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The legally binding text is the original French ver sion  
 

 

TTRRAANNSSPPAARREENNCCYY  CCOOMMMMIITTTTEEEE  
Opinion 

23 July 2014 
 

NEORAL 10 mg, soft gelatin capsule 
B/60 (CIP: 34009 346 307 7 4) 

NEORAL 25 mg, soft gelatin capsule 
B/60 (CIP: 34009 346 3048 4) 

NEORAL 50 mg, soft gelatin capsule 
B/60 (CIP: 34009 346 3054 5)  

NEORAL 100 mg, soft gelatin capsule 
B/60 (CIP: 34009 346 3060 6) 

NEORAL 100 mg/ml, oral solution 
Vial of 50 ml (CIP: 34009 346 331 5 7) 

 
SANDIMMUN 25 mg, soft gelatin capsule 
B/50 (CIP: 34009 346 302 5) 

SANDIMMUN 50 mg, soft gelatin capsule 
B/50 (CIP: 34009 346 303 1 6) 

SANDIMMUN 100 mg, soft gelatin capsule 
B/50 (CIP: 34009 346 3019 4) 

SANDIMMUN 100 mg/ml, oral solution 
Vial of 50 ml (CIP: 34009 346 3002 6)  

Applicant: NOVARTIS PHARMA S.A.S. 

INN Ciclosporin 

ATC Code (2014) L04AD01 (calcineurin inhibitor immunosuppressant) 

Reason for the 
review 

Renewal of inclusion in rheumatoid arthritis (RA)  

List concerned National Health Insurance (French Social Security C ode L.162-17) 

Indication 
concerned 

"Active and severe forms of rheumatoid arthritis in cases of inefficac y, 
intolerance or contraindications to conventional tr eatments, including 
methotrexate.” 
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01 ADMINISTRATIVE AND REGULATORY INFORMATION  

 

Marketing 
Authorisation (national 
procedure) 

NEORAL : 
• 21 November 1995: NEORAL 25 mg, 50 mg, 100 mg, soft gelatin 
capsule and NEORAL 100 mg/ml, oral solution. 
• 28 August 1997: NEORAL 10 mg, soft gelatin capsule 
 
SANDIMMUN: 
• 23 December 1983: SANDIMMUN 100 mg/ml, oral solution 
• 13 March 1991: SANDIMMUN 25 mg, 50 mg, 100 mg, soft gelatin 
capsule 

Prescribing and 
dispensing 
conditions/special 
status 

List I 
Initial hospital prescription medicinal product for a duration of 6 months 

 
 

ATC Classification 

2014 
L:  antineoplastic and immunomodulating agents 
L04: Immunosuppressants 
L04A: Immunosuppressants 
L04AD: Calcineurin inhibitors 
L04AD01: ciclosporin 

 

02 BACKGROUND  

In the renewal of inclusion opinion for this proprietary medicinal product on 11 April 2012, the 
Committee was in favour of retaining a substantial AB for all the MA indications except for 
rheumatoid arthritis for which the AB was undergoing re-assessment. 
 
 

03 CHARACTERISTICS OF THE MEDICINAL PRODUCT  

03.1 Therapeutic indications 

Indications already assessed in April 2012: 

"Organ and tissue transplantation: 
- Prevention of graft rejection (including the initial phase of hepatic transplantation for the 

proprietary medicinal products from the NEORAL range). 
- Treatment of transplant cellular rejection in patients previously receiving other 

immunosuppressive agents (to avoid the risks associated with excessive immunosuppression). 
 
Bone marrow transplantation: 
- Prevention of graft rejection following transplantation.  
- Prevention or treatment of graft-versus-host disease.  
 
Second-line treatment of steroid-dependent and steroid-resistant nephrotic syndrome, with minimal 
glomerular lesions, or focal and segmental primary hyalinosis Ciclosporin can be prescribed:  
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- to induce and maintain remission;  
- to maintain remission induced by corticosteroids most often enabling the reduction or 

withdrawal of corticosteroid treatment.  
 
Severe and extensive forms of psoriasis in cases of inefficacy, intolerance or contraindication to 
conventional treatments (PUVA therapy, retinoids, methotrexate). 
 
Severe forms of atopic dermatitis in the adult, in cases of inefficacy, intolerance or 
contraindications to conventional treatments (phototherapy and/or photochemotherapy). 
 
 
Sight-threatening intermediate or posterior uveitis of non-infectious aetiology in case of failure of 
corticosteroid therapy.  
 
Treatment of severe, acquired, aplastic anaemia not eligible for allogeneic bone marrow 
transplant." 
 

 
Indication forming the subject of this assessment: 

Active and severe forms of rheumatoid arthritis in cases of inefficacy, intolerance or 
contraindications to conventional treatments, inclu ding methotrexate. 
 

03.2 Dosage 

See SPC. 
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04 ANALYSIS OF NEW AVAILABLE DATA  

04.1 Efficacy 

The literature search carried out by the documentation department of HAS identified the publication 
of 5-year results of a Danish study on therapeutic strategy, published in 2012.1 This controlled, 
randomised, double-blind study (CIMESTRA) aimed to evaluate the treatment of incipient RA 
(diagnosis < 6 months) with aggressive and early treatment using methotrexate (MTX) as 
monotherapy or in combination with other conventional DMARDs.  The patients were treated with 
systematic intra-articular injections of the swollen joints (betamethasone without exceeding four 
joints).  
 
In total, 160 patients were randomised to receive MTX 7.5-20 mg/week + ciclosporin 2.5-4 mg/kg 
or MTX + ciclosporin placebo.  At each visit (week 0, 2, 4, 6, 8, then every month for 2 years) the 
patients received intra-articular injections of corticosteroids into the swollen joints.  During the 2nd 
year, the placebo or ciclosporin was gradually discontinued and hydroxychloroquine 200 mg/day 
was added for all patients.  The patients who had no ACR20 response despite 20 mg of 
methotrexate/week received the same medicinal product via parenteral administration for 3 months 
then a triple therapy with methotrexate, sulfasalazine, hydroxychloroquine and finally an anti TNF 
treatment if the disease activity persisted.   
In this study of "strict control" of RA with conventional treatments, the proportion of ACR20 
responders at 1 year was 68% (53% for ACR50 and 44% for ACR70) with MTX as monotherapy 
(plus corticosteroid injections) and 85% with MTX in combination with ciclosporin and corticosteroid 
injections (ACR50: 68% and ACR70: 59%).  
After 2 years, the ACR20 response was 88% with the methotrexate ciclosporin combination and 
72% with methotrexate alone, the ACR50 was 79% and 72%, the ACR70 response was 59% and 
54%.  After discontinuing ciclosporin, no difference was revealed between the groups.  
The authors concluded that the addition of ciclosporin during the first two years did not improve the 
clinical or radiological response in the long term.  
 

04.2 Safety/Adverse effects 

���� Since the previous assessment in April 2012, the company has provided new safety data 
covering the period from 01/01/2010 to 31/12/2012.  No new pharmacovigilance signal was 
identified.   
 
���� These data confirmed the known safety profile of ciclosporin which remains mediocre.  
 

04.3 Usage/prescription data 

These proprietary medicinal products are insufficiently prescribed in retail pharmacies to appear in 
the prescription panels available: according to the IMS (moving annual total winter 2013), 2419 
prescriptions were issued for NEORAL.  This small number of prescriptions is insufficient to allow 
reliable analysis of the data. The SANDIMMUN proprietary medicinal products are not included in 
this database.  
 
According to the GERS [Group for the Development and Implementation of Statistics] sales data, 
426,435 boxes of NEORAL and SANDIMMUN (all formulations included) were sold in pharmacies 

                                                
1 Hetland et al. The CIMESTRA study: intra-articular glucocorticosteroids and synthetic DMARDs in a 
treat-to-target strategy in early rheumatoid arthritis. Clin Exp Rheumatol 2012; 30 (Suppl. 72): S44-S49. 
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between April 2012 and March 2013 and 423,612 boxes were sold between April 2013 and March 
2014.   
 
There is no specific usage data for RA. 
 

04.4 Therapeutic Use 

Rheumatoid arthritis 

The current treatment of rheumatoid arthritis involves the prescription of a fast-acting 
anti-inflammatory (NSAID, corticosteroid) and a disease modifying drug to induce remission 
(clinical and laboratory parameters). Methotrexate is the standard reference disease modifying 
drug for rheumatoid arthritis. If there is inadequate response or contraindication to methotrexate, 
one of the following can be used depending on the presentation of the disease (clinical and 
laboratory parameters) and the pathophysiological context of the patient: 
- another disease modifying antirheumatic drug (DMARD) as monotherapy or; 
- a combination of DMARDs or; 
- an anti-TNF; 
 
Role of ciclosporin in the therapeutic strategy: 
In the absence of national recommendations in force regarding the treatment of rheumatoid 
arthritis, the European recommendations from EULAR2 (European League Against Rheumatism) 
have been taken into account.  In the previous version from 2010,3 due to its toxicity, ciclosporin 
could be used in exceptional circumstances (severe refractory RA or contraindication to biological 
agents or conventional DMARDs). This statement was removed (unanimously) from the updated 
version of the recommendations from 2013.2 In the rationale, this removal was justified by the 
existence of numerous effective biological and synthetic DMARDs and the unconvincing 
benefit/risk ratio in particular regarding the available treatments. Its use as a first-line treatment 
should be rare and reserved for exceptional situations.  
 
Ciclosporin was not included in the latest update of the American College of Rheumatology (ACR) 
recommendations4 in 2012 due to the rarity of its use and the absence of new data. 
 
The French Society of Rheumatology was questioned by the Transparency Committee office for a 
ruling on the role of synthetic DMARDs in the treatment of RA.  This learned society believed that 
ciclosporin has no role in the treatment of RA and is no longer prescribed by French 
rheumatologists.   
 
 
Taking account of these points, the Transparency Committee considers that the role of ciclosporin 
(NEORAL and SANDIMMUN) in the therapeutic strategy for rheumatoid arthritis has been changed 
since the last renewal of inclusion by the Committee relating to this indication on 20 February 
2008:  it no longer has a role in the therapeutic strategy  for RA given the available 
alternatives.  
 

05 TRANSPARENCY COMMITTEE CONCLUSIONS  

                                                
2 Smolen et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological 
disease-modifying antirheumatic drugs: 2013 update. Ann Rheum Dis 2014; 73: 492-509. 
3 Smolen JS et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological 
disease-modifying antirheumatic drugs. Ann Rheum Dis 2010; 69: 964-975. 
4 Singh et al. 2012. Update of the 2008 American College of Rheumatology Recommendations for the Use of 
Disease-Modifying Antirheumatic Drugs and Biologic Agents in the Treatment of Rheumatoid Arthritis. Arthritis Care & 
Research 2012; 64: 625-639. 
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In view of all the above information, the Committee  considers that the conclusions of its 
previous opinion on 20 February 2008 relating to th e rheumatoid arthritis indication have 
changed as follows: 
 

05.1 Actual benefit  

Disease modifying treatment for rheumatoid arthriti s 

���� Rheumatoid arthritis is a serious and debilitating chronic disease. 
 
���� NEORAL and SANDIMMUN are intended as symptomatic treatments. 
 
���� Their efficacy/adverse effects ratio is modest compared with the currently available alternatives.  
 
���� There are treatment alternatives (synthetic and biological DMARDs). 
 
���� These proprietary medicinal products have no role in the disease modifying treatment of 
rheumatoid arthritis given the available alternatives.   
 
Taking account of these points, the Committee consi ders that the actual benefit of NEORAL 
and SANDIMMUN is insufficient compared with the ava ilable alternatives to justify 
reimbursement by National Health Insurance in the t reatment of "Active and severe forms of 
rheumatoid arthritis in cases of inefficacy, intole rance or contraindication of conventional 
treatments including methotrexate".   
 

05.2 Transparency Committee recommendations: 

The Committee issues an unfavourable opinion to the  continued inclusion on the list of 
medicines refundable by National Health Insurance i n the treatment of "Active and severe 
forms of rheumatoid arthritis in cases of inefficac y, intolerance or contraindication of 
conventional treatments including methotrexate".  


