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The legally binding text is the original French ver sion 
 

TTRRAANNSSPPAARREENNCCYY  CCOOMMMMIITTTTEEEE  
Opinion  

4 December 2013  
 

 
 

ORENCIA 125 mg, solution for injection 
pre-filled syringe (glass) with needle guard device  – 125 mg/ml 
B/1 (CIP: 34009 268 842 0 8) 
B/4 (CIP: 34009 268 843 7 6) 
 

Applicant: BRISTOL-MYERS SQUIBB 

INN abatacept 

ATC code (2013) L04AA24 (Biologics) 

Reason for the 
request   

Inclusion 

Lists concerned 
National Health Insurance  (French Social Security Code L.162-17) for 
B/4 only  
Hospital use  (French Public Health Code L.5123-2) for B/1 and B/4 

Indications 
concerned 

“ORENCIA in combination with methotrexate is indica ted for the 
treatment of moderate to severe active rheumatoid a rthritis in adult 
patients who responded inadequately to previous the rapy with one or 
more disease-modifying anti-rheumatic drugs (DMARDs ) including 
methotrexate (MTX) or a tumour necrosis factor (TNF )-alpha inhibitor. 
A reduction in the progression of joint damage and improvement of 
physical function have been demonstrated during com bination 
treatment with abatacept and methotrexate.” 
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Actual Benefit  

The actual benefit of the proprietary medicinal pro duct ORENCIA solution for 
subcutaneous injection is substantial in moderate t o severe active 
rheumatoid arthritis in adult patients who responde d inadequately to 
previous therapy with one or more DMARDs including MTX or a TNF 
inhibitor.   

Improvement in 
Actual Benefit  

As it has been demonstrated to be non -inferior to the solution for 
intravenous infusion, the Transparency Committee co nsiders that ORENCIA 
solution for subcutaneous injection does not provid e any improvement in 
actual benefit (level V, non-existent) in compariso n with ORENCIA solution 
for intravenous infusion. 
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01 ADMINISTRATIVE AND REGULATORY INFORMATION  

 
Marketing 
Authorisation 
(centralised) 

4 October 2012 

Prescribing and 
dispensing conditions 
/ special status 

List I 
Medicine for initial annual hospital prescription 
Prescription restricted to specialists (in rheumatology or internal medicine) 
ORENCIA has a risk management plan.1 

 
 

ATC Classification 

2012 
L  Antineoplastic and immunomodulating agents 
L04  Immunosuppressants 
L04A  Immunosuppressants 
L04AA            Selective immunosuppressants 
L04AA24 Abatacept 

 

02 BACKGROUND  

Inclusion of a new 125 mg subcutaneous (SC) pharmaceutical form of abatacept on the lists of 
medicines refundable by National Health Insurance and medicines approved for hospital use, as a 
complement to the proprietary medicinal product ORENCIA 250 mg powder for concentrate for 
solution for intravenous (IV) infusion, currently only available in hospitals. In the treatment of 
rheumatoid arthritis (RA), the SC form is only used following an IV loading dose (except where this 
is impossible). The indication for RA is worded identically to the IV form. The new SC form does 
not have marketing authorisation in children (juvenile idiopathic arthritis), unlike the IV form.  
 
With the provision of the SC form, ORENCIA will be the only non-TNF-inhibitor biologic (except for 
anakinra) which could be available in the community and is administered subcutaneously. This 
new form is subject to an initial annual hospital prescription. 
 

03 THERAPEUTIC INDICATIONS  

“ORENCIA in combination with methotrexate is indicated for the treatment of moderate to severe 
active rheumatoid arthritis in adult patients who responded inadequately to previous therapy with 
one or more disease-modifying anti-rheumatic drugs (DMARDs) including methotrexate (MTX) or a 
tumour necrosis factor (TNF)-alpha inhibitor. 
A reduction in the progression of joint damage and improvement of physical function have been 
demonstrated during combination treatment with abatacept and methotrexate.” 

                                                
1The following risks are the reasons for surveillance: 

o Hypersensitivity reactions 

o Infections (including tuberculosis), particularly in patients with chronic obstructive pulmonary disease 

o Potential risk of malignant disease, including lymphomas, non-melanoma skin cancers, lung cancers and breast cancers 

o Potential risk of autoimmune diseases and disorders 

o Potential risk of immunogenicity 

o Potential risk of progressive multifocal leukoencephalopathy 

o Potential risk of changes in fetal immune function in the case of treatment during pregnancy 
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04 DOSAGE 

“Adults 
Treatment should be initiated with a loading dose u sing an intravenous infusion.  Following 
this loading dose, the first 125 mg subcutaneous injection of ORENCIA should be given within a 
day, followed by 125 mg subcutaneous injections once weekly. 
Patients who are unable to receive an infusion may initiate weekly injections of subcutaneous 
ORENCIA without an intravenous loading dose. 
Patients transitioning from ORENCIA intravenous therapy to subcutaneous administration should 
administer the first subcutaneous dose instead of the next scheduled intravenous dose. No dose 
adjustment is required when used in combination with other DMARDs, corticosteroids, salicylates, 
non-steroidal anti-inflammatory drugs (NSAIDs), or analgesics. 
 
Missed dose 
If a patient misses an injection of ORENCIA and is within three days of the planned date, he/she 
should be instructed to take the missed dose immediately and remain on the original weekly 
schedule. 
If the dose is missed by more than three days, the patient should be instructed when to take the 
next dose based on medical judgment (condition of the patient, status of disease activity, etc.). 
 
Elderly patients 
No dose adjustment is required. 
 
Renal and hepatic impairment 
ORENCIA has not been studied in these patient populations. No dose recommendations can be 
made. 
 
Paediatric population 
The safety and efficacy of ORENCIA subcutaneous administration in children below 18 years of 
age have not been established. No data are available. 
 
Method of administration 
For subcutaneous use. 
ORENCIA is intended for use under the guidance of a healthcare professional. After proper training 
in subcutaneous injection technique, a patient may self-inject with ORENCIA if a 
physician/healthcare professional determines that it is appropriate. 
The total content (1 ml) of the pre-filled syringe should be administered as a subcutaneous 
injection only. Injection sites should be rotated and injections should never be given into areas 
where the skin is tender, bruised, red, or hard. 
Comprehensive instructions for the preparation and administration of ORENCIA in a pre-filled 
syringe are given in the package leaflet.” 
 

05 THERAPEUTIC NEED 

The objective of treatment in rheumatoid arthritis is to initiate and maintain clinical remission and to 
limit the progression of joint damage and thus subsequent disability. The way the condition is 
managed has changed considerably in recent years because of the use of new disease-modifying 
drugs, particularly biologics in combination with methotrexate. The standard conventional 
disease-modifying drug remains methotrexate. Different disease-modifying drugs need to be 
available because of the phenomena of treatment failure and intolerance.  
The following categories of biologic are available: 
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- TNF inhibitors such as etanercept (ENBREL), adalimumab (HUMIRA), infliximab (REMICADE), 
certolizumab (CIMZIA) and golimumab (SIMPONI), which are offered in cases of inadequate 
response or intolerance to conventional disease-modifying drugs including methotrexate. They 
may also be used as first-line therapy (in patients naive to MTX) in some active and severe 
forms of rheumatoid arthritis.  

- Biologics with targets other than TNF, namely abatacept (ORENCIA), rituximab (MABTHERA) 
and tocilizumab (ROACTEMRA). These medicines are offered in cases where TNF inhibitors 
fail. Abatacept and tocilizumab also have marketing authorisation in patients for whom 
conventional disease-modifying drugs, including MTX, have failed. 

- Anakinra, an interleukin-6 inhibitor which has limited therapeutic use because it appears to be 
less effective than the other biologics. 

 

06 CLINICALLY RELEVANT COMPARATORS  

06.1 Medicinal products 

RA with inadequate response to conventional disease -modifying drugs including MTX   
 

• In combination with MTX: 
- interleukin-1 receptor antagonist, KINERET (anakinra) 
- TNF inhibitors (CIMZIA - certolizumab pegol, ENBREL - etanercept, REMICADE - infliximab, 

HUMIRA - adalimumab, SIMPONI - golimumab) 
 

• As monotherapy: 
- three TNF inhibitors (CIMZIA - certolizumab pegol, ENBREL - etanercept, HUMIRA - 

adalimumab) 
 
 
RA with inadequate response to at least one TNF inh ibitor   
 

• In combination with MTX: MABTHERA (rituximab), ROACTEMRA (tocilizumab) 
• As monotherapy: ROACTEMRA (tocilizumab) 

 
 
 
 
����Conclusion  
The comparators listed (see Table 1) are all clinic ally relevant.  
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Table 1. Reminder of biologics’ indications, AB and IAB in RA 

INN Company  Indication  Date of TC 
opinion  AB  IAB  

(wording)  
Reimbursed  

Yes/No  

ENBREL 
(etanercept) 

 
Soluble tumour 
necrosis factor 
(TNF) receptor 

PFIZER 

ENBREL in combination with methotrexate is indicated 
for the treatment of moderate to severe active 
rheumatoid arthritis in adults when the response to 
disease-modifying anti-rheumatic drugs, including 
methotrexate (unless contraindicated), has been 
inadequate. 
 
ENBREL can be given as monotherapy in case of 
intolerance to methotrexate or when continued 
treatment with methotrexate is inappropriate. 
 
ENBREL is also indicated in the treatment of severe, 
active and progressive rheumatoid arthritis in adults not 
previously treated with methotrexate. 
 
ENBREL, alone or in combination with methotrexate, 
has been shown to reduce the rate of progression of 
joint damage as measured by X-ray and to improve 
physical function. 

2 March 2005 Substantial 

Substantial IAB (level II) in 
terms of clinical efficacy but 
also in terms of slowing the 
progression of structural joint 
damage, in comparison with 
conventional treatments 
including treatment with MTX 
alone. 

Yes 

REMICADE 
(infliximab) 

 
Monoclonal 

antibody 
targeting TNF 

MSD 

REMICADE, in combination with methotrexate, is 
indicated for the reduction of signs and symptoms as 
well as the improvement in physical function in: 
- patients with active disease when the response to 

disease-modifying anti-rheumatic drugs (DMARDs), 
including methotrexate, has been inadequate; 

- patients with severe, active and progressive 
disease not previously treated with methotrexate or 
other DMARDs. 

In these patient populations, a reduction in the rate of 
the progression of joint damage, as measured by X-
ray, has been demonstrated. 

26/04/2006 Substantial 

Shares substantial IAB (level 
II) with other TNF inhibitors in 
terms of clinical efficacy and 
slowing the progression of 
structural joint damage, in 
comparison with conventional 
treatments including treatment 
with MTX alone. 

Yes 
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INN Company  Indication  
Date of TC 

opinion  AB  
IAB  

(wording)  
Reimbursed  

Yes/No  

HUMIRA 
(adalimumab) 

 
Monoclonal 

antibody 
targeting TNF 

ABBVIE 

HUMIRA in combination with methotrexate is indicated 
for: 
- the treatment of moderate to severe, active 
rheumatoid arthritis in adult patients when the response 
to disease-modifying anti-rheumatic drugs including 
methotrexate has been inadequate; 
- the treatment of severe, active and progressive 
rheumatoid arthritis in adults not previously treated with 
methotrexate. 
HUMIRA can be given as monotherapy in case of 
intolerance to methotrexate or when continued 
treatment with methotrexate is inappropriate. 
HUMIRA has been shown to reduce the rate of 
progression of joint damage as measured by X-ray and 
to improve physical function, when given in combination 
with methotrexate. 

02/11/2005 Substantial 

Shares substantial IAB (level 
II) with ENBREL® in terms of 
clinical efficacy and slowing 
the progression of structural 
joint damage.  
 
As monotherapy, HUMIRA® 
has not been shown to be 
superior to methotrexate alone 
in patients naive to MTX. 

Yes 

CIMZIA 
(certolizumab) 

 
Monoclonal 

antibody 
targeting TNF 

UCB 

CIMZIA, in combination with methotrexate (MTX), is 
indicated for the treatment of moderate to severe, 
active RA in adult patients when the response to 
disease-modifying anti-rheumatic drugs (DMARDs) 
including methotrexate has been inadequate. 
CIMZIA can be given as monotherapy in case of 
intolerance to methotrexate or when continued 
treatment with methotrexate is inappropriate. 
CIMZIA has been shown to reduce the rate of 
progression of joint damage as measured by X-ray and 
to improve physical function, when given in combination 
with methotrexate. 

10/03/2010 Substantial 

No IAB (level V) in comparison 
with other TNF inhibitors 
(ENBREL®, HUMIRA® and 
REMICADE®) in the 
management of this condition. 

Yes 

SIMPONI 
(golimumab) 

 
Monoclonal 

antibody 
targeting TNF 

MSD 

SIMPONI, in combination with MTX, is indicated for: 
- the treatment of moderate to severe, active 

rheumatoid arthritis in adults when the response to 
disease-modifying anti-rheumatic drug (DMARD) 
therapy including MTX has been inadequate; 

- the treatment of severe, active and progressive 
rheumatoid arthritis in adults not previously treated 
with MTX. 

SIMPONI, in combination with MTX, has been shown to 
reduce the rate of progression of joint damage as 
measured by X-ray and to improve physical function. 

01/02/2012 Substantial 

No IAB (level V) in comparison 
with other TNF inhibitors in the 
management of patients in 
whom previous treatment with 
one or more conventional 
disease-modifying drugs, 
including methotrexate, used 
at the maximum tolerated dose 
has failed. 

Yes 
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INN Company  Indication  Date of TC 
opinion  AB  IAB  

(wording)  
Reimbursed  

Yes/No  

KINERET 

(anakinra) 
 

Interleukin-1 
receptor 

antagonist 

SWEDISH 
ORPHAN 

BIOVITRUM 

KINERET is indicated for the treatment of the signs 
and symptoms of rheumatoid arthritis in combination 
with methotrexate, in patients with an inadequate 
response to methotrexate alone. 

 
02/10/2013 Low 

IAB level V (non-existent) in the 
therapeutic strategy for 
rheumatoid arthritis. 

yes 
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INN Company  Indication  Date of TC 
opinion  AB  IAB  

(wording)  
Reimbursed  

Yes/No  

ORENCIA IV 
(abatacept) 

 
T-cell co-

stimulation 
modulator 

BMS 

ORENCIA in combination with MTX is indicated for the 
treatment of moderate to severe active rheumatoid 
arthritis in adult patients who responded inadequately 
to or were intolerant to other disease-modifying anti-
rheumatic drugs including MTX or a TNF inhibitor. 
 
A reduction in the progression of joint damage and 
improvement of physical function have been 
demonstrated during combination treatment with 
abatacept and MTX. 

14/03/2012 Substantial 

- Substantial IAB (level II) in 
the therapeutic strategy for 
patients in whom other 
disease-modifying therapies 
including at least one TNF 
inhibitor have failed. 

 
- No IAB (level V) in adult 

patients who responded 
inadequately to previous 
therapy with one or more 
DMARDs including MTX or a 
TNF inhibitor. 

Yes 

ROACTEMRA 
(tocilizumab) 

 
Monoclonal 

antibody 
targeting 

interleukin-6 

Roche 

ROACTEMRA, in combination with methotrexate 
(MTX), is indicated for the treatment of moderate to 
severe active rheumatoid arthritis (RA) in adult patients 
who have either responded inadequately to, or who 
were intolerant to, previous therapy with one or more 
disease-modifying anti-rheumatic drugs (DMARDs) or 
tumour necrosis factor (TNF) antagonists. In these 
patients, ROACTEMRA can be given as monotherapy 
in case of intolerance to MTX or where continued 
treatment with MTX is inappropriate.  
ROACTEMRA has been shown to reduce the rate of 
progression of joint damage as measured by X-ray and 
to improve physical function when given in combination 
with methotrexate. 

09/09/2009 Substantial 

- No IAB (level V) in 
comparison with other TNF 
inhibitors in patients in whom 
previous therapy with one or 
more conventional disease-
modifying drugs, including 
MTX, has failed. 

 

- Shares substantial IAB (level 
II) with ORENCIA® in the 
therapeutic strategy for 
patients in whom previous 
therapy with one or more 
TNF inhibitors has failed. 

Yes 

MABTHERA 
(rituximab) 

 
Monoclonal 

antibody 
targeting B-cells 

 
 

Roche 

MABTHERA in combination with methotrexate is 
indicated for the treatment of adult patients with severe 
active rheumatoid arthritis who have had an 
inadequate response or intolerance to other disease-
modifying anti-rheumatic drugs (DMARDs) including 
one or more tumour necrosis factor (TNF) inhibitor 
therapies. 
 
MABTHERA has been shown to reduce the rate of 
progression of joint damage as measured by X-ray and 
to improve physical function, when given in 
combination with methotrexate. 

13/12/2006 Substantial 

Substantial IAB (level II) in 
comparison with the current 
strategy for patients in whom 
disease-modifying therapies 
including at least one TNF 
inhibitor have failed. 

Yes 
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07 INTERNATIONAL INFORMATION ON THE MEDICINAL PRODUCT  

The subcutaneous form of ORENCIA is reimbursed in a number of European countries. 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

COUNTRY 
Reimbursement  

Date of start of 
reimbursement 

Yes/No/Assessment in 
progress 

Germany November 2012 

Yes 

Austria November 2012 

Belgium 01/06/2013 

Denmark 01/11/2012 

Finland 01/04/2013 

Italy 20/08/2013 

Netherlands 01/01/2013 

Norway 15/12/2012 

Romania 01/07/2013 

Spain 01/09/2013 

United Kingdom December 2012 
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08 ANALYSIS OF AVAILABLE DATA  

The efficacy and safety of the new SC form of abatacept are supported by the results of five (5) 
phase III studies: 
- 2 evaluating the non-inferiority of the SC form of abatacept, in terms of efficacy, to the IV form 

(ACQUIRE) or to SC adalimumab (AMPLE) 
- 3 evaluating the immunogenicity and safety of SC abatacept (after switching from the IV form 

to the SC form - ATTUNE, after stopping treatment for 3 months then reintroducing treatment - 
ALLOW, or as monotherapy versus combination therapy with MTX – ACCOMPANY). 

 

08.1 Efficacy 

Two studies have evaluated the efficacy of this new SC form: 

ACQUIRE Study2 (82 centres in the USA and 64 in Europe, including 14 in France) 

Objective and method 

This was a phase III, randomised, controlled, double-blind, double-dummy study lasting 6 months 
followed by an open-label phase (ongoing, with no defined duration), with the primary objective of 
demonstrating the non-inferiority (delta threshold = 7.5%) of SC abatacept to IV abatacept in 
combination with MTX, in terms of ACR 20 response at 6 months. 

The study included patients with active RA (defined as number of tender joints ≥ 12, number of 
swollen joints ≥ 10 and CRP ≥ 0.8 mg/dl) who had responded inadequately to MTX for at least 
3 months. Patients were not included if they had had previous treatment with a TNF inhibitor which 
was stopped due to lack of efficacy. Patients whose TNF inhibitor was stopped for a reason other 
than efficacy could be included but were limited to 10% of the total number enrolled. 

Treatments: 

During the double-blind phase, patients were randomised to receive one of the following in 
combination with MTX (mean dose approximately 16 mg/week) for 6 months: 

- SC abatacept 125 mg/week following a loading dose of IV abatacept on D1, determined according 
to the patient’s weight (about 10 mg/kg), + IV placebo 

- IV abatacept on D1, D15 and D29, then every month (dose determined according to the patient’s 
weight, about 10 mg/kg) + SC placebo. 

In the open-label extension phase, all patients were treated with SC abatacept + MTX weekly. 

                                                
2Genovese MC. Subcutaneous Abatacept Versus Intravenous Abatacept. A Phase IIIb Noninferiority Study in Patients with an Inadequate Response to Methotrexate. Arthritis Rheum 2011;63:2854-

2864 
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Efficacy endpoint 

The primary efficacy endpoint was the percentage of patients with an ACR 20 response (20% 
improvement in American College of Rheumatology criteria)3at 6 months. 

Statistical analysis 

The analyses were performed in the per-protocol population and confirmed with ITT analyses.  

The non-inferiority of SC abatacept to IV abatacept was demonstrated if the lower limit of the 95% 
confidence interval (95% CI) of the difference in the percentage of patients with an ACR 20 
response at 6 months, was ≥ -7.5%. 

 

Results 

A total of 2472 patients were included, 1464 were randomised and 1457 were treated, comprising 
736 patients in the SC abatacept + MTX group and 721 patients in the IV abatacept + MTX group.  

The patients had a mean age of 50 years, had had RA for over 7 years, had a mean number of 
29.6 tender joints and 20 swollen joints, and had a mean DAS28-CRP score of 6.24 ± 0.83. 

The percentage of patients who had an ACR 20 response at 6 months was 76% in the SC 
abatacept + MTX group and 75.8% in the IV abatacept + MTX group, with a difference of 0.3% 
[-4.2; 4.8] between the two groups. The ITT analysis confirmed these results. 

An intermediate analysis of data from the extension phase at 15 months suggested that the 
abatacept continued to be effective. 

 

AMPLE Study4 

Objective and method 
This was a phase III, randomised, controlled, single-blind study (open-label for patients, 
investigators blinded) lasting 2 years, with the primary objective of demonstrating the non-inferiority 
of SC abatacept to SC adalimumab, both in combination with MTX, in terms of ACR 20 response 
at 1 year. 
According to the pharmaceutical company, patients were not blinded because of the difficulty in 
masking the distinctive appearance of the adalimumab syringes. 
NB. The ADACTA study, which compared IV tocilizumab with SC adalimumab, was nonetheless 
double-blind. 
Patients were required to have had moderate to severe active RA (DAS28-CRP ≥ 3.2) for 5 years 
or more, be naive to biologics, and have responded inadequately to MTX.  
 

                                                
3ACR (American College of Rheumatology): this score can be used to evaluate patients’ response to treatment. It takes into account the number of tender joints, number of joints with synovitis, pain as 

evaluated by the patient, overall evaluation by the patients and physician, extent of disability and laboratory markers of inflammation. An ACR 20 response equates to a 20% improvement in the 

number of swollen and painful joints and a 20% improvement in at least three of the following parameters: 

- sedimentation rate or CRP (C-reactive protein) 

- disease activity evaluated by the patient using a VAS  

- disease activity evaluated by the physician using a VAS 

- pain evaluated using a VAS 

- disability index 

4Weinblatt et al. Head-to-Head Comparison of Subcutaneous Abatacept versus Adalimumab for Rheumatoid Arthritis. Arthritis Rheum 2013;65:28-38. 
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Treatments: 
After being stratified for disease activity level (high = DAS28-CRP > 5.1 and moderate = 
DAS28-CRP between 3.2 and 5.1), eligible patients were randomised to receive SC abatacept 
125 mg/week without an IV loading dose, or adalimumab 40 mg every 2 weeks. It should be noted 
that according to the SPC for ORENCIA, “Treatment should be initiated with a loading dose using 
an intravenous infusion” and only “patients who are unable to receive an infusion may initiate 
weekly injections of subcutaneous ORENCIA without an intravenous loading dose.”  
 
Patients received a concomitant stable dose of MTX (between 15 mg/week and 25 mg/week, with 
a minimum dose of 7.5 mg/week in patients with documented intolerance to high doses). They 
were authorised to receive hydroxychloroquine or sulfasalazine, but no other disease-modifying 
therapies were authorised. 
A low and stable dose of corticosteroids was permitted (≤ 10 mg/day prednisone or equivalent). 
 
Efficacy endpoint 
The primary efficacy endpoint was the percentage of patients with an ACR 20 response at 1 year. 
 
Statistical analysis 
The analyses were performed in a modified ITT population, corresponding to the randomised 
population who had received at least one dose of treatment. A per-protocol analysis was also 
performed.  
 
The non-inferiority of abatacept to adalimumab was demonstrated if the lower limit of the 95% 
confidence interval (95% CI) of the difference in the percentage of patients with an ACR 20 
response at 1 year, was ≥ -12%. 
 
Results 
A total of 869 patients were included, 648 were randomised and 646 were treated, comprising 318 
patients in the abatacept group and 328 patients in the adalimumab group.  
The patients had a mean age of 51 years, had had RA for less than 2 years, and had a mean 
number of 25.4 tender joints in the abatacept group and 26.3 in the adalimumab group; the number 
of swollen joints was 15.8 in the abatacept group and 15.9 in the adalimumab group, and the mean 
DAS28-CRP score was 5.5 ± 1.1 in both groups. 
The percentage of patients who had an ACR 20 response at 1 year was 64.8% in the abatacept + 
MTX group and 63.4% in the adalimumab + MTX group, with a difference of 1.8% [-5.6; 9.2] 
between the two groups. The PP analysis confirmed these results with a difference of 1.1% [-6.5; 
8.7]. The X-ray data (a secondary endpoint) available at 1 year showed similar inhibition of 
radiographic progression in both groups. The proportion of patients with no radiographic 
progression, defined by a change in total score from baseline ≤ 2.8, was 84.8% in the abatacept + 
MTX group and 88.6% in the adalimumab + MTX group. 
 
Indirect comparison meta-analysis of biologics: 

The company also provided an updated version (including the SC form) of an indirect comparison 
meta-analysis (Guyot et al, 2011) of biologics in RA (previously evaluated by the Transparency 
Committee, cf. CT opinion of 14 March 2012). 
The new analysis covered 19 randomised comparative studies: 

- SC abatacept: 2 studies 
- IV abatacept: 3 studies 
- Adalimumab: 2 studies 
- Anakinra: 2 studies 
- Certolizumab: 2 studies 
- Etanercept: 2 studies 
- Golimumab: 2 studies 
- Infliximab: 2 studies 
- Tocilizumab: 2 studies 
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The results of this meta-analysis suggest that both forms of abatacept have comparable efficacy to 
other biologics, particularly on the HAQ primary endpoint.  
 

08.2 Safety/Adverse effects 

- Data from clinical studies 
In the ACQUIRE study, the overall safety of SC abatacept was comparable to the overall safety of 
IV abatacept in terms of the nature and incidence of events reported: 
- 67% of patients treated with SC abatacept + MTX versus 65.2% of patients treated with IV 

abatacept + MTX had an adverse event (AE) during the 6-month blinded phase of the study.  
- The proportion of AEs judged by the investigator to be treatment-related was 27.7% with SC 

abatacept + MTX versus 29.1% with IV abatacept + MTX. 
- The proportion of AEs resulting in discontinuation of treatment was 2% in the SC abatacept 

group versus 3.5% in the IV abatacept group. 
- The proportion of serious AEs (myocardial infarction and pneumonia) was 4.2% versus 4.9%. 
- The proportion of deaths was 0.3% versus 0.7%. 
- Infections and infestations were reported in 31.8% of patients treated with SC abatacept + MTX 

versus 30.7% of patients treated with IV abatacept + MTX. 
- Malignant neoplasms were reported in 0.4% versus 0.7%. 
- Autoimmune AEs were reported in 1% versus 0.8%. 
- The proportion of systemic reactions occurring within 24 hours of the SC injection (headaches, 

nausea, hypertension, dizziness, cough) was 7.6% versus 7.8% and the proportion of local 
injection site reactions (haematoma, pruritus or erythema) was 2.6% versus 2.5% (SC placebo 
injections were administered in the IV group). 

- The incidence of reactions occurring within one hour of the IV infusion was 2.7% (IV placebo) 
versus 2.2%, and the incidence of such reactions occurring within 24 hours was 8% (IV 
placebo) versus 8.2%. 

 
In the AMPLE study, the overall safety of SC abatacept was comparable to the overall safety of SC 
adalimumab in combination with MTX, with the exception of treatment discontinuation due to AEs 
and local injection site reactions, which were more frequent with adalimumab than abatacept, and 
the incidence of autoimmune AEs which was higher in the abatacept group than the adalimumab 
group. 
 
Specifically: 

- 88.1% of patients treated with SC abatacept + MTX versus 86.3% of patients treated with 
adalimumab + MTX had an adverse event (AE) during the 12 months of the study. 

- The proportion of AEs judged by the investigator to be treatment-related was 34.9% versus 39.9%. 
- The proportion of AEs resulting in treatment discontinuation was 3.5% in the SC abatacept group 

versus 6.1% in the adalimumab group. 
- The proportion of serious AEs was 10.1% versus 9.1%. 
- The proportion of deaths was 0.3% (1 patient) versus 0% (1 patient in the SC abatacept arm died 

following a cardiac arrest, but the investigator did not consider this death to be treatment related). 
- Infections and infestations were reported in 63.2% of patients treated with SC abatacept + MTX 

versus 61.3% of patients treated with adalimumab + MTX. 
- Malignant neoplasms were reported in 1.57% versus 1.22% of patients. 
- Autoimmune AEs were reported in 3.14% versus 0.91%. 
- The proportion of systemic reactions occurring within 24 hours of the SC injection was 9.75% 

versus 8.84% and the proportion of local injection site reactions was 3.77% versus 9.15%.  
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- Immunogenicity data 
Three studies (ATTUNE, ALLOW and ACCOMPANY) evaluated the immunogenicity risk from SC 
abatacept. The results indicated that: 

- The immunogenicity of the SC form of abatacept is consistent with previous experience of the IV 
form; switching from IV to SC administration did not increase the risk of immunogenicity. 

- The immunogenicity of SC abatacept was not significantly altered by stopping treatment for 
3 months then reintroducing it. 

- The risk of immunogenicity with SC abatacept as monotherapy did not increase in comparison with 
combination therapy with MTX.  
In addition, in the ACQUIRE study, the immunogenicity rate with subcutaneous abatacept was 
consistent with previous experience, and immunogenicity did not affect the safety or efficacy of 
treatment. 
 
- Post-marketing data  
The post-marketing data available for the SC form were collected in the USA, where marketing 
authorisation was obtained on 29 July 2011 and marketing began in October 2011. Between 
October and December 2011, 4 cases of injection site reaction, 1 case of erythema at the injection 
site and 1 case of nodule at the injection site were reported. Between 23 December 2011 and 
22 December 2012, 47 local injection site reactions judged as non-serious were reported. Of these, 
3 reactions were associated with errors in administration. During this period, 97 cases of systemic 
reactions were reported and did not include any anaphylactic or anaphylactoid reactions. One 
severe reaction (requiring hospitalisation) manifesting as respiratory distress, pharyngeal pain and 
pruritus was nonetheless reported after the 2nd injection in a patient with a history of allergic 
reactions. 
 

08.3 Summary & discussion 

The efficacy and safety of the subcutaneous form of abatacept (ORENCIA 125 mg solution for 
injection once weekly) have primarily been evaluated: 
In a non-inferiority study versus the IV form (ACQUIRE) in 1457 patients (mean age: 50 years, 
mean number of tender joints: 29.6, mean number of swollen joints: 20, mean DAS28-CRP score: 
6.24 ± 0.83). They were treated with SC abatacept (with an IV loading dose) or IV abatacept in 
combination with MTX for 6 months.  
The proportion of patients who had an ACR 20 response at 6 months was non-inferior with the SC 
form in comparison with the IV form: 76% in the SC abatacept + MTX group and 75.8% in the IV 
abatacept + MTX group, i.e. a difference of 0.3% [-4.2; 4.8]. The ITT analysis confirmed these 
results. 

In a single-blind study (AMPLE) versus adalimumab in 646 patients with a mean age of 51 years, 
who had had RA for less than 2 years, the mean number of tender joints was 25.8, mean number 
of swollen joints 15.8, and mean DAS28-CRP score 5.5 ± 1.1. The proportion of patients who had 
an ACR 20 response at 1 year was non-inferior with SC abatacept + MTX in comparison with 
adalimumab + MTX: 64.8% in the abatacept + MTX group and 63.4% in the adalimumab + MTX 
group, a difference of 1.8% [-5.6; 9.2]. The PP analysis confirmed these results with a difference of 
1.1% [-6.5; 8.7]. The X-ray data (a secondary endpoint) available at 1 year showed that 
radiographic progression was halted (change in total score from baseline ≤ 2.8) to a similar extent 
in both groups: 84.8% vs. 88.6%. However, the study had a single-blind design and the 
administration schedule in the marketing authorisation for SC ORENCIA was not followed, as the 
IV infusion loading dose was not administered in this study. It should be noted that the 
non-inferiority margin used was based on the hypothesis that 50% is an acceptable loss of efficacy 
in comparison with adalimumab in terms of ACR 20 response. 
 
The overall safety of SC abatacept was comparable to IV abatacept in terms of the nature and 
incidence of events reported, and it was comparable to SC adalimumab in combination with MTX 
with the exception of the proportion of treatment discontinuations due to AEs and local injection 
site reactions (haematoma, pruritus or erythema), which were more frequent with adalimumab than 
abatacept.  
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In the ACQUIRE study, the proportion of patients who had an AE was 67% with SC abatacept 
versus 65.2% with IV abatacept; the proportion of treatment discontinuations due to AEs was 2% 
versus 3.5%; the proportion of injection site reactions was 2.6% versus 2.5% (SC placebo 
injections were administered in the IV group); and the proportion of systemic reactions occurring 
within 24 hours of SC injection (headaches, nausea, hypertension, dizziness, cough) was 7.6% 
versus 7.8%. The incidence of reactions occurring within one hour of the IV infusion was 2.7% (IV 
placebo) versus 2.2%, and the incidence of such reactions occurring within 24 hours was 8% (IV 
placebo) versus 8.2%. The proportion of “infections and infestations” was 31.8% versus 30.7%.  
 
In the AMPLE study, the proportion of patients who had an AE was 88.1% with abatacept versus 
86.3% with adalimumab; the proportion of treatment discontinuations due to AEs was 3.5% versus 
6.1%; and the proportion of injection site reactions was 3.77% versus 9.15%. The proportion of 
“infections and infestations” was 63.2% versus 61.3%. The incidence of autoimmune AEs was 
higher at 3.14% versus 0.91%. 
The immunogenicity data from specific studies were consistent with previous experience with IV 
administration. The immunogenicity observed with SC abatacept did not have any impact on the 
efficacy and safety of treatment in the clinical studies available.  
No new safety signals were identified during clinical studies or in post-marketing experience in the 
USA (limited data). 
Overall, the Committee considers that the safety data for this new subcutaneous form are limited 
(cf. request for data in section 11). 
 

08.4 Planned studies 

The AMPLE study (IM 101-235) is still ongoing (2nd and final year of the randomised phase) in the 
treatment of established RA where MTX has failed. 
Study IM 101-226 is currently under way with the SC form of abatacept in the treatment of early RA 
naive to MTX (an indication outside the scope of this application). 
 
The RMP includes seven epidemiological studies with the objective to monitor the long-term risks, 
in particular of infections and cancers associated with the use of ORENCIA. There is a pregnancy 
register (in the USA and Europe) and an international register for juvenile idiopathic arthritis. 
 
A multicentre observational study in the countries where SC ORENCIA is marketed, monitoring 
patients treated with SC abatacept in actual clinical practice, has been planned and is under 
development (ASCORE study). The company plans to roll out this study in France once SC 
ORENCIA is marketed. 
The primary objective is to evaluate the treatment maintenance rate with SC abatacept at 2 years 
under actual conditions of use in two cohorts of patients with moderate to severe RA, those naive 
to biologics and those in whom one or more biologics have previously failed. 

In each population examined, this study will also allow the following to be described: 

- how SC abatacept is prescribed (concomitant treatments, dosage and treatment compliance); 

- patient characteristics on starting SC abatacept treatment (sociodemographic data, medical 
history, history of presenting complaint, comorbidities and clinical measures); 

- and evaluate the impact of treatment on patients’ health status, in terms of morbidity and 
mortality, the incidence of injection site reactions, incidence of adverse events (AEs) in the long 
term, withdrawals from the study due to AEs and serious adverse events (SAEs). 
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09 THERAPEUTIC USE 

According to the wording of its marketing authorisation, ORENCIA (abatacept) may be used in the 
treatment of rheumatoid arthritis at the same stage in the therapeutic strategy as TNF inhibitors, 
that is in patients for whom a conventional disease-modifying drug such as methotrexate has 
failed, or after failure of at least one TNF inhibitor.  
The subcutaneous form of ORENCIA is a new therapeutic option for the management of patients 
with rheumatoid arthritis who require treatment with a biologic. It has been demonstrated to be 
non-inferior to the intravenous form of abatacept and to (subcutaneous) adalimumab. In the 
absence of any direct comparison, its role in relation to the other available biologics (with the 
exception of adalimumab) cannot be defined. 
Treatment with the subcutaneous form should be initiated by a specialist with a loading dose 
administered via intravenous infusion. According to the SPC, patients who are unable to receive an 
infusion may start treatment with SC ORENCIA without an intravenous loading dose. 
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010 TRANSPARENCY COMMITTEE CONCLUSIONS 

 
In view of all the above information, and following  the debate and vote, the Committee’s 
opinion is as follows:  
 

010.1 Actual benefit 

����Rheumatoid arthritis is a serious and disabling chronic disease. 
����This medicinal product is a disease-modifying therapy. 
����Its efficacy/adverse effects ratio is high. 
����There are treatment alternatives. 
 

����Public health benefit  
 

Rheumatoid arthritis is a serious and disabling chronic disease which is a major cause of 
disability. It is responsible for a markedly reduced quality of life and its psychological impact is 
substantial. It has considerable economic consequences, both in terms of consumption of 
healthcare and lost working days. In 2009, bone and joint disorders (rheumatoid arthritis, 
ankylosing spondylitis, severe scoliosis) were the sixth most common cause of new 
admissions to the long-term condition (LTC) plan, with almost 30,000 LTCs.5 The public health 
burden of rheumatoid arthritis is therefore substantial. The public health burden in the 
subpopulation likely to benefit from the treatment is moderate, due to the more limited number 
of patients concerned. 
 
Reducing the functional impairment and disability caused by rheumatoid arthritis, as well as 
improving quality of life for people with chronic diseases, is a public health need that is an 
established priority (objective 83 of the Law of 9 August 2004 on public health policy, Plan to 
Improve the Quality of Life of Patients with Chronic Diseases 2007-2011) despite the 
existence of available therapies. Similarly to TNF inhibitors and other biologics, the proprietary 
medicinal product subcutaneous ORENCIA should help to partially meet the public health 
need identified.  
 
However, taking into account the results of studies demonstrating its non-inferiority to the 
intravenous form and to subcutaneous adalimumab, subcutaneous ORENCIA is not expected 
to have any additional impact on morbidity and quality of life in these patients. 
 
The availability of the subcutaneously administered form could have an impact on the 
organisation of the healthcare system, by allowing some patients previously treated in hospital 
to be managed in the community. However, at this stage it is difficult to assess this impact.   
 
Consequently, taking into account the other therapies available, it is not expected that the 
proprietary medicinal product ORENCIA, administered subcutaneously, will benefit public 
health in this indication.  
 
 

����ORENCIA is a second-line or subsequent therapy (failure of a previous disease-modifying drug 
including methotrexate or a TNF inhibitor) in the treatment of rheumatoid arthritis. 
 

                                                
5 L’état de santé de la population en France. Suivi des objectifs annexes à la loi de santé publique. Rapport 2011. Direction de la 
recherche, des études, de l'évaluation et des statistiques [Directorate for Research, Surveys, Assessment and Statistics]. 
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Taking account of these points, the Committee consi ders that the actual benefit of 
subcutaneous ORENCIA 125 mg is substantial in the M arketing Authorisation indication.  
 
The Committee recommends inclusion on the list of m edicines refundable by National 
Health Insurance and on the list of medicines appro ved for hospital use in the “treatment of 
moderate to severe active rheumatoid arthritis in a dult patients who responded 
inadequately to previous therapy with one or more d isease-modifying anti-rheumatic drugs 
including methotrexate or a TNF-alpha inhibitor” an d at the dosages in the Marketing 
Authorisation.  
 
����Proposed reimbursement rate:  65% 
 

010.2 Improvement in actual benefit (IAB) 

As it has been demonstrated to be non-inferior to the solution for intravenous infusion, the 
Transparency Committee considers that ORENCIA solution for subcutaneous injection does not 
provide any improvement in actual benefit (level V, non-existent) in comparison with ORENCIA 
solution for intravenous infusion. 
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010.3 Target population  

The target population for SC ORENCIA (abatacept) is similar to that for the IV form and consists of 
adult patients with moderate to severe RA who have responded inadequately to previous treatment 
with one or more disease-modifying anti-rheumatic drugs (DMARDs) including methotrexate or 
with a TNF inhibitor. 

Subpopulation of patients in whom conventional disease-modifying drugs, including 
methotrexate, have failed 

According to an old epidemiological study (Guillemin and Saraux6), in 2001 the prevalence of 
rheumatoid arthritis in France was estimated to be 0.31% of the population aged over 18 years. If 
this figure is applied to INSEE data from 1 January 2013 (50,980,000), the French population with 
RA can be estimated as 158,000 patients. Given the age of the source epidemiological data, this is 
likely to be an underestimate, considering the current number of patients reimbursed under the 
long term condition (LTC) plan for severe progressive RA. 

The prevalence may be better approached from more recent CNAMTS data on the number of 
people under the LTC plan for severe progressive RA, which came to 189,148 people in 2011.7 An 
increase of 6.9% was observed from 2008 to 2009; between 2009 and 2010 it was 5.2% and from 
2010 to 2011 it was 4.8%. Supposing that the number of people under the LTC plan for RA has 
continued to increase at a rate of 6% per year, the number of people reimbursed under the LTC 
plan for severe progressive RA would be about 200,497 in 2012 and 212,527 in 2013.  

On this basis, considering that the CNAMTS data cover 88% of the French population, the number 
of people with severe progressive RA in France in 2013 can be estimated as 241,000. 

According to expert opinion, 45% to 60% of these patients are currently treated with methotrexate. 
Treatment fails in about 18% of patients on methotrexate (expert opinion), i.e. a population of 
between 19,500 and 26,000 patients. 

Starting from the assumption that MTX is the standard conventional disease-modifying drug, the 
population with RA in whom at least one conventional disease-modifying drug has failed and who 
are likely to be treated with SC ORENCIA can be estimated at maximum  between 19,500 and 
26,000 patients. 

Subpopulation of patients in whom TNF inhibitors have failed 
Starting from the previous data, the population of patients with RA in whom at least one 
conventional disease-modifying drug has failed and who are likely to be treated with TNF inhibitors 
can be estimated as between 19,500 and 26,000 patients. 
According to experts, 30% of patients treated with TNF inhibitors have an inadequate response or 
intolerance to these treatments, i.e. about 6,000 to 8,000 patients. 
 
In these patients, the treatment options are to use a second TNF inhibitor or a biologic that does 
not target TNF, i.e. abatacept, rituximab or tocilizumab. No data are available that could be used to 
estimate the proportion of patients likely to benefit from treatment with abatacept at this stage of 
the disease. It should be noted that those patients who received abatacept as a 2nd line therapy 
cannot receive it as a 3rd line therapy. 
The population of patients in whom TNF inhibitors have failed and who are likely to be treated with 
abatacept is therefore between 6,000 and 8,000 patients. 
 
 
 
 
 
 

                                                
6Guillemin F, Saraux A. et al. Prevalence of rheumatoid arthritis in France: 2001. Ann Rheum Dis 2005; 64: 1427-1430. 

7Ameli website. 
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Conclusion  
On the basis of these data, the target population f or SC ORENCIA is similar to that for the IV 
form, and is estimated as between:   

• 19,500 to 26,000 patients who responded inadequatel y to previous therapy with a 
DMARD, including MTX; 

• 6,000 to 8,000 patients who had an inadequate respo nse or intolerance to 
disease-modifying drugs including at least one TNF inhibitor. 

 

 
 

011 TRANSPARENCY COMMITTEE RECOMMENDATIONS 

 
����Packaging: 
Appropriate for the prescription conditions according to the indication, dosage and treatment 
duration. 
 
����Specific requests relating to reimbursement 
 
Exception drug status 
 
����Request for data  
The Committee would like data to be made available on the safety of this new form for 
subcutaneous administration, particularly from pharmacovigilance and the risk management plan, 
within a time frame of one year. 


