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The legally binding text is the original French version 
 

 

TTRRAANNSSPPAARREENNCCYY  CCOOMMMMIITTTTEEEE  
Opinion  

23 July 2014 
 

 
ACADIONE 250 mg, sugar-coated tablet 
Bottle of 120 (CIP: 34009 329 390 7 7) 
 

Applicant: SANOFI-AVENTIS France 

INN Tiopronin 

ATC Code (2014) M01CX: Other specific antirheumatic drugs 

Reason for the 
review 

Renewal of inclusion 

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

Indications 
concerned 

"Disease-modifying treatment of rheumatoid arthritis 
Treatment of cystine lithiasis."  
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01 ADMINISTRATIVE AND REGULATORY INFORMATION 

 
Marketing 
Authorisation 
(national procedure) 

Date initiated: 1st September 1977 

Prescribing and 
dispensing 
conditions/special 
status 

List I 

 
 

ATC Classification 

2012 
M Musculo-skeletal system 
M01 Antiinflammatory and antirheumatic products 
M01C Specific antirheumatic agents  
M01CX Other specific antirheumatic agents  

 

02 BACKGROUND 

Review of the proprietary medicinal product included again on the list of medicines refundable by 
National Health Insurance for a period of 5 years starting on 31/12/2005 (Official Gazette of 
28/04/2006). 
 
During the last review of the proprietary medicinal product dated 4 January 2006, the 
Transparency Committee awarded a significant AB in all MA indications.  
 

03 CHARACTERISTICS OF THE MEDICINAL PRODUCT 

03.1 Therapeutic indications 

"- Disease-modifying treatment of rheumatoid arthritis 
- Treatment of cystine lithiasis".. 
 

03.2 Dosage 

- Disease-modifying treatment of rheumatoid arthritis: 1 g per day, in 2 or 3 doses. Determine the 
minimum effective dose; however, the dosage may be as high as 1.5 g per day after 2 or 3 months, 
if the therapeutic effect is insufficient. 
 
- Treatment of cystine lithiasis: gradual dosage from 0.5 g to 2 g per day. 
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04 ANALYSIS OF NEW AVAILABLE DATA 

04.1 Efficacy 

The company has not provided any new clinical efficacy data for tiopronin in its two MA indications. 
 
The literature search conducted by the HAS documentation department could not identify clinical 
data with acceptable methodology published since the Committee's last opinion to assess the 
efficacy of tiopronin in the treatment of rheumatoid arthritis. 
 
 

04.2 Safety/Adverse effects 

���� The company has provided new safety data covering the period from 01/09/2009 to 31/08/2011 
and the period from 01/09/2011 to 31/08/2012, from an additional report covering the period from 
01/09/2006 to 31/08/2011. No new adverse effects were identified.  
 
���� Since the Committee's last assessment, the SPC for ACADIONE was modified: 

• A corrigendum dated 20 October 2008 includes changes concerning the "Warnings and 
precautions for use" and "Adverse effects" relative to nephrotic syndrome and updates 
related to the new format of the MA annexes. It should be noted that the SPC does not 
prioritise the adverse effects in terms of frequency.  

• This proprietary medicinal product was the subject of an enquiry point in July 2013 of the 
ANSM (French French National Agency for Medicines and Health Products Safety) due to 
the presence of an endocrine disruptor (phthalate used as an excipient that is potentially 
toxic to humans), in quantities greater than those recommended by the EMA. Its use is not 
recommended in children and women of childbearing age not using a birth control method. 
The SPC was modified on 2 October 2013 with an update of the "warnings and precautions 
for use" and "pregnancy and breastfeeding" headings. 

 
���� These data confirm the mediocre known safety profile of this proprietary medicinal product. 
 

04.3 Usage/prescription data 

This proprietary medicinal product was out of stock between 18/07/2012 and 02/01/2013. 
The prescription data (2013 winter Permanent Survey of Medical Prescription (EPPM) – MAT), 
showed that ACADIONE was prescribed 1257 times, this low number of prescriptions cannot be 
used to reliably analyse the data.  
 
According to GERS [Group for the Collection and Compilation of Statistics] data, 5623 boxes of 
ACADIONE were sold in pharmacies between April 2012 and March 2013 and 4953 boxes were 
sold between April 2013 and March 2014.  
 
The proprietary medicinal product ACADIONE does not have MA in other European countries. 
 
There are no specific usage data for RA. 

04.4 Therapeutic strategy 

Rheumatoid arthritis  

The current treatment of rheumatoid arthritis is comprised of the prescription of immediate action 
non-steroidal anti-inflammatory drugs (NSAIDs, corticosteroids) and a disease-modifying drug in 
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order to induce clinical and biochemical remission. Methotrexate is the classic reference drug for 
rheumatoid arthritis. In the event of an inadequate response or contraindication to methotrexate, 
the following can be used depending on the clinical-biological presentation of the disease and the 
patho-physiological predisposition of the patient: 
- another classic disease-modifying treatment in monotherapy or; 
- a combination of classic disease-modifying treatments or; 
- an anti-TNF. 
 
Role of tiopronin in the therapeutic strategy: 
In the absence of current national guidelines for the management of rheumatoid arthritis, the 
European EULAR recommendations1 (European League Against Rheumatism) were taken into 
account. Neither the previous 2010 version nor the updated 2013 version of these 
recommendations cite tiopronin as a disease-modifying treatment of rheumatoid arthritis. It is also 
listed in the 2012 American College of Rheumatology (ACR) recommendations2. 
 
The French Society of Rheumatology (SFR) was questioned by the Transparency Committee 
office for a decision on the role of non-biological disease-modifying treatments in the treatment of 
RA. This scholarly society judged that tiopronin has no role in the treatment of RA and is no longer 
prescribed by French rheumatologists.  
 
In view of these elements, the Transparency Committee considers that the use of tiopronin 
(ACADIONE) in the therapeutic strategy for rheumatoid arthritis has changed since the last 
renewal of inclusion by the Commission on 4 January 2006: it no longer has a role in the 
therapeutic strategy for RA compared with the available alternatives. 
 
 
Cystine lithiasis 3,4 

The treatment of cystine lithiasis is based on three prevention measures: 
- urine dilution: it is essential to maintain abundant diuresis with at least 3 litres per day in adults. 
- urine alkalinisation: alkalinisation is ensured by sodium bicarbonate (which has the drawback of 
salt intake) or potassium citrate intake. 
- if these measures prove inadequate or are poorly adhered to, it is necessary to add a medicinal 
treatment that chelates cystine in the urine, thereby limiting its crystallisation. ACADIONE 
(tiopronin) is the only medicinal product indicated for cystine lithiasis. It should be noted that the 
adverse effects of tiopronin are a factor limiting its prescription. 
 
Since the last renewal of inclusion by the Committee on 4 January 2006, the use of ACADIONE in 
the therapeutic strategy for cystine lithiasis was not changed, this proprietary medicinal 
product is still the only alternative for this indication. 

05 TRANSPARENCY COMMITTEE CONCLUSIONS 

 
In view of all the above information, the Committee believes that the conclusions of its 
previous opinion of 4 January 2006 have been modified as follows: 
 

                                                
1 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. 
2 Singh et al. 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 
3 Cystinuria Orphanet. Last update in April 2012. 
4 Lithiase cystinique : diagnostic et prise en charge thérapeutique.  O. Traxer a, E. Lechevallier b, C. Saussine, Progrès 
en Urologie Volume 18, numéro 12, pages 832-836 December 2008).  
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05.1 Actual Benefit  

Disease-modifying treatment of rheumatoid arthritis 

���� Rheumatoid arthritis is a serious and disabling chronic disease. 
 
���� ACADIONE is intended as symptomatic therapy. 
 
���� Its efficacy/adverse effects ratio is modest compared with the currently available alternatives. 
 
���� There are treatment alternatives (basic non-biological and biotherapy treatments). 
 
���� ACADIONE no longer has a role in the disease-modifying treatment of RA compared with the 
available alternatives.  
 
Taking account of these points, the Committee considers that the actual benefit of 
ACADIONE is insufficient compared with the available alternatives to justify a 
reimbursement by National Health Insurance in the indication of disease-modifying 
treatment of rheumatoid arthritis.  
 
Treatment of cystine lithiasis 

���� Cystine lithiasis is the clinical expression of cystinuria, an inherited abnormality of renal and 
intestinal cystine transport. It is a rare disease that is inherited as an autosomal recessive trait. 
Recurrent lithiasis puts the patient at risk of kidney failure via the destruction of the kidney. 
 
���� ACADIONE is intended as curative therapy. 
 
���� Its efficacy/adverse effects ratio is still high. 
 
���� ACADIONE is the only chelating agent indicated for cystine lithiasis. There is no alternative with 
MA in this indication. 
 
���� ACADIONE is a second-line therapy after urine dilution and alkalinisation. 
 
The actual benefit of ACADIONE remains substantial in the indication of treatment of 
cystine lithiasis.  
 

05.2 Transparency Committee recommendations: 

The Committee recommends continued inclusion on the list of medicines refundable by 
National Health Insurance in "the indication for treatment of cystine lithiasis" and does not 
recommend it in the indication "disease-modifying treatment of rheumatoid arthritis".  
 
 
���� Proposed reimbursement rate: 65% (only for cystine lithiasis) 
 
���� Packaging 
Appropriate for the prescribing conditions as regards indication, dosage and treatment duration. 
 


