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The legally binding text is the original French ver sion  
 

TTRRAANNSSPPAARREENNCCYY  CCOOMMMMIITTTTEEEE  
Opinion 

23 July 2014 
 

 
SALAZOPYRINE 500 mg, tablet  
Bottle of 100 tablets - CIP code: 322 688-0 
 
Applicant: PFIZER 
 
 

 

INN Sulfasalazine  

ATC Code (2014) A07EC01 (intestinal anti-inflammatory agents) 

Reason for the 
review 

Renewal of inclusion  

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

Indications 
concerned 

"Gastroenterology: 
Ulcerative colitis: treatment of attacks and prevention of relapses.  
Crohn's disease in the colon.  
 
Rheumatology: Rheumatoid arthritis." 
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01 ADMINISTRATIVE AND REGULATORY INFORMATION  

 
Marketing 
Authorisation 
(national procedure) 

Date initiated: 31 March 1992 

Prescribing and 
dispensing conditions 
/special status 

List I 

 

ATC Classification  

2014 
A                     Alimentary tract and metabolism 
A07                 Antidiarrhoeals, intestinal antiinflammatory/antiinfective 
                       agents 
A07E              Intestinal antiinflammatory agents 
A07EC            Aminosalicylic acid and similar agents 
A07EC01        sulfasalazine 
 

 

02 BACKGROUND  

Review of the proprietary medicinal product SALAZOPYRINE included again on the list of 
medicines refundable by National Health Insurance for a period of 5 years starting on 31/12/2007, 
opinion published in the Official Gazette on 02/04/2009. 
 
As a reminder, in 2007, the Committee conducted the re assessment of the actual benefit of 
medicinal products based on 5-aminosalicylic acid, including SALAZOPYRIN, in Crohn's disease 
(own initiative). It particularly took into account results from the Cochrane meta analysis in 2005 
(Akobeng et al1) which did not reveal any difference between the 5-ASA drugs and the placebo on 
the rate of endoscopic and clinical recurrence (however with methodology limitations such as 
demonstrated heterogeneity).  It also took into account the European consensus conference on the 
treatment of Crohn's disease (European Crohn and Colitis Organisation - ECCO) in 20062 
according to which, 5-ASAs, due to their good safety, preserves a role in the treatment of mild 
active forms of Crohn's disease.  
 

03 CHARACTERISTICS OF THE MEDICINAL PRODUCT  

03.1 Therapeutic indications 

"Gastroenterology: 
Ulcerative colitis: treatment of attacks and prevention of relapses. 
Crohn's disease in the colon. 
 
Rheumatology: Rheumatoid arthritis".  

                                                
1 Akobeng et al. Oral 5-aminosalicylic acid for maintenance of medically-induced remission in Crohn’s Disease, the 
Cochrane library 2005, Issue 2. 
2 Travis et al. European evidence based consensus on the diagnosis and management of Crohn’s disease: current 
management, Gut 2006; 55; 16-35 
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03.2 Dosage 

"For oral use. 
The tablets must be swallowed with water, preferably after meals and must not be broken or 
crushed.  
Adults (including elderly patients)  
Gastroenterology: 

Induction treatment: 8 to 12 tablets (4 to 6 g) per day, taken in 3 or 6 regularly spaced 
administrations. 
In slow acetylators, it is advised to reach this dose over 2 to 3 days.  

Maintenance treatment: 4 tablets per day in 2 administrations. 

Rheumatology: 

4 tablets (2 g) per day.  This dosage will be reached after 4 weeks in weekly increments of 0.5 g 
(1 tablet).  

In children (aged over 6 years) 

Induction treatment: 100 to 150 mg/kg per day 

Maintenance treatment: 50 to 75 mg/kg per day 

The acetylator status of the child (fast or slow) must be checked so that the dosage can be 
adjusted." 

04 ANALYSIS OF NEW AVAILABLE DATA  

04.1 Efficacy 

Only the studies enabling the efficacy of sulfasalazine to be assessed in its MA indications and 
published after the last Committee opinion dated 24 October 2007 were taken into account.  
The company has provided new clinical data for ulcerative colitis (UC) and rheumatoid arthritis 
(RA), none for Crohn's disease.  The literature review also identified new clinical data in the MA 
indications for this proprietary medicinal product.  
 
In UC:   
Only the Nifkar3 et al meta-analysis, published after the last renewal opinion dated 24 October 
2007, was taken into account.   
 
This meta-analysis included 20 randomised, controlled versus placebo clinical studies (19 of them 
obtained an acceptable quality score on the Jadad scale ≥ 3) and compared the efficacy in terms 
of induction and maintenance of remission and the safety of sulfasalazine compared with other 
5-ASA drugs: mesalazine, osalazine and balsalazide (not marketed in France, results not 
presented) in the treatment of UC.  According to the authors, no statistical difference was revealed 
between sulfasalazine versus mesalazine and versus osalazine in terms of overall improvement, 
frequency of relapses and frequency of adverse effects.  No statistical heterogeneity was revealed.  

                                                
3 NIFKAR et al. A meta-analysis of the efficacy of sulfasalazine in comparison with 5-aminosalicylates in the induction of 
improvement and maintenance of remission in patients with ulcerative colitis. Dig Dis Sci. 2009; 54(6): 1157-1170. 
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The results of this meta-analysis are unlikely to c hange the previous assessment by the 
Transparency Committee of the efficacy of sulfasala zine in the induction and maintenance 
treatment of UC.  
 
In Crohn's disease:   
No new clinical data was provided by the company on Crohn's disease.  
 
The literature analysis identified three systematic literature reviews:  
 

• A Cochrane review published in 2010 (Lim et al 20104) which evaluated the efficacy and 
safety of 5-aminosalicylates (sulfasalazine, mesalazine and osalazine5) versus placebo, 
corticosteroids and other 5-ASA drugs in induction and maintenance treatment of mild to 
moderate Crohn's disease. It was conducted on randomised controlled studies. The results 
suggest (according to the authors) modest efficacy of sulfasalazine versus placebo for the 
induction of remission (RR 1.38; 95% CI [1.02; 1.87]; n = 263, no statistical heterogeneity 
was revealed) and efficacy inferior to that of corticosteroids (RR 0.66; 95% CI [0.53; 0.81]; 
n = 260). Mesalazine (low dose 1 to 2 g/day and high dose 3 to 4.5 g/day) was not superior 
to the placebo for induction of remission.  

 
• A systematic review of the literature and meta-analysis (Ford et al. 2010)6 evaluated the 

efficacy and safety of 5 aminosalicylates for the maintenance of surgically induced 
remission in patients with Crohn's disease.  It included 11 randomised controlled studies 
which compared 5 ASA drugs with a placebo or absence of treatment. Only 4 of these 
11 studies were judged as having a low risk of bias. The results suggest superiority of 
5-ASA drugs versus placebo in terms of prevention of relapses:  RR 0.86 (95% CI 
[0.74; 0.99]. These results must be interpreted with caution due to demonstrated 
heterogeneity. Sulfasalazine was not superior to the placebo or absence of treatment 
(RR = 0.97; 95% CI [0.72 - 1.31], but mesalamine was more effective (RR = 0.80; 95% CI 
[0.70 - 0.92] however, the effect was judged to be modest by the authors.  
 

• A Cochrane systematic review of the literature and meta-analysis published in 2011 
(Gordon et al. 20117) which evaluated the efficacy and safety of aminosalicylates in the 
maintenance of surgically induced remission in patients with Crohn's disease. 
Nine (9) randomised controlled clinical studies were included (seven comparing 5-ASA 
drugs with a placebo and two of the 5 ASA drugs with purine analogues (azathioprine or 
6-mercaptopurine).   
The results suggest that the 5-ASA drugs are significantly superior to the placebo in the 
prevention of relapses (OR 0.68; 95% CI [0.52; 0.9] without demonstrated statistical 
heterogeneity).   
According to the authors, these results from pooled analyses must be interpreted with 
caution since publication bias cannot be ruled out and due to the fact that the studies 
performed on a large population (adequate power) do not reveal a difference between the 
5-ASA drugs and the placebo.  According to the authors, the potential benefit of 5-ASA 
drugs is modest.  
No statistically significant difference was revealed in terms of adverse effect occurrence 
between the 5-ASA drugs and the placebo and in terms of relapse prevention between the 
5-ASA drugs and purines.  The authors consider that there are limited data to officially 
conclude on the comparison between 5-ASA and azathioprine or 6-mercaptopurine.  

 

                                                
4 Lim WC et al.  Aminosalicylates for induction of remission or response in Crohn’s disease. Cochrane Database of 
Systematic Reviews 2010, Issue 1 
5 Results not described because osalazine does not have MA for Crohn's disease in France 
6 Ford et al. 5-Aminosalicylates Prevent Relapse of Crohn’s Disease After Surgically Induced Remission: Systematic 
Review and Meta-Analysis. Am J Gastroenterol advance online publication, 17 August 2010 
7 Gordon M et al. Oral 5-aminosalicylic acid for maintenance of surgically-induced remission in Crohn’s disease. 
Cochrane Database of Systematic Reviews 2011, Issue 1. 
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In conclusion, the results from these systematic li terature reviews and meta-analyses 
published between 2010 and 2011 do not alter the co nclusions made by the Committee on 
24 October 2007, the efficacy of 5-ASA drugs, inclu ding sulfasalazine, in the treatment of 
Crohn's disease is modest.  
 
In rheumatoid arthritis:   
 
Data supplied by the company: 
The company provided the results of a study published after the last renewal opinion on 
24 October 2007.  In this randomised, controlled, double-blind study,8 the efficacy and safety of 
etanercept 25 mg, twice weekly, was compared with the etanercept + sulfasalazine 2-3 g/day 
combination and to sulfasalazine alone in 254 patients (randomised population having received at 
least one treatment dose) with active rheumatoid arthritis despite treatment with sulfasalazine.  
The primary endpoint was ACR20 response at 24 weeks.  
The proportion of patients having stopped treatment due to inefficacy was higher in the 
sulfasalazine group: 52% versus 6% in the etanercept and etanercept + sulfasalazine groups.  
The proportion of patients with ACR20 response was higher in the etanercept (73.8%) and 
etanercept + sulfasalazine (74%) groups than in the sulfasalazine group (28%), p<0.01.  
The percentage of infections was significantly higher in the etanercept alone group than in the 
sulfasalazine groups (alone or in combination).  
 
A Cochrane systematic literature review already published in 1998 and published again in 20109 
confirmed the efficacy of sulfasalazine versus placebo in the treatment of RA.   
 
Data from the literature review:  
The literature analysis identified therapeutic strategy studies, in particular for the treatment of RA of 
recent progression.  Their objective was not to evaluate the efficacy of one substance in particular 
but to evaluate therapeutic attitudes (treatment combinations, sequential treatment, etc.).  
 
These studies were the subject of numerous successive publications (references are not 
exhaustive, only those judged as being relevant for efficacy assessment with the longest follow-up 
were chosen).   
 
The BEST study,10 evaluated four treatment strategies in early RA (successive monotherapy, 
"step-up" addition strategies, "step-down" subtraction strategies with initial high-doseprednisone , 
anti-TNF biological therapy from the outset with infliximab). After 5 years, 48% of patients were in 
clinical remission (disease activity score [DAS] < 1.6) and 14% in remission without treatment 
regardless of the initial treatment.  The results confirm that significant clinical and radiological 
improvement can be obtained regardless of the implemented treatment strategy (including the 
combination of conventional DMARDs, sulfasalazine included) if it is closely monitored with the 
determined objective of reducing disease activity.   
 
The COBRA study, in which the patients with recent RA (less than 2 years of progression) were 
treated either with sulfasalazine monotherapy or a combination of a reducing dose of 
corticosteroid, methotrexate and sulfasalazine.  The combination was superior to the monotherapy 
in terms of controlling the disease activity in the short-term and controlling the progression of 
structural lesions in the short, medium and long-term. The results at 11 years revealed that 
aggressive treatment early in the course of RA retains a structural benefit after 11 years with no 
increase in morbidity.11  

                                                
8 Combe et al. Efficacy, safety and patient-reported outcomes of combination etanercept and sulfasalazine versus 
etanercept alone in patients with rheumatoid arthritis: a double-blind randomised 2-year study. Ann Rheum Dis 2009; 68: 
1146-1152. 
9 Suarez-Almazor et al. Sulfasalazine for rheumatoid arthritis. Cochrane Database Syst Rev 2010. 
10 Klarenbeek NB et al. The impact of four dynamic; goal-steered treatment strategies on the 5-year outcomes of 
rheumatoid arthritis in the BeSt study. Ann Rheum Dis 2011; 70: 1039-1046. 
11 Van tuyl et al. Survival, comorbidities and joint damage 11 years after the COBRA combination therapy trial in early 
rheumatoid arthritis. Ann Rheum Dis. 2010 May; 69(5): 807-812. 
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The tREACH study (treatment in the Rotterdam Early Arthritis CoHort)12 randomised, single-blind 
study compared three treatment strategies (treatment from the outset with a methotrexate 
(MTX) + sulfasalazine (SSZ) + hydroxychloroquine (HCQ) combination and an IM injection of 
corticosteroids (either 120 mg methylprednisolone, or 80 mg triamcinolone) or treatment from the 
outset with a MTX + SSZ + HCQ combination and a reducing dose of oral corticosteroid 
(15 mg/day from W1 to W4, then 10 mg during W5 and W6, then 5 mg W7 and W8, then 
2.5 mg/day W9 and W10) or MTX monotherapy and a reducing dose of oral corticosteroid. 
The combinations of DMARDs were superior to MTX monotherapy.  
 
The Danish (CIMESTRA)13 controlled, randomised, double-blind study, the objective of which was 
to evaluate the treatment of early RA (diagnosis < 6 months) with aggressive and early treatment 
using MTX monotherapy or in combination with other conventional DMARDs (ciclosporin then 
during the 2nd year cessation of ciclosporin and addition of hydroxychloroquine 200 mg/day). 
The patients (n = 160) were treated with systematic intra-articular injections of the swollen joints.  
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 and hydroxychloroquine and finally an anti-TNF treatment if 
the disease activity persisted. After 1 year, no statistical difference was revealed between 
the monotherapy and the DMARD combination.   
 
NEO-RAco study14 
This randomised, double-blind study aimed to determine if the addition of infliximab to the 
FIN-RACo strategy (previously described: combination of methotrexate + sulfasalazine + 
hydroxychloroquine + corticosteroid) would improve the efficacy at 2 years.  The primary efficacy 
endpoints were remission and radiographic progression.  In total, 99 patients with untreated, early, 
active RA were included to be treated with the FIN-RACo strategy then randomised to receive 
either the addition of infliximab or the placebo between weeks 4 and 26.  After 2 years, no 
statistical difference was revealed between the FIN-RACo + infliximab strategy and the FIN-RACo 
+ placebo strategy in terms of remission according to the modified ACR criterion (66% versus 
53%) or according to the DAS28 criterion (82% in both groups).  However, a statistical difference 
was revealed in terms of sustained modified ACR remission (26% versus 10% (p = 0.042) and 
mean variation of the total Sharp/van der Heijde score (0.2 and 1.4; p = 0.0058).  
 
In conclusion, these strategy studies confirmed the  efficacy of conventional DMARD 
combination strategies, including sulfasalazine, fo r treatment of RA.   They enabled clinical 
practice evaluation and have either served as a bas is (by taking into account their 
methodological limitations) to develop treatment re commendations for inflammatory 
arthritis or enabled these recommendations to be co nfirmed (in particular EULAR 2013).  
 
Therefore, the EULAR recommendations 2013, consider  that in DMARD-naive patients, 
non-biological conventional DMARD monotherapy or co mbination therapy can be used in 
the same way (without favouring one strategy over a nother).  In addition, according to these 
recommendations, in patients who have not responded  to an initial strategy with 
conventional DMARD therapy, a second strategy can b e considered in the absence of poor 
prognostic factors. In the presence of these factor s, the addition of a biological therapy 
should be considered.  
 
Two other studies have been identified through the literature review: 

                                                
12 de Jong PH et al. Induction therapy with a combination of DMARDs is better than methotrexate monotherapy: first 
results of the tREACH trial. Ann Rheum Dis 2013; 72(1): 72-78 
13 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. 
14 leirisalo-Repo et al. infliximab for 6 months added on combination therapy in early rheumatoid arthritis: 2-year results 
from an investigator-initiated, randomised, double blind, placebo-controlled study (the NEO-RAco study). Ann Rheum Dis 
2013; 72: 851-857. 
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The Saunders SA et al. study.15 published in 2008 on 96 patients with early RA, which did not 
reveal a difference in terms of reduction of the DAS28 at 1 year between the step-up treatment 
strategy (starting with sulfasalazine 40 mg/kg/day or the maximum tolerated dose as monotherapy 
then after 3 months the addition of MTX 7.5 mg/week and folic acid 5 mg/week and when the 
maximum tolerated dose of MTX was reached, the addition of hydroxychloroquine 400 mg/day) 
and triple therapy from the outset with SSZ + MTX + HCQ.  The authors concluded that this study 
confirmed that the conventional DMARDs effectively controlled the disease activity.  The step-up 
treatment strategy is as effective as the triple therapy from the outset.  
 
RACAT study (O’dell 201316) 
In this randomised, controlled, double-blind study, the non inferiority of the MTX, sulfasalazine, 
hydroxychloroquine triple therapy was evaluated in comparison with the etanercept + MTX 
combination in 353 patients with active RA despite MTX treatment.  After 24 weeks, the patients 
without a reduction of DAS28 < 1.2 changed treatment whilst blinding was maintained. The primary 
endpoint was the variation of DAS28 at W48 with a non-inferiority threshold fixed at 
0.8 (corresponding to 50% of 1.2 which is the minimal clinically relevant improvement).   
The non-inferiority was demonstrated: mean reduction of DAS28 at W48 was -2.12 for the triple 
therapy versus -2.29 for the ETA + MTX.  No difference was revealed between the two groups in 
terms of radiographic progression (secondary endpoint).  
 
In conclusion, all these data confirm the efficacy of sulfasalazine in combination with other 
conventional, non-biological DMARDs (the combinatio n of methotrexate and 
hydroxychloroquine being the most studied) with or without corticosteroid treatment in the 
treatment of active rheumatoid arthritis.  The non- inferiority of the MTX, sulfasalazine and 
hydroxychloroquine combination was demonstrated in comparison with the short-term 
anti-TNF (etanercept) + MTX biological therapy comb ination (48 weeks).   
 
 
 

04.2 Safety/Adverse effects 

���� The company has provided safety data from the available periodic pharmacovigilance reports 
(PSURs) covering the period from 07/10/2009 to 30/04/2011. No new adverse effects were 
identified.    
 
���� SPC modifications have been made since the previous opinion on 24 October 2007 but they are 
unlikely to change the known safety profile of this proprietary medicinal product.  
 
 

04.3 Usage/prescription data 

According to IMS data (moving annual total winter 2013), 57,223 prescriptions were issued for 
SALAZOPYRINE. The small number of prescriptions is insufficient to allow reliable analysis of the 
data. 
 
This proprietary medicinal product is marketed and reimbursed by Germany, Spain, Italy and the 
UK.  

                                                
15 Saunders S.A et al. Triple therapy in early active rheumatoid arthritis: a randomized, single-blind, controlled trial 
comparing step-up and parallel treatment strategies, Arthritis & Rheum 2008; 58(5): 1310-1317. 
16 : O'Dell JR et al. Therapies for active rheumatoid arthritis after methotrexate failure. N Engl J Med 2013; 369: 307-318. 
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04.4 Therapeutic Use 

Ulcerative colitis   
The aim of UC treatment is to obtain prolonged clinical remission without corticosteroids and with 
endoscopic and histological healing of the lesions. 
According to the ECCO European consensus conference17 and the chronic conditions guide18 
edited by HAS, the treatment of UC is progressive, defined as escalating and is based on different 
courses of treatment with a combination of topical or oral conventional treatments including 
5-aminosalicylates (5-ASA), corticosteroids and immunosuppressants (azathioprine or 
6-mercaptopurine, anti-TNF, methotrexate or ciclosporin).  
 
Induction treatment involves oral 5-ASA including SALAZOPYRINE.  They are reserved for the 
treatment of extensive, non-severe, colonic attacks (with rectosigmoid or descending colon 
involvement), combined with rectal aminosalicylates (5-ASA and 4-ASA).  In case of failure, 
treatment with a corticosteroid (local administration) can be considered.  
After failure or intolerance to 5-ASA drugs and corticosteroids, immunosuppressants are a medical 
treatment alternative to surgery.  
Surgery is necessary in around 25% to 45% of patients due to the absence of any improvement in 
symptoms or complications of the disease. 
The choice of surgery will be dependent upon age, the period since UC was first diagnosed, the 
degree to which the disease has extended to the colon, the desire to get pregnant, the condition of 
the rectum and the risk factors for colon cancer.  
First-line maintenance treatment (maintenance of remission) of mild to moderate forms includes 
sulfasalazine and the 5-ASA drugs according to the recommendations.  
 
Role of sulfasalazine in induction and maintenance treatment of UC 
The Transparency Committee consider that the role of sulfasalazine in the treatment of UC has not 
changed since the last opinion on 24 October 2007: SALAZOPYRINE retains its role for first-line 

induction and maintenance treatment of mild to moderate forms of UC. It could be suitable in 
patients with associated inflammatory arthritis.  
 
Crohn's Disease  
 
According to the ECCO European consensus conference in 201019,20 , treatment of moderate and 
active forms of Crohn's disease involves systemic corticosteroids or budesonide. 
Immunosuppressants, including azathioprine or methotrexate (off-label) in combination with 
corticosteroids is also a treatment option.  
Anti-TNFs can be used in patients with objective signs of corticosteroid-resistant or 
corticosteroid-dependent active disease. Their efficacy/adverse effects ratio must be carefully 
assessed. 
Sulfasalazine is cited in the European consensus conference as a possible treatment option only in 
moderately active forms.  In the rationale it is however indicated that its efficacy is modest but that 
its significant adverse effects do not enable it to be recommended. Sulfasalazine and 5-ASA drugs 
have no role in the maintenance treatment of Crohn's disease.   
 
Role of sulfasalazine in induction and maintenance treatment of Crohn's disease: 
In view of the available information, the Transparency Committee considers that the role of 
sulfasalazine has not changed since their last opinion on 24 October 2007: it retains a limited role 

                                                
17 Dignass A, et al. Second European evidence-based Consensus on the diagnosis and management of ulcerative 
colitis: Current management. Journal of Crohn's and Colitis 2012; 6: 991-1030.  
18 Guide ALD 24, rectocolite hémorragique évolutive, HAS, mai 2008 [chronic conditions guide 24, progressive ulcerative 
colitis, HAS, May 2008]. 
19 Dignass A et al. JCrohns Colitis. 2010; 4(1): 28-62. 
20 Haute Autorité de Santé. Maladie de Crohn [Crohn's Disease].  Guide ALD [Chronic conditions guide]. Mai 2008 [May 
2008] 
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in the first-line induction treatment of mild to moderate forms and has no role in the maintenance 
treatment of Crohn's disease. It could be suitable in patients with associated inflammatory arthritis. 
 
 
Rheumatoid arthritis 
The current treatment of rheumatoid arthritis involves the prescription of a fast-acting 
antiinflammatory (NSAID, corticosteroid) and a disease-modifying drug to induce remission 
(clinical and laboratory parameters). Methotrexate (MTX) 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 monotherapy disease-modifying antirheumatic drug (DMARD) or; 
- a combination of conventional DMARDs or; 
- an anti-TNF. 
 
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 conventional disease-modifying antirheumatic drug (DMARD) as monotherapy or; 
- a combination of conventional DMARDs or; 
- abiotherapy . 
 
Role of sulfasalazine in the treatment of RA : 

Based on the EULAR European recommendations updated in 201321 and taking into account the 
opinion from the French Society of Rheumatology, the Transparency Committee considers that 
the role of sulfasalazine has not changed since the  last opinion on 24 October 2007: it 
retains its role amongst the DMARDs recommended in RA. 

According to the EULAR recommendations from 2013, sulfasalazine, like leflunomide, is an 
alternative first-line treatment in case of contraindication or intolerance to methotrexate. 
Sulfasalazine has demonstrated its structural effect in RA. According to the EULAR 
recommendations, the optimal therapeutic dosage is 3 to 4 g/day per os; however, the 
recommended dosage in France from the SPC is 2 g/day.  This medicinal product can be used 
during pregnancy at the lowest possible effective dose.  

Sulfasalazine is one of the DMARDs recommended by the American College of Rheumatology 
(2012 recommendations).  

 

05 TRANSPARENCY COMMITTEE CONCLUSIONS  

 
In view of all the above information, and following  the debate and vote, the Committee 
considers that the conclusions in its previous opin ion on 24 October 2007 have changed as 
follows: 
 

05.1 Actual benefit: 

Disease-modifying treatment for rheumatoid arthriti s 

���� Rheumatoid arthritis is a serious and debilitating chronic disease. 
���� SALAZOPYRINE is intended as symptomatic treatment. 
���� Its efficacy/adverse effects ratio remains high.  

                                                
21 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. 
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���� There are alternative treatments, in particular other biological and non-biological therapies.  
���� This medicinal product is a first-line treatment in case of contraindication or intolerance to 
methotrexate.  
 
Taking account of these points, the Committee consi ders that the actual benefit of this 
medicinal product remains substantial  in the treatment of RA. 

Crohn's Disease  
���� Crohn's disease is a chronic, inflammatory bowel condition. It evolves with periods of attacks 
interspersed with periods of remission. It is a debilitating condition that can lead to a marked 
deterioration in quality of life. 
���� This medicinal product is intended as symptomatic therapy. 
���� The efficacy/adverse effects ratio remains modest in the induction and maintenance treatment of 
Crohn's disease.   
���� This medicinal product remains a first-line therapy in mild to moderate forms.  
���� There are treatment alternatives. 
 
Taking account of these points, the Committee consi ders that the actual benefit of 
SALAZOPYRINE remains moderate in the induction and maintenance treatment of Crohn's 
disease. 
 

Ulcerative colitis 
���� Ulcerative colitis (UC) is a chronic inflammatory bowel disease (IBD) which is manifested by 
severe, chronic, bloody diarrhoea and progresses episodically. It causes a marked deterioration in 
quality of life and exposes patients to serious complications: acute colitis, dysplasia and colon 
cancer. 
���� The efficacy/adverse effects ratio remains high in the induction and maintenance treatment of 
UC.  
���� This medicinal product is a first-line therapy in mild to moderate forms. 
���� There are treatment alternatives. 
 
Taking account of these points, the Committee consi ders that the actual benefit of this 
medicinal product remains substantial in this indic ation.  
 

05.2 Transparency Committee recommendations: 

The Committee gives a favourable opinion to the con tinued inclusion on the list of 
medicines refundable by National Health Insurance i n the indications and at the dosages in 
the Marketing Authorisation. 
 
 
���� Proposed reimbursement rate: 65% 
 
���� Packaging 
Appropriate for the prescribing conditions according to the indication, dosage and treatment 
duration. 
 
Appendix 1, SPC modifications made since the previous opinion in 2007   
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SPC of 16/04/2007 SPC in force 

4.2. Posology and method of administration  
For oral use. 
Swallow the tablets with water.  
 
Adults (including elderly patients) 
Gastroenterology 
• Induction treatment: 8 to 12 tablets (4 to 6 g) per day, taken in three or 
six regularly spaced administrations. 
In slow acetylators, it is advised to reach this dose over 2 to 3 days. 
• Maintenance treatment: 4 tablets per day in two administrations. 
Rheumatology: 
• 4 tablets (2 g) per day. This dosage will be reached after 4 weeks in weekly 
increments of 0.5 g (1 tablet). 
In children (aged over 6 years) 
• Induction treatment: 100 to 150 mg/kg per day 
• Maintenance treatment: 50 to 75 mg/kg per day 
The acetylator status of the child (fast or slow) must be checked so that the 
dosage can be adjusted. 
 

4.2. Posology and method of administration  
For oral use. 
The tablets must be swallowed with water, preferably after meals and must 
not be broken or crushed. 
Adults (including elderly patients) 
Gastroenterology 
• Induction treatment: 8 to 12 tablets (4 to 6 g) per day, taken in three or 
six regularly spaced administrations. 
In slow acetylators, it is advised to reach this dose over 2 to 3 days. 
• Maintenance treatment: 4 tablets per day in two administrations. 
Rheumatology: 
• 4 tablets (2 g) per day. This dosage will be reached after 4 weeks in weekly 
increments of 0.5g (1 tablet). 
In children (aged over 6 years) 
• Induction treatment: 100 to 150 mg/kg per day 
• Maintenance treatment: 50 to 75 mg/kg per day 
The acetylator status of the child (fast or slow) must be checked so that the 
dosage can be adjusted. 

4.4. Special warnings and precautions for use  
• With regards to liver disease and hypersensitivity reactions, there is a 
possibility of a cross-reaction between mesalazine and sulfasalazine. 
• Sulfasalazine must be administered with caution and with close monitoring 
in patients with severely impaired hepatic or renal function. 
A  complete blood count (with platelet count) and liver enzyme measurement 
should be performed before starting treatment; regular monitoring of these 
data should be performed and if treatment is interrupted, monitoring should 
be performed before resuming sulfasalazine.  
Renal function will be regularly checked (serum creatinine, proteinuria) at the 
start of treatment and at each resumption of treatment.  
Significant fluid intake must be ensured.  
• Skin or mucus membrane manifestations require immediate cessation of 
treatment. 
 

4.4. Special warnings and precautions for use  
• With regards to liver disease and hypersensitivity reactions, there is a 
possibility of 
a cross-reaction between mesalazine and sulfasalazine. 
• Sulfasalazine must be administered with caution and with close monitoring 
in patients with severely impaired hepatic or renal function. 
A  complete blood count (with platelet count) and liver enzyme measurement 
should be performed before starting treatment; regular monitoring of these 
data should be performed and if treatment is interrupted, monitoring should 
be performed before resuming sulfasalazine. 
Renal function will be regularly checked (serum creatinine, proteinuria) at the 
start of treatment and at each resumption of treatment. 
Significant fluid intake must be ensured. 
• Skin or mucus membrane manifestations require immediate cessation of 
treatment. 
• If disease symptoms worsen, the benefit/risk ratio must be re-assessed. 
• The appearance of clinical signs such as sore throat, fever, pallor, purpura 
or jaundice during sulfasalazine treatment may indicate myelosuppression, 

 
� Date and summary content of the amendments made sin ce the last assessment by the TC:  
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haemolysis or hepatoxicity. Treatment should be stopped immediately while 
awaiting the results of blood tests. 
• Oral sulfasalazine inhibits the absorption and metabolism of folic acid and 
may, as a consequence, cause folic acid deficiency, potentially resulting in 
serious blood disorders (e.g., macrocytosis and pancytopenia). 
• Sulfasalazine should be given with caution to patients with severe allergy or 
bronchial asthma. 
• Use in children with systemic onset juvenile rheumatoid arthritis may result 
in a serum sickness like reaction; therefore sulfasalazine is not 
recommended in these patients. 
• Soft contact lenses may be discoloured during therapy. 
 

4.5. Interaction with other medicinal products and other forms of 
interaction 
Combinations requiring precautions for use 
+ Digoxin 
 
Reduction of serum digoxin can reach 50%.  
Clinical monitoring, ECG and possibly serum digoxin measurement. If 
necessary, the dose of digoxin can be adjusted during sulfasalazine 
treatment and after its cessation.  
 

4.5. Interaction with other medicinal products and other forms of 
interaction 
Combinations requiring precautions for use 
 
+ Digoxin 
Reduction of serum digoxin can reach 50%. 
Clinical monitoring, ECG and possibly serum digoxin measurement. If 
necessary, the dose of digoxin can be adjusted during sulfasalazine 
treatment and after its cessation. 
 
Combinations to be taken into account 
+ Azathioprine, Mercaptopurine 
Risk of increasing the bone marrow suppression effect of azathioprine or 
mercaptopurine through the inhibition of:  
its hepatic metabolism by the ASA derivative, in particular in patients with a 
partial thiopurine methyltransferase (TPMT) 
deficiency.  

4.8. Adverse effects  
 
Blood and lymphatic system disorders 
Macrocytosis, which can be corrected with administration of folate, 
haemolytic anaemia, possibility of affecting the 3 lines with, in exceptional 
cases, bone marrow involvement.  
 
Immune system disorders: 
Rare: Hypersensitivity syndrome including Drug Rash with Eosinophilia and 
Systemic Symptoms (DRESS) syndrome. This syndrome includes a severe 
skin rash, fever, eosinophilia above 1500/mm3 and/or atypical lymphocytosis, 

4.8. Adverse effec ts 
 
Blood and lymphatic system disorders 
Macrocytosis, which can be corrected with administration of folate, 
haemolytic anaemia, possibility of affecting the 3 lines with, in exceptional 
cases, bone marrow involvement, megaloblastic anaemia, agranulocytosis, 
aplastic anaemia, leukopenia, thrombocytopenia. 
 
 
Immune system disorders: 
Rare: Hypersensitivity syndrome including Drug Rash with Eosinophilia and 
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and at least one of the following visceral diseases: adenopathies, hepatitis, 
interstitial lung disease, nephropathy, pericarditis or myocarditis.  
Cases of serum sickness usually consisting of fever, skin rash or urticaria 
and arthralgia have also been reported.  Hypersensitivity syndrome can also 
be manifested as oedema of the face, myalgia and arthralgia.  
The onset of hypersensitivity syndrome requires the immediate and definitive 
cessation of the responsible medicinal product.  
 
Metabolism and nutrition disorders 
Loss of appetite 
 
Nervous system disorders 
Peripheral neuropathy, aseptic meningitis, encephalopathy.  
Taste and smell disorders. 
 
Ear and labyrinth disorders 
Tinnitus, vertigo  
 
Cardiac disorders 
Rare: pericarditis.  
 
Respiratory, thoracic and mediastinal disorders 
Rare: fibrosing alveolitis, eosinophilic interstitial lung disease.  
Dyspnoea, cough.  
 
Gastrointestinal disorders 
Abdominal pains, nausea, dyspepsia.  
Very rare: pseudomembranous colitis. 
 
Hepatobiliary disorders 
Elevated liver enzymes, hepatitis (exceptionally fulminant hepatitis), 
pancreatitis.  
 
Skin and subcutaneous tissue disorders 
Exanthema, urticaria, skin colouration and more rarely: cyanosis, epidermal 
necrolysis (Lyell's syndrome), Stevens-Johnson syndrome, exfoliative 
dermatitis, photosensitivity, alopecia, lichen planus.  
 
Musculoskeletal and connective tissue disorders 
Rare: systemic lupus erythematosus, arthralgia, myalgia. 
 

Systemic Symptoms (DRESS) syndrome. This syndrome includes a severe 
skin rash, fever, eosinophilia above 1500/mm3 and/or atypical lymphocytosis, 
and at least one of the following visceral diseases: adenopathies, hepatitis, 
interstitial lung disease, nephropathy, pericarditis or myocarditis. 
Cases of serum sickness usually consisting of fever, skin rash or urticaria 
and arthralgia have also been reported. Hypersensitivity syndrome can also 
be manifested as oedema of the face, myalgia and arthralgia. 
The onset of hypersensitivity syndrome requires the immediate and definitive 
cessation of the responsible medicinal product. 
 
Metabolism and nutrition disorders 
Loss of appetite 
 
Nervous system disorders 
Peripheral neuropathy, aseptic meningitis, encephalopathy. 
Taste and smell disorders. 
Headaches, vertigo 
 
Ear and labyrinth disorders 
Tinnitus. 
 
Cardiac disorders 
Rare: pericarditis. 
 
Respiratory, thoracic and mediastinal disorders 
Rare: fibrosing alveolitis, eosinophilic interstitial lung disease. 
Dyspnoea, cough. 
 
Gastrointestinal disorders 
Abdominal pains, nausea, dyspepsia. 
Very rare: pseudomembranous colitis. 
Hepatobiliary disorders 
Elevated liver enzymes, hepatitis (exceptionally fulminant hepatitis), 
pancreatitis. 
 
Skin and subcutaneous tissue disorders 
Exanthema, urticaria, erythema, colouration of the skin and biological fluids 
and more rarely: cyanosis, epidermal necrolysis (Lyell's syndrome), 
Stevens-Johnson syndrome, exfoliative dermatitis, photosensitivity, alopecia, 
lichen planus, pruritus, acute generalised exanthematous pustulosis.  
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Renal and urinary disorders  
Rare: nephrotic syndrome, proteinuria, haematuria, crystalluria. Interstitial 
nephritis.  
 
Reproductive system and breast disorders 
Moderate alterations of sperm analysis with oligospermia/asthenospermia 
(discontinuation of the drug reverses these effects within 3 to 6 months).  
 
General disorders and administration site condition s 
Headache, fever.  
 
Investigations 
Induction of autoantibodies. 

Musculoskeletal and connective tissue disorders  
Rare: systemic lupus erythematosus, arthralgia, myalgia. 
 
Renal and urinary disorders 
Rare: nephrotic syndrome, proteinuria, haematuria, crystalluria. Interstitial 
nephritis. 
 
Reproductive system and breast disorders 
Moderate alterations of sperm analysis with oligospermia/asthenospermia 
(discontinuation of the drug reverses these effects within 3 to 6 months). 
 
General disorders and administration site condition s 
Fever. 
 
Psychiatric disorders 
Depression. 
 
Investigations 
Induction of autoantibodies. 
 
 

4.9. Overdose  
 

4.9. Overdo se 
The main symptoms of overdose, common to other sulfonamides, are 
nausea and vomiting.  Patients with impaired renal function are exposed to 
an increased risk of severe toxicity.  Treatment is symptomatic and must be 
adapted, including alkalinisation of urine.  
Development of methaemoglobinaemia or sulfhaemoglobinaemia must be 
monitored in patients.  If this occurs, treat appropriately.  
 

5.1. Pharmacodynamic properties  
INTESTINAL ANTIINFLAMMATORY AGENTS 
(A: alimentary tract and metabolism)  
 
5-aminosalicylic acid or 5-ASA is the fraction of sulfasalazine responsible for 
the therapeutic activity:   

 - antiinflammatory action 
 - probable immunosuppressive action, the mechanism of action is not 

yet fully defined. 
 

5.1. Pharmacodynamic properties  
INTESTINAL ANTIINFLAMMATORY AGENTS 
ATC code: A07EC02 
It has been demonstrated that in patients with ulcerative colitis at risk of 
developing colorectal cancer are those with chronic colitis (over eight years), 
extensive colitis lesions (affecting or extending beyond the descending 
colon), associated primary sclerosing cholangitis or history of colon cancer in 
a first-degree relative.  
A meta-analysis of nine observation studies (three cohort studies and 
six case-control studies) having included 334 cases of colorectal cancer and 
140 cases of dysplasia for a total of 1932 patients with UC, revealed that the 
risk of colorectal cancer was around 50% lower in patients regularly taking 
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5-aminosalicylic acid (5-ASA) than in those taking 5-ASA irregularly or not 
taking it at all.  
If it is confirmed, the reduction of the risk of colorectal cancer by 5-ASA 
would involve both the mechanisms linked to the antiinflammatory properties 
and the substance's intrinsic anti tumour properties. 
 

 


