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Dosage & Administration
of Abatacept









30-Minute Infusion Delivers 4 Weeks of Therapy

• 30-minute infusion 

– Fixed dose based on weight range,        
approximating 10 mg/kg.

– Start dose administered at 2 and 4 weeks after the 
first infusion, and maintenance dose every 4 weeks 
thereafter.

• No pre-medication required prior to infusion.

• No dose adjustment required when used in combinatio n 
with DMARD(s), corticosteroids, salicylates, NSAID,  or 
analgesics.

• Abatacept not recommended in combination with TNF 
blocking agents.



Posology

• Supplied as a 250 mg powder 
that can be reconstituted as 
5, 7.5 or 10 mg/ml concentrate                              
for solution for infusion.

• No dose adjustments are                                   
required for elderly patients.

• Abatacept has not been                                  
studied in patients with renal                      
impairment, no dose recom-
mendation can be made.

• If a response to Abatacept is not present 
within 6 months of treatment, the potential 
benefits of continuing treatment, known and 
potential risks, and therapeutic alternatives 
should be considered. 

41000 mg>100 kg

3750 mg60 to 100 kg 

2500 mg<60 kg

Number 
of vials

DoseBody weight



Efficacy of Abatacept



ATTAIN Trial: 
Abatacept Trial in Treatment of Anti-

TNF INadequate Responders

A Phase III, Randomized, Controlled Trial           
to Evaluate the Efficacy and Safety of Abatacept

in RA Patients with                                    
Inadequate Response to Anti-TNF Therapy

Genovese M et al. N Engl J Med 2005; 353: 1114–23. 





Schedule

Genovese M et al. N Engl J Med 2005; 353: 1114–23. 

Placebo (n=133)                 99       99 66

Abatacept (n=258)            223      218           156

Randomization

Day 1

Double-blind Open-label

6 months

Co-primary endpoints:
� ACR 20
� Physical function

Randomized (n=393)

DMARDs continued
Anti-TNF washout period 

(28–60 days)

10
mg/kg

[+DMARDs]

[+DMARDs]

24 months

ATTAIN



Objectives/Endpoints

• Co-primary objectives/endpoints at 6 months

– proportion with an ACR 20 response

– proportion with an improvement of at least 0.3 unit in  HAQ-DI

• Key secondary objectives/endpoints at 6 months:

– proportion with an ACR 50 and 70 response

– changes in DAS28, clinical remission (DAS 28 <2.6 )  and LDAS 
(DAS 28 � 3.2) 

– changes from baseline in SF-36

Genovese M et al. N Engl J Med 2005; 353: 1114–23.

ATTAIN
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Abatacept + DMARDs (n=256) Placebo + DMARDs (n=133)

Significant Improvements in ACR Responses vs
Placebo at 6 Months

ATTAIN



Sustained ACR Responses through                       
3 Years of Open-label Treatment
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Kremer J et al. Arthritis Rheum 2007; 56 (9S): S300 .
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Low DAS28 and Remission through 3 Years
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Kremer J et al. Arthritis Rheum 2007; 56 (9S): S300
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46.5%

31.3%

Genovese MC et al. Ann Rheum Dis 2008; 67: 547-54.

ATTAIN

Sustained HAQ-DI Responses Through 2 Years



Improvements in Health Related 
Quality of Life at 6 Months

Genovese M et al. N Engl J Med 2005; 353: 1114–23.
Wells G et al. Ann Rheum Dis 2008; 67: 260-5.
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Abatacept + DMARDs Placebo + DMARDs

Improvements in Health-related 
Quality of Life at 6 Months and 2 Years

Luggen M et al. Arthr Rheum. 2006 ; 54(9S): S423.
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Conclusion ATTAIN (Double Blind Phase)

Abatacept in combination with DMARD(s):

• Met co-primary objectives and demonstrated:

• significant improvements as assessed by ACR20 
response and HAQ-DI

• Met secondary objectives and demonstrated:

• significant improvements as assessed by ACR50 
and 70 response, DAS 28 derived criteria and 
quality of life

• Clinical efficacy proven whether the patient was a 
current or prior user of anti-TNF  therapy.



Conclusion ATTAIN (Long Term Extension Phase)

Abatacept in combination with DMARD(s) demonstrated:

• Sustained improvements in treatment response and 
disease status in patients who are inadequate 
responders anti-TNF therapy through 3 years

• Sustained improvements in physical function, health  
related quality of life, sleep, fatigue and pain

• A consistent safety and tolerability profile

• Overall 60.9% of the patients remained on treatment  at 
3 years



AIM Trial:
Abatacept in Inadequate Responders to  

Methotrexate

A Phase III, Randomized, Controlled Trial
to Evaluate the Efficacy and Safety of Abatacept

in RA Patients with
Inadequate Response to Methotrexate

Kremer JM et al. Ann Intern Med 2006; 144: 865–76. 





378         340

Study Schedule

Kremer JM et al. Ann Intern Med 2006; 144: 865–76, Kremer et al. ACR2006, P506.

Placebo (n=219)            174
Methotrexate 

continued
Other DMARDs

washout

Screening

6 months 

Co-primary endpoint
• ACR 20

Abatacept (n=433) 401

Randomization

1 yearDay 1

Co-primary endpoint
• Physical function
• Structural damage

Double-blind Open-label

Randomized (n=656)
Abatacept

Fixed dose         
10 mg/kg

+DMARD

Changes in 
DMARDs
allowed

161        148

385

162

+MTX

+MTX

2 years

AIM



Study Objectives

Co-primary objectives

• ACR 20 at 6 months. 

• Improvement in physical function at 1 year (HAQ-DI of at least 0.3).

• Change in joint erosion score (Genant-modified Shar p score)
at 1 year.

Key secondary objectives

• ACR 50 and 70 at 6 months.

• All ACR responses at 12 months.

• Changes in DAS 28 over 1 year.

• Changes in health-related quality of life (SF36) at  6 months and 1 
year.

• Change in joint total and joint-space narrowing sco re at 1 year.

Kremer JM et al. Ann Intern Med 2006; 144: 865–76. 

AIM



ACR Responses at 6 and 12 Months

*p<0.001 for Abatacept versus placebo

Kremer et al. Ann Intern Med 2006; 144: 865–76.
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Sustained ACR Responses through 3 Years
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Low Disease Activity Scores and Remission 
through 3 Years

AIM
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299303337343370Remission
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Kremer J et al. Arthritis Rheum 2007; 56 (9S): S300 .
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Sustained HAQ-DI Responses through 2 Years

Kremer JM et al. Arthritis Rheum 2008; 58: 953-63.
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Total Score

Genant HK et al. Ann Rheum Dis 2007 Dec 17 (Epub ahead o f print)



-10

0

10

20

30

40

0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0

Cumulative probability

C
ha

ng
e 

fr
om

 b
as

el
in

e

Abatacept +MTX (n=391)
Placebo+ MTX (n=195)

Comparison of Radiographic Changes              
in Total Score at 12 Months

Genant HK et al. Ann Rheum Dis 2007 Dec 17 (Epub ahead o f print)

AIM



Reduction in Progression of Structural      
Damage at 2 Years versus 1 Year
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Abatacept + MTX            Placebo + MTX

Improvements in Health-related Quality 
of Life through 2 Years

Luggen M et al. Arthritis Rheum. 2006; 54(9S): S423.
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Conclusion AIM Double Blind Period

Abatacept with background MTX:

• Met the 3 co-primary objectives:

– Significant ACR 20 response and improvement in 
physical function (HAQ-DI)

– Significant reduction in the progression of 
structural damage

• Met secondary objectives:

– Significant improvement in clinical efficacy as 
assessed by ACR response, LDAS and DAS28-
defined remission

– Significant improvement in health related quality o f 
life (SF-36)



Conclusion AIM Long Term Extension Period

Abatacept with background MTX:

• Provides sustained improvements in treatment 
response and disease status

• Shows sustained improvement in physical function an d 
health quality of life

• Overall 81.6% of the patients entering LTE remained  on 
treatment at 3 years



ATTEST  trial:
Efficacy and Safety of Abatacept or 

Infliximab versus Placebo

A Phase III, Randomized, Controlled Trial of                    
Abatacept or Infliximab

in Combination with Methotrexate
in RA Patients with an                                          

Inadequate Response to Methotrexate
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Schedule

Schiff M et al.  Ann Rheum Dis 2007 Nov 29 (Epub ahea d of print)

Screening

6 months 

Primary endpoint:
Change in DAS28

Abatacept + MTX
(n=156)

Randomization

1 yearDay 1

MTX 
inadequate
responders

DMARD
washout
period 

Placebo + MTX
(n=110)

Abatacept

n=147

n=107

n=152

n=104

n=139

n=141

ATTEST 



Primary Objective

Demonstrate that abatacept produced a greater 
reduction in disease activity (DAS28) than placebo 
at 6 months

ATTEST 

Schiff M et al.  Ann Rheum Dis 2007 Nov 29 (Epub ahea d of print)



Secondary Objectives
ATTEST 

• Demonstrate that infliximab+MTX produced a greater redu ction in 
disease activity (DAS28) than placebo at 6 months

• Compare the reduction in disease activity (DAS28 area under the 
concentration time curve) over 12 months in abatacept v ersus 
infliximab

• Assess the change in physical function (HAQ-DI) and  health-
related quality of life (SF-36), in abatacept, place bo, and infliximab
at 6 and 12 months

• Determine the EULAR response rates in abatacept and inf liximab
at 12 months

• Determine ACR 20, 50, and ACR 70 response rates in pl acebo, 
abatacept, and infliximab at 6 and 12 months.

Schiff M et al.  Ann Rheum Dis 2007 Nov 29 (Epub ahea d of print)
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Abatacept + MTX (n=156)



5 (3.2)
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Schiff M et al. Ann Rheum Dis 2007 Nov 29 (Epub ahead  of print)
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Incidence of Infections
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ATTEST 

*Serious opportunistic infections:

Herpetic encephalitis, pseudomonal lung infection, p neumocystis carinii
pneumonia, peritoneal TB, and pulmonary TB (all infl iximab)



Conclusion

On background therapy with methotrexate

– Abatacept and infliximab were effective in 
reducing DAS28 and producing ACR20, 50 and 
70 responses over 6 months, as compared 
with placebo

– Abatacept demonstrated further improvement 
through 1 year of treatment compared to 
results at 6 months.

– Abatacept has a better safety and tolerability 
profile than infliximab through 1 year

ATTEST 



Safety of Abatacept



Overview of Patients with Adverse Events 
Double-blind, Controlled Study Periods

Adverse Drug Reactions (ADR)

Discontinuation due to ADR

Abatacept
(n = 1955)

1020 (52.2)

67 (3.4)

Placebo
(n = 989)

456 (46.1)

22 (2.2)

Number (%) of patients



Adverse Events with Differences Between 
Abatacept vs Placebo ( � 1.0%)                              
Double-blind, Controlled Study Periods

Patients with AE
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Sibilia J et al. Clin Exp Rheumatol 2007; 25 (5 Suppl 4 6): S46–56.



Serious Infections 
Double-blind, Controlled Study Periods

Patients with serious infections
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Sibilia J et al. Clin Exp Rheumatol 2007; 25 (5 Suppl 4 6): S46–56.



Infekte SCQM Patienten unter anti-TNF bis Ende 2002

Schwere Infekte (i.v. Therapie oder Hospitalisation): 
43 Infekte bei 624 Pat.: 4.7/100 Behandlungsjahre
Lokalisation: Lunge, Gelenke, Knochen, Haut, Sepsis
Erreger: Staph. aureus, Enterokokken, E.coli, Klebsiellen, Pneumokokken, 
Opportunisten
Prädiktoren für Infekte: Alter, Steroidtherapie, tiefes Hb, hohe Aktivität der RA

Forster A et al: Serious infections and their predicto rs in a Swiss cohort of rheumatoid arthritis patients tr eated with TNF 
Inhibitors. ACR 2003



Serious Infections in the RA Abatacept Clinical
Development Program

IRs of infections (events/100 person-years)
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Abatacept Added to Etanercept:                       
Increase in Adverse Events
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ASSURE



Abatacept Added to Biologic Therapies:  
Increase in Adverse Events
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Tuberculosis in Abatacept Clinical Trial Program

Exclusion criteria in clinical trials:

• Pivotal Phase II and III studies (AIM, ATTAIN, ASSU RE, ATTEST )

– Exclusion of patients with a history of active TB d uring the previous 3 
years

– Patients were screened for latent TB using skin tes ting

– Patients with evidence of possible latent TB who ha d not received 
adequate chemoprophylaxis were excluded

• Phase IIIb study (ARRIVE)
– Subjects PPD+ at screening could be enrolled if they had treatment for 

latent TB and had a negative chest x-ray at enrollm ent

Observed cases of Tuberculosis in all pivotal studies *
• 2 cases of  presumed TB in abatacept treated patient s
• 1 case of  presumed TB in the placebo arm
• 2 cases of confirmed tuberculosis with Infliximab – A TTEST  trial

*http://www.fda.gov/ohrms/dockets/ac/05/slides/2005 -4170-Slide-Index.htm



Infections: Conclusions

• Risk of infection and serious infection modestly inc reased over 
placebo of respectively 23.2% vs 19.5% and 1.8% vs 1% .

• Treatment should not be initiated in patients with a ctive 
infections until infections are controlled. 

• Patients who develop a new infection while undergoin g treatment 
should be monitored closely.

• Administration should be discontinued if a patient d evelops a 
serious infection.

• Screening for latent tuberculosis and viral hepatitis should be 
performed before starting therapy.



Malignancies

• In carcinogenicity studies in mice, an increase in 
lymphomas and mammary tumours were noted. The 
clinical significance of this observation is unknow n.

• Patients with known malignancies not included in 
abatacept clinical trials.

1.EU Orencia SmPC; 2. Simon T et al. Annals Rheum Dis 2007; 66(S11): 90.



Malignancies
Double-blind, Controlled Study Periods

11 (1.1)27 (1.4)Total

2 (0.2)6 (0.3)Squamous cell carcinoma

01 (<0.1)Lymphoma
01 (<0.1)Myelodysplastic syndrome

02 (0.1)Thyroid

01 (<0.1)Renal

1 (0.1)0Melanoma
2 (0.2)0Endometrial/uterine

4 (0.4)11 (0.6)Basal cell carcinoma

02 (0.1)Hematologic

01 (<0.1)Bladder
01 (<0.1)Prostate
2 (0.2)1 (<0.1)Breast

04 (0.2)Lung
5 (0.5)9 (0.5)Solid

6 (0.6)16 (1.0)Non-melanoma skin

Abatacept
n=1955

Placebo 
n=989Type of malignancy

Number (%) of patients

EU abatacept SmPC, FDA Arthritis Advisory Committee Slides 6 September 2005 
http://www.fda.gov/ohrms/dockets/ac/05/slides/2005- 4170-Slide-Index.htm accessed on 1 August 2007
Sibilia J et al. Clin Exp Rheumatol 2007; 25(5 Suppl 46 ): S46–56.



Incidence Rates of Malignancies                              
in Abatacept Trials

0.15
(0.08, 0.27)

0.24
(0.09, 0.64)0Lung cancer

0.02 
(0.00, 0.09)00Colo-rectal 

0.08
(0.03, 0.17)

0.06
(0.01, 0.43)

0.25
(0.06, 1.01)Breast cancer

0.06
(0.02, 0.14)

0.06
(0.01, 0.43)0Lymphoma

0.61
(0.45, 0.80)

0.59
(0.32, 1.1)

0.63
(0.26, 1.5)

Total malignancies 
(excluding non-melanoma 
skin)

83881688794Total Exposure (person–
years)

Cumulative †

n=4134
DB* 

Abatacept
n=1955

DB* 
Placebo
n=989

Incidence Rate/ 100 py (95% CI)  

Simon T et al. Annals Rheum Dis 2007; 66 (S11): 90.

DB: double-blind; *Randomisation 2:1 abatacept to pl acebo; †December 2006 Data Lock.



Malignancies: Conclusions 

• In double blind and cumulative study periods 

– Frequency similar to placebo and RA population 
overall and for major categories (skin, solid, 
hematological).

– For lymphoma and lung cancer, incidence within 
reported ranges for RA patients. Clinical 
presentation and incidence over time, do not 
suggest increased risk with abatacept.

• The potential role of abatacept in the development o f 
malignancies, including lymphoma, in humans is 
unknown.

Simon T et al. Annals Rheum Dis 2007; 66(S11): 90.



Acute Infusional Events

In AIM, ATTAIN and ASSURE studies less than 1% of p atients 
experienced hypersensitivity reactions, including two cases of 
anaphylaxis or anaphylactoid reactions.  

Other events potentially associated with drug hypersen sitivity, such 
as hypotension, urticaria, and dyspnea, each occurred in less than 
0.9% of patients and generally occurred within 24 h of  an infusion 
with abatacept.

6.79.8
Total patients with acute 
infusion reactions

Placebo 
(n=834) 

(%)

Abatacept
(n=1650) 

(%)

Acute infusional adverse 
events

Sibilia J et al. Clin Exp Rheumatol 2007; 25 (5 Suppl 4 6): S46–56.



Immunogenicity

• Overall incidence of anti-abatacept antibody 
responses was 2.8% (62/2237) in patients treated fo r 
up to 3 years with abatacept. 

• In patients assessed for antibodies at least 56 day s 
after discontinuation of abatacept, incidence of 
immunogenicity was 7.4% (15/203).

• There was no apparent correlation of antibody 
development to clinical response or adverse event 
based on this limited dataset of patients with 
antibodies.



Main Safety Warnings

• Abatacept in modulating T-cell activation, may affe ct 
host defences against infections and malignancies.

• Need to evaluate and monitor regarding the risk of 
infection prior to and during a treatment with abat acept.  

• Screening for latent tuberculosis and for viral hep atitis 
should be performed prior to initiating abatacept.

• In clinical trials during the observation period, r isk of 
malignancy similar to placebo and to that observed in 
the RA population. Further evaluation of this risk to be 
assessed.

• Allergic reactions have been reported uncommonly 
with abatacept in clinical trials, where patients we re not 
required to be pretreated to prevent allergic react ions. 
If any serious allergic /anaphylactic reaction, aba tacept
should be discontinued.



Orencia ® Indikation in der Schweiz

Orencia® ist indiziert zur Reduzierung der Anzeichen 
und Symptome, zur Besserung der körperlichen 
Funktionsfähigkeit und zur Reduktion der Progressions-
rate struktureller Schäden bei erwachsenen Patienten
mit mässiger bis schwerer rheumatoider Arthritis, die auf
krankheitsmodifizierende Antirheumatika (DMARDs
disease-modifying anti-rheumatic drugs), wie Metho-
trexat oder Tumor-Nekrose-Faktor(TNF) blockierende 
Substanzen, nicht ausreichend ansprechen.
Orencia® wird in Kombination mit einer DMARD-
Therapie, in erster Linie mit Methotrexat, verwendet.  
Die Verwendung  von Orencia® mit TNF-Blockern wird 
nicht empfohlen.



Danke





Reasons for Discontinuation at 3 Years

21 (3.9) 10 (2.3) Withdrawal of consent 

4 (0.7) 1 (0.2) Lost to follow-up 

5 (1.2) 

13 (3.0) 

18 (4.2) 

1 (0.2)

48 (11.1) 

Double blind 
period

Abatacept + MTX
(1 year)
n=433

18 (3.3) 

20 (3.7) 

30 (5.6) 

6 (1.1) 

99 (18.4)

Open label     
period

Abatacept + MTX
(2 years)

n=539

Lack of efficacy 

Other

Adverse event 
Death 

Total

Discontinuations, n (%)

AIM

Kremer J et al. Arthritis  Rheum 2007; 56 (9S): S30 0.



Safety of Abatacept in Patients with 
Active Rheumatoid Arthritis and 
intolerance and/or an Inadequate 
Response to Anti-TNF Therapy:

Results from the ARRIVE (Abatacept Researched in Rheumatoid Arthritis 
Patients with an Inadequate Anti-TNF Response to Validate Effectiveness) 

Trial



6 months
Primary endpoint:

Safety
Secondary endpoint:

Efficacy (DAS 28)

Abatacept ~10 mg/kg

ARRIVE Trial: Study Design

PRIOR USERS (n=449)
Discontinued anti-TNF 

therapy � 2 months 
prior to screening 

(i.e. washout)

CURRENT USERS (n=597)
Began abatacept at next 
scheduled anti-TNF dose

(i.e. no washout) 

Anti-TNF 
inadequate

responders (n=1046)
DAS 28 (CRP) � 5.1

To present clinical safety and tolerability data 
from 1046 patients with active RA and an 
inadequate response to � 3 months of anti-TNF 
therapy and who were switched to abatacept

International, 6 months
open-label, phase IIIb trial

Adapted from Schiff M et al. Arthritis Rheum 2007; 56 (9S): 391.

ARRIVE

Abatacept (~10 mg/kg, according to weight range) was  administered on Days 1, 15 and 29, and then every 2 8 days 
thereafter, +/– stable background non-biologic DMARD  therapy.



Overview of Safety Through Days 1–169

15 (1.4)7 (1.2)8 (1.8)Neoplasms

17 (1.6)8 (1.3)9 (2.0)Discontinuations due to SAEs

25 (2.4)13 (2.2)12 (2.7)Total serious infections

109 (10.4)59 (9.9)50 (11.1)SAEs

41 (3.9)24 (4.0)17 (3.8)Discontinuations due to AEs

407 (38.9)231 
(38.7)

176 (39.2)Total infections

823 (78.7)473 
(79.2)

350 (78.0)Total patients with AEs

Overall 
(n=1046)

Current 
users 

(n=597)

Prior users 
(n=449)

N (%)

Schiff  M et al. Arthritis Rheum 2007; 56 (9S): 391 .

ARRIVE



Overview of Serious Infections Days 1–169

0

1 (0.2)

4 (0.7)

13 (2.2)

Current 
users 

(n=597) n 
(%)

2 (0.2)

3 (0.3)

4 (0.4)

25 (2.4)

Overall 
(n=1046)

2 (0.4)Bronchitis
0Pneumonia

12 (2.7)
Total serious 
infections

2 (0.4)Lobar pneumonia*

Prior users 
(n=449) n (%)

Infections

Schiff M et al. Arthritis Rheum 2007; 56 (9S): 391.

ARRIVE



DAS 28 Derived Criteria at 6 Months
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LDAS
DAS 28 (CRP) � 3.2

Prior users 
(n=449)

Current users 
(n=597)25

DAS 28-defined remission
DAS 28 (CRP) <2.6

22.5% 22.3% 12.0% 13.7%

For both LDAS and remission, confidence intervals o verlap for current and prior users at 6 months. 

Schiff M et al. Ann Rheum Dis 2007; 66 (Suppl II): 8 9. 

ARRIVE



Conclusions

In a 6 month-open label study, in patients with either intolerance or IR to 
1–3 anti-TNF therapy, directly switched to abatacept, abatacept on 
background therapy with DMARD(s) showed  

• A comparable safety profile to the ATTAIN trial 

• Improvements in disease activity as assessed by DAS 28-derived 
criteria

These results extend previous findings from the ATTAIN study in 
patients with IR to 1–2 anti-TNF therapy

Our findings support the direct switch from anti-TNF agents to abatacept
in clinical practice

Schiff M et al. Arthritis Rheum 2007; 56 (9S): 391.

ARRIVE


