Internal Medicine Journal (2007)

ORIGINAL ARTICLE

Effect of treatment with biological agents for arthritis in Australia:
the Australian Rheumatology Association Database
R. Buchbinder,? L. March,>* M. Lassere,”® A. M. Briggs,"? I. Portek,® C. Reid,” A. Meehan,’

L. Henderson,>* L. Wengier'+?

and R. van den Haak®

"Monash Department of Clinical Epidemiology, Cabrini Hospital, 2Department of Epidemiology and Preventive Medicine and “Centre for Clinical
Research Excellence in Therapeutics, Department of Epidemiology and Preventive Medicine, Monash University, Melbourne, Victoria and
3Institute of Bone and Joint Research, University of Sydney, “Department of Rheumatology, Royal North Shore Hospital, *Faculty of Medicine,
University of New South Wales and ®Department of Rheumatology, St George Hospital, Sydney, New South Wales, Australia

Key words
registry, arthritis, biological disease-modifying
anti-rheumatic drug, health, Australia.

Correspondence

Rachelle Buchbinder, Monash Department of
Clinical Epidemiology, Suite 41, Cabrini Medical
Centre, 183 Wattletree Road, Malvern,

Vic. 3144, Australia.

Email: rachelle.buchbinder@med.monash.
edu.au

Received 20 February 2007; accepted
30 April 2007.

doi:10.1111/).1445-5994.2007.01431.x

Abstract

Background: The Australian Rheumatology Association Database (ARAD),
a voluntary national registry, has been established to collect health information
from Australian patients with inflammatory arthritis for the purpose of mon-
itoring the benefits and safety of new treatments, in particular the biological
disease-modifying anti-rheumatic drugs (b DMARDs). These drugs are proving
to be very effective, yet little is known of their long-term effectiveness or safety.
Patient registries that systematically gather data on large cohorts of unselected
patients are increasingly believed to be an essential means of answering ques-
tions of the long-term effectiveness and safety of new drugs. The aim of this
report is to describe the role, development and structure of ARAD and provide
some preliminary data.

Methods: As of 1 August 2006, 563 patients with rheumatoid arthritis pre-
scribed a bDMARD have been enrolled in ARAD, involving 105 rheumatologists
from across Australia.

Results: The data collected will enable examination of multiple domains of
patient responses to bDMARDs, including quality of life, health-care utilization,
incidence of adverse events and the effects of therapy switching.
Conclusion: Evidence-based information about the long-term outcome of
bDMARD therapy is essential for clinicians, consumers, policy-makers, drug
development companies and approval agencies, to enable better care and
improved outcomes for patients with inflammatory arthritis.

Introduction

The Australian Rheumatology Association (ARA) has

recently established the Australian Rheumatology Asso-
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ciation Database (ARAD). The database collects health
information from Australian patients with inflammatory
arthritis for the purpose of monitoring the benefits and
safety of new treatments, in particular, the biological
disease-modifying anti-rheumatic drugs (bDMARDs). Its
initial development was funded by unconditional educa-
tional grants to the ARA from pharmaceutical companies
involved with new therapies for arthritis including the
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bDMARDs. Since 2006, the maintenance and further
development of ARAD is also funded by a National Health
and Medical Research Council Enabling Grant (Number
384330) and Monash University. The database is endorsed
by the ARA, participation is voluntary, and at August
2006, 105 (41.7%) of Australian rheumatologists and
563 patients were contributing data. Here, we outline
the reasons for establishing the database focusing on
rheumatoid arthritis (RA); issues related to its implemen-
tation, some early outcomes and comparisons with other
national registries specifically designed to monitor the
benefits and/or safety of new arthritis treatments.

Reasons for establishing ARAD

RA is a chronic, autoimmune, inflammatory joint disease
of unknown cause, which results in progressive and irre-
versible joint damage.! It is associated with premature
death and reduces quality of life and physical, social and
emotional functioning.>* The peak onset is in the fourth
and fifth decades® and so affects the individuals in their
peak income-earning years resulting in high work disabil-
ity.® In Australia, 2.4% of the population report having
RA.” Minimizing the effect of this disease is an Australian
health-care priority.®

New therapies for RA

There is currently no cure for RA and no known method of
prevention. Successful management involves arresting
or controlling progression of the disease through early
diagnosis and early introduction of disease-modifying
anti-rheumatic drugs (DMARDs).® Up until recently, the
mainstay of DMARD therapy has been drugs, such as
methotrexate and salazopyrine with a long history of
use and consequently a well-known risk profile. However,
over recent years, new drugs including leflunomide and
bDMARDs such as the tumour necrosis factor (TNF)-o-
inhibitors etanercept, infliximab and adalimumab, and
anakinra, an IL-1Ra analogue, have been introduced into
clinical practice with the anticipation that they are a sig-
nificant breakthrough in terms of altering the course and
prognosis of RA. Although evidence for their short-term
efficacy is well established from randomized controlled
trials (RCT), there have been concerns raised about their
short-term safety.'®? For example, a recent meta-analysis
of nine placebo-controlled clinical trials of infliximab and
adalimumab found a 2.0-fold (95% confidence interval
(CI) 1.3-3.1) increased risk of serious infections regard-
less of bDMARD dose and the risk of malignancy was
increased 4.3-fold (95%CI 1.6-11.8) among patients
receiving the higher dose schedules.'* However, these risk
estimates for developing adverse events need to be inter-

preted cautiously in view of the short follow-up periods
(limited to the duration of the trials), the low rate of
malignancy in the control arms of the trials and some
disparity between these results and those reported in long-
term health registries.'>™'” Although not evaluated in the
meta-analysis, an increased incidence of malignancies
has also been reported to be associated with the use of
etanercept, the most commonly prescribed bDMARD in
Australia, in patients with Wegener’s granulomatosis.'®

Long-term safety of bDMARDs

The bDMARDs are not cures and need to be given indef-
initely. In addition to being costly (> A$20 000 per patient
per year), this also raises concerns with respect to their
long-term safety.’® Long-term effects cannot be antici-
pated from preclinical toxicological studies or short-term
trials powered for efficacy and participants in RCT may be
dissimilar to individual patients seen in clinical practice.
Minority groups, older individuals and those at risk of
adverse events are often deliberately excluded from
RCT. For example, it has been estimated that only 5%
of patients typically seen in practice would be eligible to
participate in a bDMARD RCT in one study.?® A history of
malignancy has also been an exclusion criterion for most of
the bDMARD trials carried out to date. Furthermore, once
marketed, it is likely that new drugs will be used in
combination with other therapies, which may lead to
unexpected interactions.

Post-marketing surveillance in Australia

Australia has a spontaneous reporting system that relies on
voluntary reporting of suspected reactions to new drugs to
the Australian Adverse Drug Reaction Advisory Commit-
tee (ADRAC).*! In December 2006, the Australian Adverse
Drug Reactions Bulletin, noted that, based on Medicare
Australia statistics, 57 846 prescriptions for the three TNF-o
inhibitors combined had been issued for the treatment of
RA since 2000.%2 ADRAC received 319 reports of adverse
events involving TNF-a inhibitors over that time period.
These included 23 reports of pneumonia/lower respiratory
tract infections, 10 reports of sepsis and 4 reports of
tuberculosis. Other serious adverse events reported
included 3 reports of malignant melanoma, 5 reports of
lymphoma, 22 reports of lupus or lupus-like syndrome
and 9 reports of anaphylaxis.

However, spontaneous reporting systems may consid-
erably underestimate the incidence of adverse events as
only a small proportion of suspected reactions are ever
reported and information is often incomplete.** Although
thismethod may provide rapid information and is effective
forrare or dramatic events, it lacks a comparison group and
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without reliable exposure (usage) data it is difficult to
calculate the incidence of adverse reactions. Furthermore,
it is unable to identity specific groups of patients who are
at particular risk and establish causation and it may be
incapable of detecting particular adverse effects, that is, if
there is a long delay between exposure and clinical man-
ifestation, when the drug causes an event that might be
expected as part of the natural history of the disease and
when adverse events already have a high prevalence in
the community.

Prescriber-led patient registries or
longitudinal observational studies

To overcome the limitations found with RCT and current
post-marketing surveillance methods, longitudinal obser-
vational studies provide an alternative means of gathering
information. Generally, these studies are implemented in
the form of a health registry, where cohorts of patients are
treated with routine care and are followed longitudinally
without imposing inclusion or exclusion criteria.>* ‘Real-
life’ responses to therapies are systematically collected
allowing questions surrounding quality of life, health-care
utilization, adverse events and effectiveness of monother-
apy, polytherapy and therapy switching to be addressed.
Information contained in such databases may complement
or be more useful than information collected by govern-
ment pharmacovigilance agencies. For example, the Dan-
ish rheumatology registry detected 20 times as many
adverse events as the Danish Medicines Agency in patients
receiving bDMARDs, where infections and hypersensitivity
reactions were the most commonly reported outcomes.?’

Prescriber/investigator-led patient registries have signif-
icant advantages: prescribers are clinical experts who have
a vested interest in ensuring that the drugs they prescribe
are safe and effective and it is likely that any findings will
be rapidly disseminated and applied in clinical practice. For
example, since its inception in 1999, the Australian Ortho-
paedic Association’s National Joint Replacement Registry
has quickly become the authority for information on joint-
replacement surgery in Australia.?® It has detected signifi-

Australian Rheumatology Association Database

cant variation in the practice of joint-replacement surgery
within Australia and as compared with other countries and
it has also identified specific prostheses or prosthetic com-
binations with high early failure rates.

Access to subsidized bDMARDSs in
Australia

Table 1 details the indications and timing of listing of
bDMARDs on the Australian Pharmaceutical Benefits
Scheme (PBS). Currently, strict criteria are in place for
patients to access subsidized bDMARDs. This is reflected
in a recent report, which indicated that less than one-
quarter of the expected number of patients with RA were
treated with etanercept in the year following its inclusion
on the PBS.'® The more stringent criteria may mean that
Australian patients are likely to have more severe disease
and have been exposed to a greater number of DMARDs
compared with patients in other countries.

Database overview

The specific aims of ARAD are to

® Determine the short and long-term effectiveness and
safety of bDMARDs prescribed for RA and other inflam-
matory arthritis including psoriatic arthritis, ankylosing
spondylitis and juvenile chronic arthritis, as measured by
mortality/survival, function and disability, quality of life,
incidence of all adverse events, treatment side-effects and
reasons for stopping or changing therapy

® Determine the relative contributions of disease factors
and other treatments in any risk and/or benefit observed
® Determine the economic impact of bDMARD therapy in
terms of health-care and other resource utilization

e Provide confidential biannual reports of individual
patient outcomes to their treating rheumatologists
together with de-identified summary data

e Evaluate the tight restrictions for prescription of
bDMARDs in Australia to determine whether proposed
cost-effectiveness is being met and whether right target
groups receive the therapy

Table 1 Indications and dates of listing of bDMARDs on the Australian Pharmaceutical Benefits Scheme (data taken from Medicare Australia

http://iwww.medicareaustralia.gov.au)

Disease

Etanercept (Enbrel)t  Infliximab (Remicade)*

Adalimumab (Humira)®  Anakinra (Kineret)?

Severe and active rheumatoid arthritis

Severe and active juvenile chronic arthritis
Severe and unresponsive ankylosing spondylitis
Severe and active psoriatic arthritis

1 August 2003
1 July 2003

1 April 2005

1 August 2006

1 December 2004

1 February 2004 1 May 2004

1 August 2004 — —
1 August 2006 1 August 2006 —

"Wyeth Australia, Baulkham Hills, Australia; *Schering-PIough, Baulkham Hills, Australia; SAbbot Australia, Bottany, Australia; YAmgen Australia, North
Ryde, Australia. bDMARDSs, biological disease-modifying anti-rheumatic drugs, —, not available for this indication on the Australian Pharmaceutical

Benefits Scheme.
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e Compare Australian data with overseas registries to
detect country-specific differences
e Link data with overseas registries to get more accurate
estimates of rare events and
® Establish a valuable ongoing data resource for answering
important clinical questions that may arise in the future
A pilot study of 186 patients with RA in Victoria and New
South Wales in 2001 funded by an educational grant from
Aventis confirmed the feasibility of a national database.
Next, we sought funding from all pharmaceutical compa-
nies involved with bDMARDs in the form of unconditional
educational grants to the ARA in a deliberate attempt to
encourage an all-inclusive collaborative activity. Regular
meetings were conducted between the ARAD manage-
ment committee and the sponsors collectively. A lobbying
process was required with the national council and exe-
cutive members of the ARA to establish a governance
document that addressed members’ concerns related to
purpose, privacy, funding and data access issues. ARAD
was subsequently endorsed by the ARA in November 2004.

ARAD governance

The ARA owns ARAD and controls access to, and release
of, the data contained within it. The management of the
database is the responsibility of the ARAD Management
Committee who reports directly to the ARA executive. The
ARAD Scientific Advisory Committee (SAC), which also
reports to the ARA executive, is responsible for advising on
policy and access to the data. Research proposals, which
have ethics approval, may be submitted to the ARAD SAC
for review. Further information about data access is avail-
able on the National Health and Medical Research Council
Enabling Grant Facilities website (http://nhmrc.gov.au/
funding/types/granttype/access.htm) and the ARA web-
site (http://www.rheumatology.org.au). The day-to-day
management of the database is the responsibility of the
Project Coordinator, three State Research Officers who are
responsible for different states and a data management
centre team comprising a Database Architect, Data Man-
ager and Research Assistant. These appointees work in
close association with the Management Committee who
meet regularly through teleconferencing, and cross-geog-
raphy communication is facilitated by a Web-based project
site allowing project messages and files to be uploaded. The
ARA and Monash University administer the funds and an
audited account is presented to the Executive monthly and
to the full membership annually.

Recruitment, consent and confidentiality

The process of patient recruitment is shown in Figure 1. All
patients prescribed bDMARDs in Australia are invited to

Patient presents to
rheumatologist

l

bDMARD prescribed

}

Rheumatologist
completes ‘permission
to contact’ form

Biannual report
l sent to
rheumatologist

Form faxed toll free to
ARAD data
management centre

}

Patient contacted by
ARAD team member

l

Consent and teleform
baseline questionnaire
sent to patient

l

Teleform questionnaire

retumed to ARAD data
management centre
for scanning Data queries
handled by
l research
officers
6-month questionnaire

sent to patient

Figure 1 Flowchart of participant recruitment process into Australian
Rheumatology Association Database (ARAD). bDMARD, biological
disease-modifying anti-rheumatic drug.

participate in ARAD by their treating rheumatologist who
describes the purpose of the database. A ‘Permission to
Contact’ form, available from the ARA website (http://
www.rheumatology.org.au/rheumatologists/aradatabase.
htm), is then completed and faxed toll-free to the ARAD
Data Management Centre. Patients are then contacted by
the relevant State Research Officer who provides a more
detailed explanation of the database and the patient is sent
plain language and consent forms, and the baseline ques-
tionnaire. Patient consent is also obtained to access their
Medicare and National/State Health Registry data. Follow-
up questionnaires are mailed every 6 months. The next
phase of patient recruitment will entail recruitment of
controls: consecutive patients with inflammatory arthritis
not taking a bDMARD.

Ethical approval for ARAD has been obtained from the
Human Research Ethics Committees of Cabrini Hospital,
Monash University, the Royal Children’s Hospital Mel-
bourne, South Eastern Sydney and Illawarra Area Health

© 2007 The Authors
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Table 2 ARAD rheumatoid arthritis data collection

Rheumatologist data Patient data Record linkage data

Rheumatologist ID code Demography Medicare Australia

Diagnosis History of arthritis National Death Index

bDMARD prescribed Medical history (illness, infection, cancer, symptoms) National Cancer Statistics Clearing House
Baseline ESR Smoking and alcohol consumption history State and Territory Cancer Registries
Baseline CRP Medication history

Baseline joint count Reasons for ceasing medication for arthritis

Chest X-ray result Adverse events

Mantoux test result Global evaluation of disease activity

Health Assessment Questionnaire
Assessment of Quality of Life
Short Form-36 Health Survey
European Quality of Life Survey

ARAD, Australian Rheumatology Association Database; bDMARDs, biological disease-modifying anti-rheumatic drugs; CRP, C-reactive protein;
ESR, erythrocyte sedimentation rate.

Service, Northern Sydney Health, and the Government that require patient contact are handled by the State
Department of Veterans’ Affairs. The database complies Research Officers.

with the minimum guidelines for health registries for
statistical and research purposes.?’” No patient or rheuma-
tologist is identified in the reports and publications pro-
duced by the database. To ensure the success of the registry, the process of quality
control and data validation undergoes continued develop-
ment and refinement. We are in the process of assessing

Data validation and accuracy

Data collection and entr
y the concordance of patient responses concerning history of

Data collection meets the Outcome Measures in Rheuma- malignancy and adverse events to arthritis medications
tology IV preliminary core set of domains for longitudinal with the rheumatologist record in a random sample of
observational studies in rheumatology.?®2° Table 2 out- participants. We will also determine concordance through
lines the data collected from the rheumatologist at baseline record linkage with the State cancer registries through the
using the "Permission to Contact” form, longitudinal data National Cancer Statistics Clearing House. Other processes
collected from the patient and record linkage data obtain- to ensure database quality include (i) development of a
able from national health bodies. Information is currently tracking log for rheumatologists to minimize selection bias
collected by means of a paper-based system using tele- by ensuring that all patients of participating rheumatolo-
forms that are scanned into the database. Skilled data entry gists starting bDMARDs are invited to participate in ARAD,
personnel check the data and correct errors. Data queries (ii) ongoing update of a standard operating procedure

Table 3 Number of ARAD rheumatoid arthritis participants receiving a bDMARD by drug and State as of 1 August 2006 compared with number of
rheumatoid arthritis patients approved for PBS-subsidized bDMARDs by drug and State 1 March 2006 to 31 August 2006" and number of
rheumatologists participating in ARAD compared with number of fully registered ARA members by State*

State/Territory Etanercept Adalimumab Infliximab Anakinra No. rheumatologists in ARAD
ARAD (PBS) ARAD (PBS) ARAD (PBS) ARAD (PBS) (no. fully registered ARA members)

NSW 153 (713) 79 (608) 8 (51) 3(17) 45 (90)

Vic. 35 (357) 32 (496) 6 (65) 0 (8 1(67)

Qld 49 (215) 9 (341) 5 (46) 0(11) 13 (33)

SA 50 (200) 23 (192) 7 (19) 2 (5) 15 (27)

WA 43 (338) 8 (275) 2 (113) 0 (4) 4 (24)

Tas. 9 (83) 16 (103) 0(2) 0(0) 5(5)

ACT 3 (68) 0 (53) 0 (4) 0 (1) 1(4)

NT 0(7) 1(4) 00 0(0) 1)

Total 342 (1981) 188 (2072) 28 (300) 5 (46) 105 (252)

Data taken from Medicare Australia (PBS and Specialized Drugs Branch). *Data taken from ARA. ARA, Australian Rheumatology Association; ARAD,
Australian Rheumatology Association Database; bDMARDs, biological disease-modifying anti-rheumatic drugs; PBS, Pharmaceutical Benefits Scheme.

© 2007 The Authors
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Table 4 Patient and disease characteristics of ARAD participants
(n = 563), bDMARDs and concurrent DMARDs and years of use at
1 August 2006

Age in years, mean (SD) 57.8 (12.6)
Disease duration 15.3 (10.3)

in years, mean (SD)
Female sex, n (%) 401 (71.2)
DMARD use n (%) Mean (SD) years of intake
bDMARDs
Etanercept 342 (60.7) 2.1 (1.1
Adalimumab 188 (33.4) 1.4 (1.3)
Infliximab 28 (5.0) 2.1(1.2)
Anakinra 5(0.9) 2.4 (3.2
Concurrent DMARDS
Intramuscular methotrexate 94 (16.7) 6.1 (4.4)
Oral methotrexate 264 (49.6) 6.9 (4.9)
Plaquenil 104 (18.5) 5.9 (5.5)
Salazopyrin 77 (13.7) 7.2 (5.3)
Leflunomide 147 (26.1) 3.9(2.3)
Azathioprine 11 (2.0) 5.5(3.5)
Cyclosporine 16 (2.8) 4.9 (3.0
Intramuscular gold 6(1.1) 9.4 (6.3)
d-penicillamine 6 (1.1) 13.5(10.4)
Prednisolone/prednisone 408 (72.5) 9.3(7.1)
Other medication 37 (6.6) 7.7 (7.0)

for arthritis

ARAD, Australian Rheumatology Association Database; bDMARDs, bio-
logical disease-modifying anti-rheumatic drugs; SD, standard deviation.

manual to reduce the volume of data queries (iii) ongoing
update of database programmes to identify any contradic-
tory information provided by patients and (iv) develop-

scheme for
rheumatologists to report adverse events. Information
about adverse events will also be forwarded to ADRAC.

ment of a spontaneous reporting

Early results

According to the PBS and Specialized Drugs Branch of
Medicare Australia, 4399 patients with RA were approved
for PBS-subsidized bDMARDs from 1 January 2006 to 31
August 2006 (patients with more than one application in
this time frame were included only once) (Table 3). As of 1
August 2006, 563 RA patients prescribed a bDMARD were
enrolled in ARAD (12.8% of those approved for PBS-
subsidized bDMARD). Although only a small proportion
of RA patients commencing bDMARDs are currently
enrolled in ARAD, recruitment is increasing and 105
committed rheumatologists, or 41.7% of registered ARA
members in 2006, were participating (Table 3). As of April
2007, this has increased to 144 members (55% of ARA
members in 2007). We believe this reflects a valid, 'real-
world” community-based reference database as almost all
RA patients commencing a bDMARD in these practices
have been invited to participate and all control patients not
currently prescribed a bDMARD will be drawn from the
same practices. Therefore selection bias is unlikely to be
a significant problem.

Demographics, disease severity and medication use
among the cohort are detailed in Table 4 and quality of
life as assessed by the Short Form-36 and Assessment of
Quality of Life and arthritis-specific disability as assessed
by the Health Assessment Questionnaire (HAQ) at

Table 5 Disability and quality of life of ARAD participants measured by the HAQ, AQoL and SF-36 at baseline, 6 and 12 months from enrolment in ARAD,

and comparative Australian normative data for AQoL (women 50-59 years) and SF-36 (women 55-64 years),

(women 55-64 years)*?

3031 and Finnish normative data for HAQ

Disability or quality-of-life index Baseline 6 months 12 months Normative data
Mean (SD) Mean (SD) Mean (SD) Mean (SD)
HAQJr 1.6 (0.7) (n = 552) 1.2(0.7) (n = 418) 1.2 (0.7) (n = 360) 0.2
AQoL* 0.4 (0.2) (n = 494) 0.5 (0.3) (n = 69) 0.5(0.2) (n = 54) 0.8 (0.2
SF-36° (n = 477) (n =382 (n =334)
Physical functioning 31.6 (23.6) 40.7 (25.7) 40.9 (25.8) 84.4 (18.9)
Role limitation due to physical problems 19.1 (32.7) 38.3 (40.6) 39.8 (42.2) 78.9 (34.4)
Role limitation due to emotional problems 46.5 (44.8) 65.8 (42.4) 65.2 (42.9) 88.4 (27.0)
Social functioning 46.1 (24.6) 59.5 (23.2) 59.1 (24.6) 87.0 (22.4)
Mental health 63.2 (20.8) 71.1 (19.7) 71.7 (19.5) 80.5 (18.0)
Vitality 33.0 (22.6) 45.3 (23.5) 44.4 (22.8) 64.6 (22.2)
Bodily pain 35.5 (22.7) 51.2 (22.9) 52.0 (23.0) 71.5 (27.0)
General health perception 37.6 (22.0) 445 (22.2) 43.7 (22.4) 71.2 (22.3)
Change in health 44.4 (31.7) 69.9 (28.5) 66.9 (27.7) n/a

THAQ has a range of scores 0-3: lower score indicates less disability; *AQoL has a range of scores 0-1: higher score indicates better quality of life; SSF-36
has subscales scaled from 0 to 100 where a higher score indicates better health. AQoL, Assessment of Quality of Life Questionnaire; ARAD, Australian
Rheumatology Association Database; HAQ, Health Assessment Questionnaire; n/a, data not available; SD, standard deviation; SF-36, Short Form-36
Questionnaire.
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baseline, 6-month and 12-month intervals is outlined in
Table 5. At baseline, RA patients commencing bDMARDs
were significantly more disabled and had significantly
lower quality of life in comparison to population
norms.>®>? They had improved substantially within
6 months of starting bDMARD treatment and this

improvement was sustained at 12 months.

Comparability to other registries

Unlike other national registries, ARAD data are derived
predominantly from patient questionnaire and include
a broader array of domains (Table 6). To address ARA
members’ concerns regarding the administrative burden,
rheumatologists provide a minimum of information at
baseline only. They are not required to regularly provide
information regarding disease activity or changes in ther-
apy. Thisisin contrast to other registries, such as the British
Society of Rheumatology Biologics Register, where par-
ticipation is mandatory and the administrative burden
imposed on rheumatologists is significant.*?

Although the ARAD cohort has similar demograp-
hic characteristics to other national cohorts, its mean
disease duration is longer, most probably reflecting the
strict PBS requirements for subsidized treatment in
Australia.?®>3%397424445 A greater proportion of Australian
patients has received etanercept most probably reflecting
the fact that this was the first bDMARD to be listed on the
PBS. Despite the longer disease duration, disability, as
measured by the HAQ, is similar to patients in other
registries.?>*>48

Discussion

In a short period ARAD has already achieved some very
important outcomes. Sufficient data are now available in
ARAD to examine multiple domains of patient responses
to bDMARDs, including quality of life, health-care utili-
zation, incidence of adverse events and the effects of
therapy switching. Recruitment of a control group of
patients with inflammatory arthritis who are not taking
bDMARD:s is under way and will allow comparisons to be
made. An invitation to recruit control patients has recently
been extended to all participating rheumatologists to
encourage recruitment of a suitable control group.

We have shown that it is possible to develop a voluntary
national registry of patients with arthritis taking
bDMARD:s in Australia. This has been achieved by obtain-
ing buy-in from pharmaceutical companies with an inter-
estin bDMARDs, endorsement of the professional national
body (ARA) and the effective cooperation of a large propor-
tion of rheumatologists in Australia and, most importantly,
their patients. The ARAD SAC has an important role in

encouraging colleagues in their State or rheumatology
subspecialty area to participate in ARAD. This is being
achieved by leading by example and providing updates on
ARAD at State meetings whenever appropriate.

ARAD will be a precious Australian resource, providing
valid and reliable longitudinal clinical data of persons with
arthritis in Australia. Evidence-based information about
long-term relevant outcomes, such as efficacy, safety and
cost-effectiveness, is essential for clinicians, consumers,
policy-makers, drug development companies and
approval agencies to enable better care and improved
outcomes. This facility will significantly underpin and
enhance clinical research into arthritis in Australia. The
approximation of ‘real-world’ conditions requires the gen-
eration of a valid reference database, sampled from the
community, maintained longitudinally and free from the
various biases that threaten internal validity and gener-
alizability of the results.
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