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Table 6.1.4-1: Summary of Risk Minimization Measures

Safety Concern Routine Risk Minimization 
Measures

Additional Risk Minimization 
Measures

Vaccination Specific subsection on vaccination 
and abatacept treatment in Section 
4.4 of the SPC

Not applicable

Hepatic and renal impairment Section 4.2 of the SPC indicates 
that abatacept has not been studied 
in this subject population and that 
no dose recommendations can be 
made

Not applicable

Combination
therapy

Subsections on combination 
therapy in Sections 4.4 and 4.5 of 
the SPC

Not applicable

Elderly population Statements on the use of abatacept 
in the elderly in Sections 4.4 and 
4.8 of the SPC

Not applicable

6.2 Elements for Public Summary

6.2.1 Overview of Disease Epidemiology
The number of adults with RA varies across populations around the world. Research conducted 
in Northern Europe and North America suggests that up to 1% of the population in these 
countries have RA. In Southern European countries, estimates are less than 1%, and the 
percentage of adults with RA also appears to be lower in developing countries and among people 
of African descent. However, Native American Indian people have been shown to have one of 
the highest occurrences in the world.

RA is more common in women than men: 2 to 4 times more women have RA than men. 
However, RA is generally more severe in men than in women. RA can occur at any age, but the 
time when many patients are diagnosed in the USA, the UK, and Norway is around 55-64 years 
of age in women, and 65-75 years in men.  

RA patients often suffer from other health conditions such as infections, heart disease, and 
cancers. These and other health conditions experienced by RA patients may result in increased 
mortality. 

Rheumatic disease may also be found in children, with JIA being the most common one. JIA 
begins in children age less than age 16 years and causes inflammation (swelling, warmth, and 
pain with movement) and stiffness of joints for more than six weeks. Most research on JIA has 
been conducted in the USA and in Northern European countries, but the results of numerous 
studies suggests that JIA occurs in approximately 1 to 4 children out of 1,000. The length of the 
disease and the severity of illness vary depending on many factors, including the type of JIA 
(there are three different types), the age at which the disease starts, and other factors. While there 
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are a number of ways that JIA has been defined over the years, JIA tends to be found more 
frequently in children of European ancestry. Children with JIA may also be affected by other 
conditions that put their overall health at risk, such as infections, liver and kidney problems. 

6.2.2 Summary of Treatment Benefits
Abatacept has a mechanism of action that is different from that of existing therapies for RA. 
Abatacept inhibits, without totally blocking, multiple aspects of T cell-driven autoimmunity and 
inflammation including the production of pro-inflammatory cytokines, such as IL-6 and TNF, 
and autoantibodies, such as RF. 

Abatacept has demonstrated consistent and statistically robust effects on all primary and 
secondary endpoints in efficacy trials. Collectively, these data demonstrated clear efficacy in 
treating the signs and symptoms of RA, inducing a major clinical response, improving physical 
function, inhibiting the progression of structural damage, and improving the quality of life in 
patients with moderate to severe RA. Abatacept also demonstrated consistent efficacy in 
populations with an inadequate response to existing therapeutic agents, including both non-
biologic DMARDs and TNF-blocking agents. Long-term observational extension studies in both 
the IV and SC programs have shown that efficacy is maintained for patients staying on therapy. 
Abatacept has been studied in trials with an active comparator arm with two TNF-blocking 
agents showing comparable efficacy including inhibition of structural damage. 

Abatacept was generally safe with an excellent tolerability profile. Because abatacept acts on the 
immune system, infection and malignancy were identified prospectively as particular concerns 
and examined carefully throughout the clinical program. The overall frequency of infections was 
slightly increased in abatacept-treated patients, but the severity, treatment, and outcome was 
similar to that in placebo-treated patients. Serious viral, fungal, or mycobacterial infections were 
uncommon. Considering the demonstrated efficacy of abatacept, the risk of infection is relatively 
modest and acceptable. The overall incidence of malignancies with abatacept was comparable to 
placebo. In addition, long-term follow-up studies in both the IV and SC program have shown 
that the safety in the randomized periods is maintained up to 8 years. However, there are inherent 
limitations to the assessment of infrequent adverse events in clinical programs. Post-marketing
pharmacovigilance support the safety profile seen in the clinical program after an estimated 
182,585 patient years of use.  

In summary, the overall benefit/risk assessment of abatacept in patients with RA is favorable. 
Abatacept is an established therapeutic option for patients with moderately to severely active 
rheumatoid arthritis with a good safety profile.268

6.2.3 Unknowns Relating to Treatment Benefits
Modification of T-cell co-stimulation has the potential to modify the adaptive immune system to 
specific auto-antigens. This effect could lead to a persisting change in that response even after 
the withdrawal of therapy. The effect of abatacept is being examined after withdrawal of therapy 
in early RA. This could be a unique benefit of abatacept in autoimmune disease treatment.
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6.2.4 Summary of Safety Concerns

6.2.4.1 Important Identified Risks

Table 6.2.4.1-1: Important Identified Risks

Risk What is known Preventability

Infection ORENCIA increases the risk of 
getting infections. In the clinical 
trials, the overall frequency of 
infections was slightly increased in 
ORENCIA-treated patients, but the 
severity, treatment, and outcome was 
similar to that in placebo-treated 
patients. Serious infections, including 
sepsis and pneumonia, have been 
reported with ORENCIA. Some of 
these infections have been fatal.
Anti-rheumatic therapies have been 
associated with hepatitis B 
reactivation.

• Patients should be screened for tuberculosis 
prior to initiating ORENCIA.

• Patients should be screened for viral hepatitis 
in accordance with published guidelines prior 
to initiating ORENCIA.

• ORENCIA should not be started in patients 
with active infections until infections are 
controlled. 

• ORENCIA is not to be given with biological 
medicines for rheumatoid arthritis including 
TNF-blockers like adalimumab, etanercept, 
and infliximab as this may result in a higher 
risk of infections.

• Physicians should exercise caution when 
considering the use of ORENCIA in patients 
with a history of recurrent infections or 
underlying conditions which may predispose 
them to infections. 

• Patients who develop a new infection while 
undergoing treatment with ORENCIA should 
be monitored closely.

• If symptoms suggestive of infections 
develop, such as fever, persistent cough, 
weight loss, or listlessness, a doctor should 
be consulted immediately.

Infusion-related 
Reactions (IV 
abatacept)

Reactions to intravenous ORENCIA
were observed in clinical trials. 
Serious acute infusional events were 
infrequent. However, life-threatening 
reactions may occur. 

• If there is a history of allergic reactions to 
abatacept or any other ingredients of 
ORENCIA, ORENCIA should not be used.

• If symptoms suggestive of an allergic 
reaction develop, such as chest tightness, 
wheezing, severe dizziness or 
lightheadedness, seek medical attention 
immediately.

6.2.4.2 Important Potential Risks

Table 6.2.4.2-1: Important Potential Risks

Risk What is known

Malignancies Patients who take medicines that suppress the immune system, including 
ORENCIA, may be at risk for getting cancers. In clinical trials, the 
overall rate of malignancies (or cancers) with abatacept was comparable 
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Table 6.2.4.2-1: Important Potential Risks

Risk What is known
to placebo. The potential role of ORENCIA in the development of 
malignancies, including lymphoma, in humans is not known.

Autoimmune Disorders There is a theoretical concern that ORENCIA may cause autoimmunity. 
The rates of autoimmune event were low and few events were considered 
serious or led to stopping treatment with ORENCIA.

Immunogenicity (antibodies that 
recognize ORENCIA)

There may be a risk for patients to develop antibodies against 
ORENCIA. If this happens, ORENCIA may not be as effective (or may 
not work as well) or autoimmune disorders may happen. In clinical trials, 
ORENCIA was associated with a relatively low frequency of drug 
specific antibodies. There was no apparent association of antibodies with 
subject safety, efficacy, or pharmacokinetics.  

Pregnancy The effects of ORENCIA in pregnancy are not known. There have been 
no controlled studies involving pregnant women with the use of 
ORENCIA. Additionally, pregnant and breastfeeding women, and 
women who are unable or unwilling to use contraception were excluded 
from clinical trials. Women who could become pregnant, must use 
reliable contraception (birth control) while using ORENCIA and up to 14 
weeks after the last dose. ORENCIA should not be used during 
pregnancy unless specifically recommended by a physician.

Progressive Multifocal 
Leukoencephalopathy (PML)

PML is a rare type of brain infection caused by a virus called JC virus 
that often leads to severe disability or death. Treatment with 
immunosuppressive therapy, such as ORENCIA, may be associated with 
PML.

Injection Reactions (SC abatacept) Sometimes, subcutaneous ORENCIA can cause slight irritation near the 
injection site. This may occur, and the discomfort should be mild to 
moderate.

Administration Error (SC abatacept) If the instructions for subcutaneous ORENCIA are not followed closely, 
injury may result or the drug may not be effective if it is not administered 
properly.  

6.2.4.3 Important Missing Information

Table 6.2.4.3-1: Important Missing Information

Risk What is known

Vaccinations Patients treated with ORENCIA may receive concurrent vaccinations, 
except for live vaccines. Live vaccines should not be given concurrently 
with abatacept or within 3 months of its discontinuation. No data are 
available on the secondary transmission of infection from persons 
receiving live vaccines to patients receiving ORENCIA. Medicinal 
products that affect the immune system, including ORENCIA, may blunt 
the effectiveness of some immunisations.

Exploratory studies to assess the effect of abatacept on the antibody 
response to vaccination in healthy subjects as well as the antibody 
response to influenza and pneumococcal vaccines in rheumatoid arthritis 
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Table 6.2.4.3-1: Important Missing Information

Risk What is known
patients suggested that abatacept may blunt the effectiveness of the 
immune response, but did not significantly inhibit the ability to develop a 
clinically significant or positive immune response.

Abatacept was evaluated in an open-label study in rheumatoid arthritis 
patients administered the 23-valent pneumococcal vaccine. After 
pneumococcal vaccination, 62 of 112 abatacept-treated patients were 
able to mount an adequate immune response of at least a 2-fold increase 
in antibody titers to pneumococcal polysaccharide vaccine.

Abatacept was also evaluated in an open-label study in rheumatoid 
arthritis patients administered the seasonal influenza trivalent virus 
vaccine. After influenza vaccination, 73 of 119 abatacept-treated patients 
without protective antibody levels at baseline were able to mount an 
adequate immune response of at least a 4-fold increase in antibody titers 
to trivalent influenza vaccine.

Hepatic and Renal Impairment ORENCIA has not been studied in patients with renal or hepatic 
impairment. Safety conclusions cannot be established in this patient 
population.

Combination Therapy including 
Biologic Therapy

ORENCIA is not to be given with biological medicines for rheumatoid 
arthritis including TNF blockers like adalimumab, etanercept, and 
infliximab; there is insufficient evidence to recommend taking 
ORENCIA with anakinra and rituximab. Taking other biologics could
increase the effects of ORENCIA on the immune system.

Elderly Subjects In clinical trials, the frequencies of serious infection and malignancy 
relative to placebo among abatacept-treated patients over age 65 were 
higher than among those under age 65. Caution should be used when 
ORENCIA is used in the elderly. ORENCIA can be used by people over 
65 with no change in dose.

6.2.5 Summary of Additional Risk Minimization Measures by Safety Concern
These additional risk minimization measures are for the following risks: infections, infusion-
related reactions, and injection reactions.

Table 6.2.5-1: Safety Concern in Lay Terms (Infections)

Risk minimization measure(s)

Objective and Rationale

To lower the risk of infection and lessen the impact of infections if they occur, it is important that patients 
understand the need for an adequate history and screening related to infections, such as TB and hepatitis, prior to 
treatment with abatacept, as well as the need to seek immediate medical attention when symptoms of infections 
occur during treatment.

Main additional risk minimization measures

• Patient Alert Card 
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Table 6.2.5-2: Safety Concern in Lay Terms (Infusion-related Reactions)

Risk minimization measure(s) 

Objective and Rationale

To lessen the impact of serious allergic reactions should they occur, it is important that patients are aware of the 
risk of allergic reactions, as well as the need to seek immediate medical attention should symptoms of a serious 
reaction develop.

Main additional risk minimization measures

• Patient Alert Card 

Table 6.2.5-3: Safety Concern in Lay Terms (Injection Reactions)

Risk minimization measure(s) 

Objective and Rationale

To lessen the impact of serious allergic reactions should they occur, it is important that patients are aware of the 
risk of allergic reactions, as well as the need to seek immediate medical attention should symptoms of a serious 
reaction develop.

Main additional risk minimization measures

• Patient Alert Card 

6.2.6 Planned Post Authorization Development Plan

Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

Phase II 
IM103002

Long-term safety  and 
efficacy

Long -term efficacy Results Submitted Dec 2005

Phase II
IM101100LT

Long-term safety  and 
efficacy 

Long -term efficacy Results Submitted Sep 2009

Phase III
IM101101LT

Long-term safety  and 
efficacy

Long -term efficacy Results Submitted Sep 2009

Phase III
IM101102LT

Long-term safety  and 
efficacy

Long-term efficacy Results Submitted Sep 2009

Phase III
IM101029LT

Long-term safety  and 
efficacy

Long-term efficacy Results Submitted Sep 2009

Phase III
IM101031LT

Long -term safety  
and efficacy

Long -term efficacy Results Submitted Sep 2009
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Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

Phase IIIb
IM101043

Short-term and long-
term efficacy with a 
TNFi comparator 

Context for efficacy Results Submitted Oct 2006/Sep 2009

Phase III
IM101064

Short -term and long-
term efficacy in TNF 
inadequate responders

Efficacy in TNF 
inadequate 
responders

Results Submitted Sep 2009

Phase II
IM101063

Short- and long-term 
PK  tolerability, and
efficacy  of SC 
formulation

Long-term efficacy 
of SC 

Study completed May 2009/Jul 
2011/Mar 2014

Phase III
IM101174

Short-term 
comparison of 
efficacy and safety  
between IV and SC 
formulations, long-
term safety and 
efficacy of SC 
formulation 

Clinical equivalence 
of IV and SC 
formulations, long 
term safety of SC 

Long term ongoing Jul 2011/Mar 2016

Phase IIIb
IM101167

Safety and efficacy of 
stopping and 
restarting

Long-term efficacy 
of SC

Long term ongoing Jul 2011/ Mar 2015

Phase IIIb
IM101173

Immunogenicity of 
abatacept and efficacy 
of SC without loading 
dose and 
immunotherapy

ST and LT efficacy 
of SC without IV 
load and 
monotherapy

Long term ongoing Jul 2011/Mar 2015

Phase IIIb
IM101185

Safety of switching 
from IV to SC 

Long-term efficacy 
of SC

Long term ongoing Jul 2011/Mar 2015

Phase III 
IM101033

Efficacy and safety in 
pediatric population 

Efficacy in pediatric 
population

Results submitted Dec 2008/May 2012

Phase III 
IM101129

Long-term safety and 
efficacy in Japanese 
population

Efficacy in Japanese 
population

Study completed Mar 2013

Phase III 
IM101250

Comparative efficacy 
and safety of IV to SC 
in Japanese 
population

Efficacy in Japanese 
population

Ongoing Mar 2014

Phase III 
IM101124

Short-term and long-
term efficacy and 
safety in Korean 
population

Efficacy in Korean 
population

Study completed Mar 2013
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Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

Phase III 
IM101023

Efficacy and safety in 
early RA

Efficacy in early 
RA

Study completed Sep 2009

Phase IIIb
IM101119

MRI changes with 
abatacept treatment

Efficacy effect on 
tissue

Study completed Feb 2012

Phase IIIb
IM101179

Ultrasound changes 
with abatacept

Efficacy effect on 
tissue

Study completed Mar 2013

Phase III 
IM101301

PK safety and 
efficacy in pediatric 
population with SC 
formulation

Efficacy of SC in 
pediatric population

Study starting Mar 2019

Phase III 
IM101365

Safety and efficacy in 
Japanese pediatric 
population

Efficacy in Japanese 
pediatric population

Synopsis To be determined

Phase IIIb 
IM101338

Efficacy as seen in 
inhibition of 
structural damage in 
Japanese population

Efficacy as seen in 
inhibition of 
structural damage in 
Japanese population

Protocol Mar 2019

Phase IIIb  
IM101235

Comparative efficacy 
and safety to TNFi of 
SC without a loading 
dose of IV

Context for efficacy 
of SC without IV 
loading dose

Ongoing 2013

Phase IIIb  
IM101226

Efficacy of abatacept 
with and without 
MTX in very early 
RA and effects after 
withdrawn of therapy

Efficacy in early 
RA and potential  
off therapy effects

Ongoing Mar 2014

Long-term 
extension of core 
RA IV studies 
(integrated safety 
analysis)

To evaluate the long-
term safety of 
abatacept.

Infections, infusion-
related reactions, 
malignancies, 
autoimmune 
disorders, 
immunogenicity, 
pregnancy, elderly

Completed Oct 2011

Non-clinical study 
in juvenile rats

To conclusively 
assess the possible 
correlation between 
autoimmunity and 
immunogenicity.

Immunogenicity Completed Oct 2012

Long-term 
immunogenicity 
summary for SC 
abatacept 

To present a further 
update of the 
immunogenicity of 
SC abatacept based 
on the cumulative 

Immunogenicity Completed Mar 2013
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Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

integrated data 4 
ongoing Phase 3B 
studies (IM101174, 
IM101173, 
IM101167, 
IM101185)

Pneumococcal 
vaccine sub-study 
for IM101174 and 
IM101185 

To evaluate the 
antibody response to 
the standard 23-valent 
pneumococcal 
vaccine in adult 
subjects with RA who 
are on a stable dose of 
SC abatacept and 
background DMARD, 
and do not 
demonstrate 
protective antibody 
levels to the 
pneumococcal 
antigens at baseline.

Vaccination Completed Feb 2012

Influenza Vaccine 
Sub-Study for 
Protocol 
IM101174

To evaluate antibody 
response to the 
seasonal influenza 
trivalent virus vaccine 
in adult subjects with 
RA receiving a stable 
dose of SC abatacept 
and a background of 
DMARD therapy, and 
without protective 
antibody levels to the 
influenza antigens at 
baseline.

Vaccination Completed Mar 2013

Safety of 
DMARD and 
Biologic 
Treatment of 
Rheumatoid 
Arthritis 
(IM101045A)

To estimate incidence 
of targeted infections 
in  hospitalized 
patients exposed to 
abatacept (IV & SC) 
vs. patients exposed 
to DMARDs & 
BDMs; exploratory 
analyses of pediatric 
and off-label use

Infections, infusion-
related reactions, 
autoimmune 
disorders, injection 
reactions, 
combination 
biologic use, elderly 

Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2016

Observational 
Cohort to Assess 
Safety and 

To assess risk of 
infections, 
malignancies, and 

Infections, infusion-
related reactions, 
malignancies, 

Ongoing Interim data 
submitted each Feb 
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Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

Outcomes in 
Patients Treated 
with Abatacept 
and Other Anti-
Rheumatic 
Therapies 
(IM101045B)

mortality in patients 
initiating abatacept 
vs. patients adding or 
switching to BDMs & 
DMARDs

autoimmune 
disorders, 
pregnancy, injection 
reactions, 
combination 
biologic use, elderly

in summary report

Final Study Report: 
Dec 2016

Abatacept   
Pregnancy 
Exposure Registry 
OTIS 
Autoimmune 
Diseases in 
Pregnancy Project 
An Extension 
Study (IM101121) 

To estimate risk of 
major congenital 
anomalies/birth defect 
patterns in offspring 
of patients exposed to 
abatacept during 
pregnancy

Pregnancy Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2014

A Nationwide 
Post-Marketing 
Study on the 
Safety of 
Abatacept  
Treatment in 
Sweden Using the 
ARTIS Register 
(IM101125) 

To assess short- and 
long-term SAE’s and 
mortality among 
patients exposed to 
abatacept vs. other 
biologics, and 
DMARDs

Infections, infusion-
related reactions, 
malignancies, 
autoimmune 
disorders, 
pregnancy, PML, 
injection reactions, 
elderly

Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2018

Long-Term 
Observation of 
Treatment with 
Biologics in 
Rheumatoid 
Arthritis RABBIT 
(IM101127) 

To assess short- and 
long-term safety 
(AEs) and mortality 
among registry 
patients exposed to 
abatacept vs. other 
biologics, DMARDs

Infections, infusion-
related reactions, 
malignancies, 
autoimmune 
disorders, 
pregnancy, PML, 
injection reactions, 
elderly

Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2018

Post-Marketing 
Observational 
Study Assessing 
the Long-Term 
Safety of 
Abatacept Using a 
Population-Based 
Cohort of 
Rheumatoid 
Arthritis Patients 

To estimate incidence 
of infections, 
malignancies, 
mortality, and 
multiple sclerosis in 
abatacept exposed 
patients vs. patients 
exposed to DMARDs 
& BDMs

Infections, 
malignancies, 
autoimmune 
disorders (MS), 
combination 
biologic use, elderly

Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2018
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Table 6.2.6-1: List of Studies in Post Authorization Development Plan

Study/activity
(including study
number)

Objectives Safety concerns 
/efficacy issue 
addressed

Status Planned date for 
submission of 
(interim and) final 
results

in the Province of 
British Columbia 
(IM101213)

Multinational 
Surveillance of 
Abatacept-Treated 
Patients During 
Disease Registries 
(IM101211)

To assess abatacept 
patient demographics 
and incidence of 
malignancies, 
infections, infusion 
reactions, 
autoimmune events 
and mortality

Infections, infusion-
related reactions, 
malignancies, 
autoimmune 
disorders, elderly

Ongoing Interim data 
submitted each Feb 
in summary report

Final Study Report:
Dec 2018

An Observational 
Registry of 
Abatacept in 
Patients with 
Juvenile 
Idiopathic 
Arthritis 
(IM101240)

To characterize and 
evaluate the safety of 
abatacept in JIA in 
routine clinical 
practice:  infections, 
malignancy 
autoimmune disorders

Infections, infusion-
related reactions, 
malignancies, 
autoimmune 
disorders, 
immunogenicity, 
pregnancy

Ongoing Recruiting Update: 
Annually each Feb 
beginning in 2011

Interim Study 
Report: 
30 Jun 2014
30 Jun 2019
30 Jun 2024

Final Study Report: 
no later than
30 Jun 2029

6.2.6.1 Studies Which are a Condition of the Marketing Authorization
Studies IM101121 and IM101240 are conditions of the marketing authorization. Studies 
IM101045A, IM101045B, IM101125, IM101127, IM101211, IM101212, and IM101213 are part 
of the RA post-marketing epidemiology studies for which regular updates are required.

6.3 Summary of Changes to the Risk Management Plan Over Time

Table 6.3-1: Major Changes to the Risk Management Plan Over Time

Version Date Safety Concerns Comment

v02 01-Sep-2006 Identified Risk

Hepatitis

Infusional Events

It is prudent to screen for hepatitis B in 
accordance with the ACR guidance until more 
long-term data are available.

Risk of serious infusional AEs was considered 
to be low.
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