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Abstract

Introduction: Patients with rheumatoid arthritis (RA) have an increased risk of infection and this risk appears to be
higher with anti-TNF (tumor necrosis factor) agents. We pooled data from the cumulative abatacept RA clinical
development program, both double-blind and open-label periods, to estimate the incidence rates (IRs) of infections
requiring hospitalization including pneumonia and opportunistic infections, in comparison with RA patients treated
with non-biologic disease-modifying antirheumatic drugs (DMARDs) from several reference cohorts.

Methods: Infections reported in seven abatacept clinical trials of RA patients (double-blind and open-label periods)
were tabulated. Comparisons were made between the observed IRs in abatacept-treated patients and those in
over 133,000 patients exposed to non-biologic DMARDs in six reference RA cohorts. Age- and sex-adjusted IRs of
infections requiring hospitalization, including pneumonia (most frequent hospital infection), were used to estimate
the expected IRs with abatacept by the method of indirect adjustment. Standardized incidence ratios (SIR) and
95% CI were calculated comparing incidence in the cumulative abatacept experience with incidence in each RA
cohort.

Results: A total of 1,955 (double-blind period) and 4,134 (double-blind + open-label periods with a cumulative
exposure of 8,392 person-years) abatacept-treated RA patients were analyzed. Observed IRs for infections requiring
hospitalization during the double-blind period were 3.05 per 100-patient years for abatacept-treated patients and
2.15 per 100 patient years for placebo. In the cumulative population, observed IR for infections requiring
hospitalization was 2.72 per 100-patient years. Rates for abatacept were similar to expected IRs based on other RA
non-biologic DMARD cohorts.

Conclusions: IRs of infections requiring hospitalization and pneumonia in abatacept trials are consistent with
expected IRs based on reference RA DMARD cohorts. RA patients are at higher risk of infection compared with the
general population, making the RA DMARD cohorts an appropriate reference group. The safety of abatacept,
including incidence of infections requiring hospitalization, will continue to be monitored in a post-marketing
surveillance program.

Introduction
Patients with rheumatoid arthritis (RA) have been
shown to have an increased risk of infection compared
with the general population [1,2]. Some studies have
also shown that this risk varies according to treatment
of RA patients, with a higher risk of infections with

anti-TNF (tumor necrosis factor) agents compared with
non-biologic disease-modifying antirheumatic drug
(DMARDs) [3,4]. Treatment with biologic agents is gen-
erally a highly effective approach for patients with RA,
but may compromise host defense mechanisms involved
in protection from infections and tumor surveillance;
adverse events, serious infections in particular, are
therefore a concern [4].
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Abatacept is the first in a class of agents for the treat-
ment of rheumatoid arthritis (RA) that selectively modu-
lates the CD80/CD86:CD28 co-stimulatory signal
required for T-cell activation [5]. Abatacept has demon-
strated efficacy in the treatment of rheumatoid arthritis
(RA) [6-11]. While the safety and tolerability of abata-
cept has been described in the individual randomized
trials [12], it is prudent to evaluate the overall risk of
infections requiring hospitalization (hospitalized infec-
tions), of hospitalized pneumonia, and of tuberculosis
(TB) and other opportunistic infections in the cumula-
tive trial experience.
To date, aggregate double-blind infection rates (ser-

ious and those requiring hospitalization) following aba-
tacept treatment have been published in abstract form
only and limited data have been published on the
longer-term cumulative incidence from the integrated
(double-blind and open-label) data of all abatacept
exposed patients [13,14]. Overall, a serious infection is
an infection that results in death, requires or prolongs a
hospitalization, is life-threatening or deemed as medi-
cally important by the trial investigator. Serious infec-
tion incidence rates from the integrated randomized
double-blind, placebo-controlled trials (RCTs) of abata-
cept [6-11] were 3.47/100 patient-years (py) and 2.41/
100 py for abatacept and placebo, respectively [13].
Similarly, the incidence rates of infections requiring hos-
pitalization (a subset of serious infections) in the com-
bined double-blind placebo-controlled trials was 3.05/
100 py and 2.16/100 py for abatacept and placebo,
respectively [14].
In this paper, we report on infections requiring hospi-

talizations in the cumulative experience with abatacept
from RCTs, including both the double-blind and the
open-label phases. Since no control groups are available
for the open-label extension phases, we have used exter-
nal RA cohorts to serve as comparator groups so that
the rates observed with abatacept are placed into con-
text with comparable, real-world RA populations treated
with DMARDs. This permitted the evaluation of infec-
tion risk over longer periods than the shorter follow-up
of RCTs, and allowed us to combine the experience
from multiple trials.

Materials and methods
All person-time from all patients exposed to abatacept
in the clinical development program (CDP) were
included for the computation of infections requiring
hospitalization (hospitalized infections), pneumonia
requiring hospitalization (hospitalized pneumonia), and
TB incidence rates. Several large population-based regis-
tries were utilized to establish a range of reference hos-
pitalized infection incidence rates in RA patients treated
with non-biologic DMARDs. These were compared with

the incidence rates of infections that lead to hospitaliza-
tion in abatacept-treated patients. The method of indir-
ect comparison was applied. Data reflect all patients in
clinical trials treated with abatacept through December
2006. Expected events in the RA cohorts are adjusted
for age and gender and account for exposure.

Study design
This was both a comprehensive pooled analysis of trial
data, and an observational epidemiological study exam-
ining hospitalized infections, hospitalized pneumonia,
and infections of interest (specifically TB), based on the
comparison between the occurrence of infections requir-
ing hospitalization in all patients ever exposed to abata-
cept in the CDP with the occurrence of these infections
requiring hospitalization in six observational cohorts of
RA patients in Europe and North America. Data reflect
all patients in the abatacept CDP, including double-
blind (DB) and open-label (OL) phases of RCTs,
through December 2006.

Data sources
Clinical safety data from seven abatacept RA clinical trials
were included in the analyses [6-11,15,16]. Table 1 presents
these studies. Exclusion criteria and TB screening were
consistent across all trials except for abatacept researched
in rheumatoid arthritis patients with an inadequate anti-
TNF response to validate effectiveness (ARRIVE) where
there were 23 patients who were purified protein derivative
(PPD) positive. Exclusions for TB and serious infections
included active TB requiring treatment within the previous
three years, PPD-positive subjects who had not received
adequate chemoprophylaxis or prior Bacillus Calmette-
Guerin (BCG) immunization, and subjects with any serious
bacterial infection (such as pneumonia, renal infection, or
sinusitis), unless treated and resolved with antibiotics, or
chronic bacterial infection (such as pyelonephritis and
chest infection with bronchiectasis) in the previous three
months. Of note, protocol IM101-031 enrolled RA patients
with comorbid conditions including diabetes and chronic
obstructive pulmonary disorder (COPD).
The observational RA comparison groups used to per-

form the indirect comparison analyses were derived
from the following: the British Columbia (BC) popula-
tion-based RA Cohort in Canada, the Norfolk Arthritis
Register (NOAR) in the UK, the National Data Bank for
Rheumatic Diseases (NDB) in the USA, the Early Rheu-
matoid Arthritis Register and the Swedish Inpatient
Hospitalization in Sweden (Sweden ERA, Sweden
INPT), and the PharMetrics database in the US. Charac-
teristics of these data sources have been previously
described in the literature [2,17-20]. The six observa-
tional cohorts were selected for their ability to provide
the patient population of interest (RA patients receiving
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non-biologic DMARD only), age- and sex-specific inci-
dence rates (IRs) of the specified outcomes, and the
ability of the investigators to complete the analyses for
regulatory filings. Table 2 presents the characteristics of
these databases with respect to cohort characteristics
(type and number of patients), time period covered, and
data availability.
The PharMetrics analyses were conducted on data held

by the sponsor of the current study, while the data sources
used for the other cohort analyses are proprietary and
reside with the affiliated university or research center.

For this study, each registry and data source holder
obtained ethics or Institutional Review Board (IRB)
approval in accordance with local requirements.
Approvals are maintained and updated regularly as
required by local law for each individual study.

Exposure
The cumulative integrated abatacept experience
included 4,134 abatacept-treated patients representing
8,392 person-years of abatacept exposure from seven
clinical trials (Table 1). Because 80% of subjects in the

Table 1 Description of the abatacept clinical trials included in the current analysis

Study
name

Study design/study title/DB enrollment period Duration of double-
blind period (months)

abatacept PBO Open-label
extension

IM101101
[6] Phase IIB

Randomized, placebo-controlled, double-blind/2001 to 2002 12 85 36 80

IM101100
[7,8] Phase
IIB

Randomized, dose-ranging, placebo-controlled, double-blind/2001 to
2002

12 220 119 219

ATTAIN [9]
IM101029
Phase III

Randomized, placebo-controlled, double-blind/Abatacept Trial in
Treatment of Anti-TNF INadequate responders/2002 to 2003

6 258 133 317

AIM [10]
IM101102
Phase III

Randomized, placebo controlled, double-blind/Abatacept in
Inadequate responders to MTX/2002 to 2003

12 433 219 539

ASSURE [11]
IM101031
Phase III

Randomized, placebo-controlled, double-blind/Abatacept Study of
Safety in Use with other RA therapies/2002 to 2003

12 959 482 1184

Total double-blind 5 core above 1955 989 2689**

ATTEST [15]
IM101043

Abatacept or infliximab versus placebo, a Trial for Tolerability, Efficacy
and Safety in Treating RA/2005 to 2006

12 156 110 236*
(132 aba, 104
placebo, 136
infliximab)

ARRIVE [16]
IM101064

Abatacept Researched in Rheumatoid arthritis patients with an
Inadequate anti-TNF response to Validate Effectiveness/2005 to 2006

6 (open-label) 1046 530

*IM101043, without infliximab arm; **Number represents total number of abatacept exposed patients exposed during both double-blind and open-label; five
core trials N = 2,689, overall N = 4,134.

Table 2 Characteristics of RA data sources used for epidemiologic analysis.

Data source BC PharMetrics NOAR NDB Swedish ERA Swedish
inpatient*

Country Canada United States United
Kingdom

United States Sweden Sweden

Data type Administrative data on
physician visits,
hospitalizations and
medications

Administrative
Claims data

Patient
Questionnaire &
assessment

Patient Questionnaire Electronic medical
records, patient
assessment

Medical
Records

Time covered 1996 to 2002 1998 to 2002 1990 to 1999 1998 to 2003 1994 to 2003 1990 to 2003

Number of RA
patients in
cohort

12,337 24,530 523 10,499 3,703 53,067

DMARD users Prevalent users Prevalent users Incident users Prevalent users Incident users Prevalent
users

Outcome
(infection)
ascertainment

ICD-9 codes on claims and
discharge summaries

ICD-9 codes
on claims

ICD-9 codes in
linked medical
records

Patient-reported and
verified by medical and
hospital records

ICD-10 codes and
verified by linking to
hospital registry

ICD-10 codes
in hospital
registry

*The Sweden inpatient cohort is not a DMARD-only group and may contain patients on biologic therapy.

Characteristics of data sources used for identification of RA patients included in the epidemiologic analysis. BC: British Columbia RA Cohort; NOAR: Norfolk
Arthritis Register; NDB: National Data Bank for Rheumatic Diseases; Sweden ERA: Sweden Early Rheumatoid Arthritis Register.
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abatacept CDP were on background non-biologic
DMARD therapy during the trials (most frequently
methotrexate), and almost all had prior exposure to
non-biologic DMARDs, the most relevant reference
group for comparison was considered to be non-biologic
DMARD-treated patients because they would be similar
to the placebo patients. Therefore, non-biologic
DMARD patients were retrospectively identified from
each observational data source and became part of the
study cohort. Patients with a known exposure to a
biologic agent were excluded from these observational
database cohorts. In total, approximately 137,000 non-
biologic DMARD-treated patients with RA from the
observational cohorts were identified and included in
the analyses.

Study subjects
Patients included all those who were ever exposed to
abatacept treatment anytime during the DB and OL per-
iods of the cumulative abatacept CDP (Table 3). Sub-
jects who agreed to enter the OL period after
completing the DB period were enrolled; no specific
response criteria or additional screening was required
(Table 1).
The RA DMARD cohorts examined in this study were

multinational, had varying durations of follow up, and
used different case ascertainment methods (Table 2).
Data sources consisted of claims, questionnaires and
assessments, collected over a period spanning 14 years,
between 1990 and 2003. The cohort populations varied
from around 500 patients to over 53,000. Women con-
stituted more than two-thirds of each cohort.

Across all cohorts, most patients (63% to 72%) were
between 45 and 74 years of age. While older age groups
were underrepresented in the abatacept CDP, compari-
sons of infections requiring hospitalization rates were
adjusted for age. Duration of RA was not available for
the PharMetrics and Swedish inpatient cohorts. The
duration of RA for the abatacept patients was most
similar to the BC and NDB cohorts; whereas the early
RA cohorts followed patients from disease onset. These
cohorts represent a range in RA disease duration.
Mean patient-years of follow-up per subject across RA

DMARD cohorts ranged from 2.2 to 7.9 py. Across all
cohorts in which RA medication use data were collected,
in addition to non-biologic DMARDs, use of glucocorti-
coids ranged from 37% (NOAR) to 66% (BC), while use
of non-steroidal anti-inflammatory drugs (NSAIDs) ran-
ged from 65% (NDB) to 89% (BC). The demographic
characteristics of the RA patients are presented by
cohort in Table 3.

Outcome (infection) ascertainment
Pre-specified outcomes included overall infections
requiring hospitalization pneumonia requiring hospitali-
zation (the most frequently reported infection requiring
hospitalization) and TB. Infections in this study were
identified by international classification of diseases
(ICD) -9 and ICD-10 diagnostic codes in the BC,
NOAR, PharMetrics, Swedish Inpatient, and the Sweden
ERA cohorts. Specifically, in the BC and PharMetrics
cohorts, hospitalized infections were identified from the
ICD-9 diagnostic codes recorded on discharge summa-
ries of hospitalization data. For the NOAR, hospitalized

Table 3 Baseline demographics and clinical characteristics of abatacept clinical trial patients and RA DMARD cohorts

Abatacept CDP
(N = 4,134)

BC
(N = 12,337)

NDB
(N = 10,499)

PharMetrics
(N = 52,444)

NOAR
(N = 523)

Sweden ERA
(N = 3,703)

Sweden Inpatient
(N = 53,067)

Age, n (%)

18 to 44 1,015 (25) 3,088 (25) 1,442 (14) 15,733 (30) 109 (21) 782 (21) 4,776 (9)

45 to 74 2,988 (72) 7,840 (64) 7,586 (73) 35,137 (67) 366 (70) 2,421 (66) 29,718 (56)

≥ 75 131 (3) 1,409 (11) 1,438 (14) 1573 (3) 48 (9) 500 (14) 18,573 (35)

Female, n (%) 3,323 (80) 8,936 (72) 7,971 (76) 18,569 (76) 357 (68) 2,589 (70) 37,678 (71)

Duration of RA, n (%)

<5 years 1,353 (33) 4,890 (40) 2,726 (29)* NA 523 3,703 NA

5 to 10 years 1,192 (29) 4,206 (34) 1,902 (20)* NA 0 0 NA

>10 years 1,586 (38) 3,241 (26) 4,716 (50)* NA 0 0 NA

Concomitant medications, n (%)†

Oral corticosteroids 2,657 (64) 8,121 (66) 4,588 (44) 11,504 (48) 194 (37) NA NA

NSAIDS 3,113 (75) 11,001(89) 6,820 (65) NA 416 (80) NA NA

Total follow-up (years)

Mean 2.1 4.9 3.3 2.2 7.9 3.6 5.6

Median 1.8 6.0 2.5 2.0 9.3 NA NA

*RA duration was not collected for every subject in the NDB; therefore, n = 9,344 for this variable. †Use of concomitant medications at baseline is presented for
the abatacept trial population, whereas, use during follow-up is presented for the RA cohorts (where available). BC, British Columbia population-based RA Cohort;
NDB, National Data Bank for Rheumatic Diseases; NOAR, Norfolk Arthritis Register; Sweden ERA, Sweden Early Rheumatoid Arthritis Register. NA = not available.
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infection information was obtained by linkage of the
cohort with the electronic records system of the region’s
only major hospital. In the Sweden ERA cohort, infor-
mation on hospitalized infections was acquired through
linkage to the inpatient hospitalized discharge diagnosis
and hospital discharge diagnoses were used for the
Swedish Inpatient data source records. In the NDB, hos-
pitalized infections were identified from semi-annual
questionnaires sent to participants. All reports of hospi-
talized infections were validated with hospital and medi-
cal records. For patients in the abatacept CDP,
hospitalized infections were identified from all adverse
event (AE) reports and validated through special event
forms; events were included regardless of relationship to
study drug.

Analyses
Baseline demographic and clinical characteristics were
summarized using descriptive statistics for continuous or
categorical variables as appropriate. In the abatacept
CDP, all episodes of hospitalized infections, hospitalized
pneumonia and TB cases were counted from the start of
therapy until the first event or end of treatment period +
56 days, whichever occurred first.
Rates were computed for the double-blind period, as

well as the cumulative (double blind and open label)
study period. In the RA DMARD observational cohorts,
person-time and incidence of hospitalized infections,
hospitalized pneumonia and TB were calculated from
the first recorded non-biologic DMARD exposure until
the first event or the end of follow-up, whichever
occurred first. The IRs for each outcome of interest in
the RA DMARD cohorts were standardized to the age
(10-year interval) and sex distribution of the abatacept
clinical trial experience by the method of indirect stan-
dardization. All cases of TB are reported. TB rates were
not standardized due to the insufficient number of cases
therefore overall rates from each data source are pre-
sented. For all outcomes, an indirect comparison was
computed using the number of events observed in the
abatacept CDP and the number of events expected
given the same age, sex, and exposure distribution in
the RA cohorts.
To estimate the relative risk (RR) of hospitalized infec-

tions and pneumonia in the abatacept CDP relative to
that in each of the six RA DMARD cohorts, standardized
incidence ratios (SIRs) were calculated by an indirect
comparison method of dividing the observed numbers of
infections in the abatacept CDP by the expected numbers
from the RA DMARD cohorts. The expected numbers
were calculated by multiplying the hospitalized infection
rates in each of the six RA cohorts by the observed per-
son-years at risk, stratified by sex and the 10-year age
group. Rate ratios calculated between groups based on

incidence rates of events was calculated by the method of
DerSimonian and Laird [21]. Furthermore, we computed
a summary SIR estimate (and 95% CI) combining the
SIRs from the six DMARD cohorts based on the meta-
analysis method of DerSimonian and Laird [21]. This
method uses a random effects model which considers
both within-study and between-study variation by
incorporating the heterogeneity of effects in the overall
analysis. For all SIRs, 95% CI was calculated using the
Wilson and Hilferty approximation [22]. Statistical ana-
lyses were performed using the SAS software package
(SAS Institute, Cary, North Carolina, USA). Crude inci-
dence rates from the RA DMARD cohorts were reported
for TB and compared with the crude incidence rate in
the abatacept CDP.

Results
The cumulative integrated abatacept experience
included 4,134 abatacept-treated patients representing
8,392 person-years of abatacept exposure from seven
clinical trials (Table 1). Because 80% of subjects in the
abatacept CDP were on background non-biologic
DMARD therapy during the trials (most frequently
methotrexate), and almost all had prior exposure to
non-biologic DMARDs, the most relevant reference
group for comparison was considered to be non-biologic
DMARD-treated patients because they would be similar
to the placebo patients
Presented in Table 4 are the total number of events as

well as the incidence rates for infections requiring hos-
pitalization (hospitalized infections) and pneumonia
requiring hospitalization (hospitalized pneumonia) in
the cumulative abatacept CDP (observed) and RA
cohorts (expected). The incidence rate for hospitalized
infections in the DB periods of the RCTs was 3.05/100
py for abatacept and 2.15/100 py for placebo (rate ratio
1.42; 95% CI: 0.82 to 2.45).
For hospitalized pneumonia, the incidence rate in the

DB periods of RCTs was 0.71/100 py for abatacept and
0.50/100 py for placebo (Table 4). The incidence rate in
the cumulative abatacept population for hospitalized
infections was 2.72/100 py, which falls within the range
of expected values calculated for the external cohorts
(1.41 to 3.92/100 py) (Table 4). The incidence rate in
the cumulative abatacept population for hospitalized
pneumonia was 0.65/100 py, which also falls within the
range of incidence rate values calculated for the external
cohorts (0.27 to 1.31/100 py).
The overall incidence rate of TB in the cumulative

abatacept clinical trial experience was low and compar-
able with the RA cohorts (Table 5). Three cases of TB
were reported for a cumulative rate of 0.04/100 py.
There was no increased incidence of TB compared with
the RA cohorts.
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Overall, opportunistic infections and TB were rare in
the abatacept CDP. Other opportunistic infections
reported included one event each of aspergillosis, blasto-
mycosis, and systemic Candida infection reported. No
events resulted in hospitalization. No cases of coccidioi-
domycosis, cryptococcus, histoplasmosis, nocardiosis, or
Pneumocystis carinii pneumonia were observed.
Standardized incidence ratios (SIRs) of hospitalized

infections and pneumonia are listed according to data

source (Figure 1A and 1B, respectively). These SIRs
represent the risk of infections requiring hospitalization
in the cumulative abatacept experience compared with
each of the RA cohorts. Using the DerSimonian and
Laird [21] method, a pooled SIR for hospitalized infec-
tions and hospitalized pneumonia were calculated. The
pooled SIR for hospitalized infection was 1.16 (95% CI
0.79 to 1.70) and 0.94 (95% CI 0.58 to 1.53) for hospita-
lized pneumonia.

Discussion
As placebo is the best comparator but is generally lim-
ited to use within the double-blind phase of an RCT,
this study provides context for infections requiring hos-
pitalization in patients with an inadequate response to
methotrexate or an anti-TNF agent who were treated
with long-term exposure to abatacept in the clinical
development program.
Bongartz and Saillot has shown an increase in serious

infections in the double-blind phase of biologic studies
when compared to placebo [3,23]. Previously stated,
results from the double-blind randomized trials suggest
an increase in serious infections: 3.47/100 patient-years
(py) and 2.41/100 py for abatacept and placebo, respec-
tively [13] (rate ratio 1.44 (0.86 to 2.42)). This serious
infection rate ratio of 1.44 (0.86 to 2.42) is within the
lower limit of the 95% CI for the pooled odds ratio
reported in the meta-analysis of serious infections in

Table 4 Observed and expected IRs of hospitalized infections, and pneumonia, in abatacept CDP and RA cohorts.

Data source Counts Hospitalized infections*
IR**/100 py (95% CI)

Counts Hospitalized pneumonia*
IR**/100 py (95% CI)

Observed (Double-blind trial data)

Abatacept Population
N = 1,955

51 3.05
(2.3, 4.0)

12 0.71
(0.4, 1.3)

Placebo Population
N = 989

17 2.15
(1.26, 3.45)

4 0.50
(0.14, 1.29)

Observed (Long-term open-label trial data)

Cumulative Abatacept Trial Population (DB + OL)
N = 4,134

221 2.72
(2.37,3.10)

54 0.65
(0.47, 0.82)

Expected (Observational cohort data)

BC 252 3.00
(2.65, 3.40)

66 0.79
(0.62, 1.01)

NDB NA NA 110 1.31
(1.09, 1.58)

PharMetrics 296 3.53
(3.15, 3.96)

106 1.26
(1.04, 1.53)

NOAR 118 1.41
(1.18, 1.69)

22 0.27
(0.18, 0.40)

Sweden ERA 154 1.83
(1.57, 2.15)

44 0.53
(0.39, 0.71)

Sweden INPT 329 3.92
(3.52, 4.37)

87 1.04
(0.84, 1.28)

No cases of coccidioidomycosis, cryptococcus, histoplasmosis, nocardiosis, or Pneumocystis carinii pneumonia were observed. *Rates in external RA cohorts are
age-(10-year groups) and sex-adjusted to the abatacept trial population. **Rates are cases per 100 py; †crude, unadjusted rate. BC: British Columbia RA Cohort;
NA: not available; NOAR: Norfolk Arthritis Register; NDB: National Data Bank for Rheumatic Diseases; Sweden ERA: Sweden Early Rheumatoid Arthritis Register

Table 5 Observed overall incidence rates of tuberculosis
in the abatacept CDP and RA cohorts

Cohort Tuberculosis
IR/100 py (95% CI)

Observed IR

DB Abatacept Population 0.06 (0.0 to 5.6)

DB Placebo Population 0.13 (0.0 to 5.6)

Cumulative Abatacept Population
(DB + OL)**

0.04 (0.01 to 0.10)

Expected IR

BC 0.03 (0.01 to 0.05)

NDB 0.02 (0.01 to 0.04)

PharMetrics 0.02 (0.01 to 0.04)

NOAR 0.013*

Sweden ERA 0.026 (0.003 to 0.094)

Sweden INPT 0.05 (0.04 to 0.06)

*95% CI not available. **n = 3.
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Figure 1 Standardized incidence ratios (SIR) comparing the risk of hospitalized infections (A) and pneumonia (B) in abatacept CDP
and RA cohorts. Expected events are age-adjusted (10-year age groups) and gender-adjusted and account for exposure. Data reflect all patients
in clinical trials treated with abatacept through December 2006. Overall SIRs were derived through a meta-analysis of SIRs using individual
cohorts.
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anti-TNF controlled trials by Bongartz (pooled Mantel-
Haenszel OR 2.0 (1.3 to 3.1)) [3] and similar to the
fixed combined OR of 1.35 (0.79 to 2.32) reported by
Saillot [23].
The incidence rate for hospitalized infections (a subset

of serious) in the DB periods of the RCTs was also
increased however again not significant: 3.05/100 py for
abatacept and 2.15/100 py for placebo (rate ratio 1.42;
95% CI: 0.82 to 2.45).
The cumulative data presented here suggest that the

observed incidence rates of infections requiring hospita-
lization (hospitalized infections) hospitalized pneumonia,
and TB in patients ever treated with abatacept in the
cumulative CDP (both double-blind and open-label) is
in the same order of magnitude as those expected from
cohorts of RA patients treated with non-biologic
DMARDs.
As patients who are enrolled in RCTs move from the

double-blind to open label phases, the lack of a control
group to monitor the occurrence of adverse events in
the long term becomes challenging. It is difficult to
assess whether the risk of infection in patients with RA
is due to underlying RA, as suggested by Dobloug, Fox
and Koetz [24-26], or by the treatments administered.
Some studies have demonstrated that the use of corti-
costeroids may increase infection risk [19,27-29] as well
as anti-TNF agents given to patients with RA [30-32].
With potential confounding by disease activity, disease
severity, duration of disease, presence of comorbid con-
ditions, and concomitant treatment, it becomes challen-
ging to determine a true association between the risk of
infections and a new treatment.
To date, there have not been any similar such studies

evaluating cumulative exposure of a biologic agent to an
external cohort. There have been a number of observa-
tional studies reporting rates of infection by treatments
and there are cumulative and open-label study periods
that have been reported. However none have offered a
combined evaluation as the analysis reported here.
When conducting pharmacoepidemiologic studies, it

has been recommended that at least two cohorts be
evaluated to establish the extent of reproducibility [33].
The resulting variation in IRs among the cohorts pro-
vides a useful range of estimates for comparison, which
is preferable to a single cohort IR. Also, published litera-
ture suggests that RA patients are at higher risk of
infection compared with the general population, render-
ing the RA DMARD observational cohorts an appropri-
ate reference group and not the general population
[2,29].
There have been a number of published papers evalu-

ating the risk of infections in RA patients where the
exposure, outcomes, and risk measurement were not
consistent across studies. These definitions include, but

are not limited to, the regulatory definition of serious,
hospitalized infections, and the possible inclusion of
administration of IV antibiotics [23]. For transparency,
the authors defined the outcomes and present the
number of events, incidence rates, and percentages
(proportions) for the RA cohorts and abatacept CDP.
This study has several limitations, including those

inherent to its design. The data collected and analyzed
from the RA cohorts were not primarily collected for
this type of study. The limitations associated with the
use of external control groups include, but are not
limited to, differences in physician management and
diagnoses of RA, the inclusion of both prevalent and
new users of DMARD agents, differences in the
ascertainment and verification of outcomes, length of
follow-up, validity of RA diagnosis, disease duration, and
severity of disease. We acknowledge that these variables
may be different among the RA cohorts. Although the
abatacept population appeared to be demographically
similar to the cohorts, clinical trial patients are inher-
ently different. The abatacept CDP enrolled mainly
prevalent, stable non-biologic DMARD users who had
an inadequate response to their current therapy; thereby
implying more severe disease in these patients. The RA
cohort populations were a diverse group of both preva-
lent and new non-biologic DMARD users. It is difficult
to know how comparable the RA cohorts are to the aba-
tacept trial population.
The RA cohort populations are potentially more stable

in that for this analysis the population had to be on a
non-biologic DMARD throughout follow-up without
addition of a biologic therapy. However, the non biolo-
gic DMARD treatment in these groups could be altered
during follow-up such that non biologic DMARD ther-
apy could be increased, decreased, or another non-biolo-
gic treatment could be added to the current regimen all
together. As with any population (trial or observational),
it is difficult to know if a patient was previously exposed
to a biologic agent for RA or had any other indicated
comorbid condition (psoriasis, transplant) prior to entry
into the trial or cohort. Trial patients may be monitored
more closely for adverse events, which might overesti-
mate our calculated SIRs. However, some of the cohorts
have pre-specified observation times for patients
enrolled in the registry (for example, NOAR). TB
screening prior to entry in the trials may have resulted
in a lower incidence of TB in the abatacept CDP. The
exclusion of patients with a recent infection, suggesting
that enrolled patients are potentially healthier, may have
resulted in a lower overall incidence of infections, how-
ever the authors did apply this exclusion to the data to
be more reflective of the trial population. We were not
able to adjust for potential confounders such as severity
of disease (rheumatoid factor (RF) or anticitrullinated
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protein/peptide antibody (ACPA) status), ethnicity, co-
morbidities, and use of non-DMARD medications (for
example, NSAIDs and corticosteroids) due to unavail-
ability of data on these variables in most external
cohorts. Finally, each of the databases used in this study
may be associated with specific limitations, such as
uncertainty surrounding diagnostic accuracy in adminis-
trative claims databases (for example, BC), small cohort
size (for example, NOAR), use of self-reporting (for
example, NDB), and so on. However, these individual
limitations were minimized by the use of multiple
cohorts, resulting in a range of references that provided
relatively consistent results.
This study has several strengths. The authors prede-

fined exposure and outcome criteria in an attempt to
harmonize the methods applied to this analysis includ-
ing exposure to non-biologic DMARDs, definition of
events (hospitalized infections), and the computation of
person-time in the evaluation of infections in the abata-
cept CDP and the RA cohorts.
In randomized trials, serious infections are defined as

infection resulting in death, life threatening, requiring
inpatient hospitalization or prolongation of a hospitali-
zation, resulting in disability, a congenital anomaly or a
medically important event based on medical and scienti-
fic judgment. This definition is difficult to apply to
observational cohort data. Hence, ‘infections resulting in
hospitalization’ was used since this outcome can be
easily identified in all external observational RA data
sources.
The effort to harmonize the methods used in these

cohorts may seem trivial; however, Solomon and collea-
gues outlined the importance and complexities of defin-
ing exposure risk windows, comparators and endpoints,
and when different, the challenge in interpreting data
from epidemiological studies published independently
[34]. The analyses presented here from six RA cohorts
were done in collaboration with registry and observa-
tional data holders in an attempt to control these key
methodologic issues.
Despite geographic differences and differences in

ascertainment methods, the ranges of age- and sex-
adjusted IRs were relatively similar among the various
RA cohorts. The Early RA cohorts provided IRs on less
severe patients with shorter duration of disease where
NDB and BC have patients with longer disease duration.
Additional strengths include the choice of comparison
group. We were able to include in this study, as a refer-
ence group, only those patients treated with non-biolo-
gic DMARDs from the respective RA cohorts. Given
that non-biologic DMARDs comprised the background
therapy in all abatacept-treated patients in the clinical
trials, this constituted an appropriate reference group
for comparing risk of infections.

There have been few opportunistic infections observed
throughout the abatacept CDP. TB was the most com-
mon, with a total of three events reported in 4,134
patients over a total of 8,392 person-years, none of
which resulted in hospitalization.

Conclusions
In conclusion, the comparison of data from the cumula-
tive abatacept clinical trials and external RA cohorts
exposed to non-biologic DMARDs puts the ABA dou-
ble-blind trial populations and cumulative abatacept
experience into perspective, and suggests that in the
long-term, the risk of hospitalized infection and hospita-
lized pneumonia following abatacept treatment in these
open-label trials is in the same order of magnitude as
that of patients on non-biologic DMARD therapy. Inci-
dence rates and number of actual events reported in the
cumulative abatacept trial population fall within the
range of those expected based on infection rates in
external RA cohorts.

Additional file 1: Abatacept epidemiology study group members. A
Word file containing a complete list of all members of the Abatacept
Epidemiology Study Group.
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