24 (end of
study). Joint disease was quantified using a modification of the American
College of Rheumatology joint count, documenting the number of joints
with tenderness (78 joints) and swelling (76 joints). Overall disease activi-
ty was scored using the physician global assessment, a 5-point scale rang-
ing from “very good” to “very poor.” Skin severity was quantified using the
PASI, which separately evaluates erythema, infiltration, and scale occur-
ring on the head, trunk, and upper and lower extremities (range 0-72).

PsARC is a composite measure of treatment efficacy that requires
improvement in at least 2 of the following measures: joint pain/tenderness,
joint swelling, patient global assessment, and physician global assessment.
To satisfy the PSARC responder criteria, a patient must experience an
improvement in > 1 of the joint scores, and must not have worsening in any
of the 4 measures.

Fatigue was quantified using the Fatigue Severity Scale, which was
designed to assess the effect of fatigue on activities of daily living. The
score was computed as the average response to 9 questions relating to
fatigue. Responses range from 0 (not at all) to 10 (yes, completely)32.

The HLQ!* assesses missed workdays (absenteeism), nonproductive
time at work (presenteeism), patients’ requirement for paid or unpaid assis-
tance in order to manage routine activities at home, and impediments to
labor. The latter were calculated on the basis of patient responses regarding
4 classes of productive activity specified in the HLQ (household work,
shopping, childcare, and odd jobs)!4. The impediments score ranges from 0
(no impediments) to 8 (unable to do any of the 4 activities).

Patient-reported outcomes, including HAQ, patient global assessment
of disease severity, and the Fatigue Severity score, were assessed by tele-
phone interviews at baseline and at Months 3, 6, 12, 18, and 24. In addition,
the HLQ was administered at baseline and at Months 12, 18, and 24.
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Statistical methods. A modified intent-to-treat population was used for effi-
cacy analyses in which patients were required to have received = 1 dose of
etanercept, and a baseline and = 1 postbaseline efficacy measurement of the
endpoint of interest. All safety analyses were performed on the safety pop-
ulation of patients who received = 1 dose of etanercept.

Except where otherwise stated, missing values were imputed using the
last observation carried forward method. Only postbaseline values were
used for imputation. Descriptive statistics are presented as mean + SD or as
a percentage or, for skewed data, as median with range or interquartile
range (IQR). Paired t-tests of the means were used to evaluate the signifi-
cance of comparisons with baseline data, and descriptive p values are pre-
sented. No adjustment was made for multiplicity. Univariate logistic
regression was used to identify effects on HAQ success (defined as = 0.5-
point improvement from baseline to Month 24) on baseline characteristics
such as age, sex, race, duration of PsA, duration of psoriasis, and DMARD
use. The relationships between productivity measured by the HLQ and
HAQ and Fatigue Severity Scale were explored using regression at various
timepoints as well as repeated measures of ANOVA. The HLQ outcomes
were also regressed against the tender and swollen joint counts.

RESULTS
Between August 2005 and September 2007, 110 patients meet-
ing the eligibility requirements initiated weekly etanercept
treatment (50 mg/week, subcutaneous), for a period of up to 2
years. All enrolled patients received = 1 dose of etanercept.
Baseline characteristics of these patients are shown in
Table 1. The REPATE study population included nearly
equal numbers of men and women and was largely white,

Table 1. Baseline population characteristics (n = 110). Data are mean + SD
unless otherwise indicated.

Characteristic

Gender and ethnicity, n (%)

Men/women 54 (49)/56 (51)
White/other 103 (94)/7 (6)
Age, yrs 484109
Age < 65 yrs 105 (95)
Prior treatments, %
DMARD 89
NSAID 83
Steroids 46
Analgesics 26
Phototherapy 8
Tar products 4
Biologics 3
Emollients 1
Retinoids 1
Duration of psoriasis, yrs 162 +12.7
Duration of PsA, yrs 8984

Patients with fair, poor, or very poor
disease control (physician global

assessment) (%) 109/110 (99)

PASI score 48+1738
HAQ-DI 15+0.6
Joint pain/tenderness score 303 +£20.2
Joint swelling score 189+ 139

HAQ-DI: Health Assessment Questionnaire Disability Index; PASI:
Psoriasis Area and Severity Index; PsA: psoriatic arthritis; NSAID: non-
steroidal antiinflammatory drugs; DMARD: disease-modifying anti-
rheumatic drugs.

with a mean + SD age of 48.4 + 10.9 years. Patients gener-
ally had longstanding psoriasis (mean duration 16.2 + 12.7
years) and PsA (8.9 + 8.4 years), and a substantial majority
(89%) had used DMARD.

Per study inclusion requirements, all patients had active
peripheral PsA affecting at least 3 joints. At baseline, the
median number of painful/tender joints was 17.5 (IQR
11%-30%; range 3-63), and the median number of swollen
joints was 11 (IQR 7%—-16%; range 1-39).

Patients could have active psoriasis or a history of skin
involvement. Baseline PASI scores ranged from O to 46.8
(possible range 0-72). Among the 97 patients with active
skin disease (PASI > 0), the mean PASI score was 5.5 (SD
8.1), with a median of 2.2. Thirty-three patients (30% of the
study population) had a baseline PASI = 5, and 19 (17%)
had a baseline PASI = 8.

Over the course of our study, 39 patients (35%) prema-
turely discontinued therapy, of whom 16 discontinued with-
in the first year. Reasons included lack of efficacy (12
patients), AE (15), withdrawn consent, noncompliance, loss
to followup, and protocol violations (12). On average, sub-
jects in our study received 90% (SD 17.4) of the planned
doses of the study drug, with a median of 96% (range
13%-100%).

Functional improvement with etanercept treatment. After 24
months in REPArE, patients’ functional abilities improved
significantly, as assessed by HAQ score. Baseline mean +
SD HAQ was 1.50 + 0.56 (range 0-2.5, with values > 1.0
taken to define moderate to severe disability). Mean + SD
HAQ declined to 0.90 + 0.68 (p < 0.0001) by Month 24,
with most of the improvement seen by Month 3. HAQ
reduction of = 0.5 points, indicating clinically significant
improvement, occurred in 56% of patients (Figure 1). HAQ
reduction of = 0.30 points occurred in 64% of patients (data
not shown). Moreover, 14% of patients reported a final
HAQ of 0, indicating that their disease caused them no func-
tional impairment.

By logistic regression analysis, patient age, sex, and dis-
ease duration were not significantly associated with success
at achieving a HAQ reduction of = 0.50 points (data not
shown).

62% 58y
51% = i 25 oo

25

% of Patients

Month & Month 12 Month 18 Month 24

Figure 1. Proportion of patients with = 0.5-point improvement in Health
Assessment Questionnaire score. The number of patients each month is
109, except for Month 3, in which the number of patients is 108.

Month 3
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Changes in concomitant therapy with etanercept treatment.
Over the course of our study, many patients decreased or
eliminated their use of concomitant medications, including
DMARD (methotrexate, sulfasalazine, and leflunomide),
systemic corticosteroids (prednisone), and nonsteroidal anti-
inflammatory drugs (NSAID). Of the 62 patients using
methotrexate at baseline, 26 (42%) discontinued it and an
additional 13 (21%) reduced their dose. Similarly, of the 36
patients using sulfasalazine or leflunomide, 25 (69%) dis-
continued DMARD treatment, while 30 of 35 patients using
prednisone (86%) discontinued corticosteroid treatment.
Finally, of the 90 patients taking NSAID, 24 (27%) discon-
tinued regular NSAID treatment after initiating etanercept.

Clinical changes with etanercept treatment. Joint symptoms
improved dramatically over the initial 6 months of our study,
with median joint tenderness/pain counts declining by 70%
(IQR 33%-92%; medians 17.5 vs 6) and median joint
swelling counts declining by 67% (IQR 40%—93%; medians
11 vs 3). This improvement was maintained over the duration
of our study (p < 0.0001 for both tender and swollen joints).
Median percentage changes from baseline to Months 12, 18,
and 24 were 80%, 75%, and 74%, respectively, for tender-
ness/pain scores and 77%, 82%, and 80% for swelling scores.

Physician and patient global assessments of disease
activity similarly improved over the first 6 months of etan-
ercept treatment, remaining relatively stable thereafter. Over
the course of our study, the proportion of patients deemed by
a physician to have “poor” or “very poor” disease control
declined from 23% to 8% (Figure 2). Patients’ self-assess-
ments were qualitatively similar to those of their physicians,
with substantial improvement between baseline and Month
6 and little change thereafter (Figure 3). By the end of our
study, none of the patients described their disease control as
“very poor” (data not shown).

Treatment success as measured by the PsARC was con-
sistent with these individual findings. By Month 6, 89/106

evaluable patients (84%) had achieved a PSARC response.
This proportion remained nearly constant over the course of
our study; the proportions of PSARC responders at Months
12, 18, and 24 were 74%, 77%, and 79%, respectively.

Skin manifestations declined throughout our study peri-
od. Improvement was greatest in patients with higher base-
line skin involvement. Thus, for individuals with active skin
disease at baseline, PASI declined significantly (p < 0.001)
over our study period, and the median decrease was 70%
(IQR 20%—-96%). Among individuals with more severe or
extensive skin involvement (n = 19), PASI scores declined
by a median of 71% (IQR 43%-90%; Figure 4). By the end
of our study, 67% of patients with baseline skin involvement
had achieved = 50% reduction in PASI score (PASI 50), and
47% had achieved PASI 75.

Table 2 shows changes in key aspects of function and
work ability over the course of our study. Patient responses
to the HLQ suggested reduced reliance on others to help
with home activities (household work, shopping, childcare,
and odd jobs around the house). Thus, comparing the 2
weeks prior to the baseline visit with the final study visit,
there was a significant decline in the mean number of hours
of unpaid help that patients reported using in order to take
care of these home activities (8.0 vs 4.8 hours, 95% CI of
change —6.2 to —0.2; p = 0.0349). For paid help to take care
of these same home activities, the trend was similar (3.2 vs
1.2,95% CI -6.4 to 2.6; p = 0.3830), with a large number of
missing responses. The number of hours of unpaid and paid
help was also found to decrease exponentially with
improvement in the HAQ (p < 0.001) and Fatigue Severity
Scale score (p < 0.001) for all timepoints. In addition, the
mean HAQ score and mean tender and swollen joint count
improved as impediments to work decreased (p < 0.001).

In parallel, impediments to labor declined significantly
(3.0 vs 1.5 on an 8-point scale, 95% CI of change —1.9 to
—1.1; p<0.0001), and the mean Fatigue Severity Scale score

100

90

OGood or

80
70

Very good

60

Fair

50

% of Patients

30

B Poor or

20

Very poor

10

Baseline 6 months

12 months

24 months

18 months

Figure 2. Change in distribution of physician global assessments over the course of the trial.
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Figure 3. Change in distribution of patient global assessments over the course of the trial.

Month
6 12 18 24

O Baseline >
0 (n=97)

Baseline 2
8 (n=19)

PASI Score (%)

Change in Median

Figure 4. Change in median Psoriasis Area and Severity Index (PASI) score over time. PASI score reduction was
calculated separately for patients with active skin disease.

Table 2. Changes in function and patient work productivity with etanercept treatment. Except for Fatigue
Severity Scale, values apply to the 2-week period prior to the baseline or Month 24 visit.

Productivity Measures n*  Baseline Mean Month 24 Mean Mean Change (SD) p

Absence from work (working days) 40 0.7 0.3 0.4 (2.6) 0.3436
Unpaid work** by paid help (hours) 27 32 12 19(114) 0.3830
Unpaid work** by unpaid help (hours) 66 8.0 4.8 32 (12.1) 0.0349
Impediments to paid and unpaid labour 71 30 1.5 1.5(1.7) <0.001
Fatigue Severity Scale’’ 109 6.36 475 1.62 (2.33) <0.001

* Subjects with available data at both baseline and Month 24. ** Unpaid work defined as household work, shop-
ping, childcare, and odd jobs around the house. © Score out of 8 (0 = no impediments; 8 = unable to do any of 4
surveyed activities). ¥ Average of 9 questions relating to fatigue; score out of 10 (0 = not at all; 10 = yes,

completely).
declined significantly (6.4 vs 4.8 on a 10-point scale, 95% tifies the most common AE reported over the 2-year course
CI of change 2.1 to —1.2; p < 0.0001). of our study. Nasopharyngitis was the most common AE,

Safety and tolerability of etanercept treatment. Table 3 iden- occurring in 20/110 individuals (18.2%).
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Table 3. Adverse events reported by > 5% of subjects.

Adverse Event n (%)
Nasopharyngitis 20 (18.2)
Upper respiratory tract infection 15 (13.6)
Injection site reaction 13 (11.8)
Headache 12 (10.9)
Influenza-like illness 11 (10.0)
Sinusitis 11 (10.0)
Diarrhea 7(64)
Hypertension 7(64)
Arthralgia 6(5.5)
Cough 6(5.5)
Pharyngolaryngeal pain 6(5.5)

Twenty serious AE (SAE) were reported, occurring in 14
subjects. SAE of interest, as specified in the study protocol
(i.e., malignancies and serious infections), included 2 cases
of sinusitis and 1 case each of the following: abdominal
abscess, appendicitis, malignant lung neoplasm, malignant
melanoma in situ, malignant pleural effusion, viral pneumo-
nia, and streptococcal infection. Other SAE included single
cases of angina pectoris, cardiac arrest, cerebral hemor-
rhage, cervical vertebral fracture, fibula fracture, myocar-
dial infarction, osteoarthritis, ovarian cyst, scleroderma,
tibia fracture, and umbilical hernia. The most frequently
reported AE leading to withdrawal from the study was rash,
which occurred in 2 patients. A total of 20 AE were report-
ed by the 15 patients who withdrew from the study because
of AE, with only 6 of these AE considered related to the
study drug.

Two deaths were reported in patients after they had
withdrawn from our study, 1 resulting from lung cancer
and the other from cardiac arrest and cerebral hemorrhage.
These deaths were not considered related to etanercept
treatment.

DISCUSSION
The Group for Research and Assessment of Psoriasis and
Psoriatic Arthritis (GRAPPA) treatment guidelines identify
5 distinct aspects of PsA (peripheral arthritis, skin disease,
spinal disease, enthesitis, and dactylitis) that may be evalu-
ated independently in managing the disease®3. TNF inhibitor
treatment, which significantly ameliorates each of these dis-
ease aspects?®34, is associated with reduced disability and
improvements in multiple aspects of the quality of life®.
The clinical benefits of etanercept are well established
with regard to peripheral joint disease and skin symp-
toms!7-2021.22.2329 Thyg, in pivotal trials, 12-week treat-
ment with etanercept led to significant increases, relative to
placebo, in the proportion of patients with PsA achieving the
PsARC and PASI 75-level skin clearance. Longer-term
studies confirmed that cutaneous and articular benefits with
etanercept were sustained over = 2-3 years'??!. Etanercept

treatment has been studied in 6-month RCT as well as in
open-label studies. Despite the greater constraints on the
patient population in the former and the longer study dura-
tions in the latter studies, a consistent picture of etanercept’s
safety and efficacy has emerged from this literature. PSARC
response has been reported in about 70%—87% of patients
within 6 months of etanercept treatment!7-1922.23.36 Where
PsARC data are available, it appears that the bulk of the
response occurs within the initial 4-12 weeks of treat-
ment!72236 and is maintained for periods of = 2 years'?.
Patients with PsA have also been reported to decrease their
use of NSAID and other analgesic drugs significantly.

Common AE such as upper respiratory tract infections
and headache appear to occur at similar rates in placebo-
treated compared to etanercept-treated patients. Etanercept
discontinuation because of safety concerns has occurred
rarely'930-37 or not at all?3¢ in available studies, although
British patient registry data suggested that about 3% of
patients discontinued etanercept per year, citing AES.

The current findings from REPArE, which included
patients from routine clinical care settings, are consistent
with this literature. Each of the clinical variables studied,
including patient and physician global assessments, PsARC
response, and PASI score, showed substantial and statisti-
cally significant improvement by Month 6. In each instance,
these benefits were sustained throughout the study period,
although skin symptoms appeared to improve further
between Months 6 and 24. In the current study, 79% of
patients were PsARC responders, and median PASI scores
declined by 64%. No new AE were reported, and withdraw-
al because of AE occurred in 15/110 patients (14%) over the
course of 2 years.

Most patients who were using DMARD or prednisone at
baseline were able to discontinue or reduce their dose of
these concomitant medications. In particular, use of con-
comitant prednisone declined by 86% over the course of our
study.

REPAT(E patients showed significant disability at base-
line, with HAQ scores ranging from O to 2.5. Indeed, base-
line disability in our study (mean = SD HAQ, 1.5 +£ 0.6) was
greater than has been reported in most other studies of TNF
inhibitors in PsA, including comparison trials?® and studies
of etanercept30’39, infliximab!®, and adalimumab?>49.

For instance, in a 6-month study of 1122 American
patients with PsA who were treated with etanercept,
Frankel, et al reported a mean HAQ score of 0.8 at baseline.
Mean HAQ declined to 0.4 over 6 months, with 47% of
patients attaining a HAQ score of O (i.e., no functional
impairment) by the end of the study’. In contrast, among
REPATIE patients, 14% reported no disability by the end of
the study, suggesting a greater burden of disease in the
REPAIE study population at baseline. In other respects,
however, functional improvement in REPArE and in the
study by Frankel, et al*® followed a similar trajectory: sub-
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stantial HAQ score reduction occurred within 3 months of
initiating etanercept treatment, with further reduction seen
by Month 6. In REPATE, mean HAQ scores remained stable
at 0.9 after Month 6. Fifty-six percent of patients experi-
enced a reduction of HAQ score by = 0.50 point, the prede-
termined cutoff for clinically significant improvement,
which is well above the minimally clinically significant
decrease of 0.30 determined for PsA'®. Again, most of this
functional improvement was evident within the first 6
months of initiating etanercept. Comparable improvements
in HAQ scores with etanercept were also recently reported
by Mease, et al*®.

Recently developed minimal disease activity criteria in
PsA*! could not be calculated in our study since not all of
the outcome measures were collected.

Several other studies have discussed patient work pro-
ductivity in PsA7-114243 but to our knowledge, REPATE is
the first to examine longterm changes in work productivity
with ongoing TNF inhibitor treatment. We found that etan-
ercept treatment was associated with a nonsignificant trend
toward reduced absenteeism at work. In addition, REPArE
patients showed a statistically significant reduction in
impediments to labor and in their use of unpaid help to man-
age ordinary household tasks. In parallel, patients’ fatigue
scores declined significantly.

Etanercept was safe and well tolerated, with few serious
AE and no new safety signals emerging from the REPATE
study population. Of the 110 patients in the REPATE study
population, 71 (65%) continued taking etanercept through-
out the 24-month study; similar levels of patient persistence
have been reported in studies of British®® and Greek2*
patients with PsA who received TNF therapy for 2-3 years.

Limitations of REPATE are shared with other single-arm,
open-label studies. Because of this trial design, we cannot
estimate the extent to which regression to the mean may
have contributed to the observed clinical and functional
changes. However, the benefits we see are long-lived and
reflect other findings in the literature on etanercept, includ-
ing those from placebo-controlled trials. Nor can we for-
mally exclude the possibility of bias in assessing the
patients” medical status, although the consistency of results
seen in patient versus physician global assessments suggests
that the benefits we documented were real and meaningful
to our patients. Finally, because of missing data on some
patient-reported outcomes, the significance/nonsignificance
of some functional changes cannot be assigned with confi-
dence. We note, however, that the functional changes and
changes in work productivity that we observed were consis-
tent with a significant decrease in fatigue.

Our 2-year study suggests that continuous treatment with
etanercept (50 mg/week) in a clinical setting can improve
the cutaneous and articular symptoms of PSA while reducing
fatigue, improving work productivity, and ameliorating or
eliminating disability.
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