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Table 1: Organisations that commented on the draft Guideline as released for consultation 
 
Add name followed by link to individual received comment (upon publication by Web Services) 
 
 Name of Organisation or individual Country 
1 EFPIA Belgium 
2 F. Dressler / MH Hannover Germany 
3 Malta Malta 
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Table 2:Discussion of comments  
 
GENERAL COMMENTS - OVERVIEW 
 
 
SPECIFIC COMMENTS ON TEXT 
 
NSAID’s 
Line no.1 + 
paragraph 
no. 

Comment and Rationale Outcome 

 With reference to NSAIDS group, we believe that the  ‘needs’ 
subsection should focus on the short-term availability of an oral, easily 
administered, age appropriate formulation, allowing a good coverage of 
the 24h (in one or several doses), irrespective of any further hypothetic 
“innovative formulation”. 

However long term experience in paediatrics is at least equally important. 
No changes to the text are needed. 

 
DMARD’s 
Line no. + 
para no. 

Comment and Rationale Outcome 

 With reference to the needs in the DMARDs group, we believe that 
clinical trials should clearly distinguish the different forms of arthritis, 
as products can be specifically indicated in some forms but not all 
forms. 

Accepted. 

 
Biological agents 
Line no. + 
para no. 

Comment and Rationale Outcome 

 The list may be completed with the following biological agents: 
• Etanecerpt (Enbrel ®2); 
Etanercept and anakinra are missing 
Regarding etanercept studies showing the equal effectiveness of weekly 

The paediatric indication spectrum has been extended (see also 
below)  
Agree to include these compounds  
 

                                                      
1 Where applicable 
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vs. twice weekly dosing in the paediatric age group would help 
 
• Adalimumab (Humira®)3; 
 
• Ketoprofen: This product should be added to the list as it is 

indicated for the long-term treatment of chronic rheumatoid arthritis 
and degenerative joint diseases in adults. A syrup formulation has 
been designed for children only and is marketed in a few countries 
however the approved indications are limited to the symptomatic 
relief of fever and/or pain in infants and children aged from 6 
months to 11 years (35 kg). Pharmacokinetic data seem to be 
available for this syrup. IV formulation is restricted for use in 
children above 15 years. For oral formulations (tablets and 
capsules), safety and efficacy were not assessed in children and their 
use is restricted to children above 15 years. The subsection ‘Needs’ 
should address clinical efficacy and safety data in the Rheumatology 
paediatric field with extension to younger children groups (< 15 
years). 

Needs are expressed only for children > 6 years, but some juvenile 
forms can begin as early as 12-18 months and are often very severe 
(early beginning is considered by some clinical experts as a bad 
prognosis factor). 
Needs should address: 
▪ children < 6 years. 
▪ clinical trials in association with Methotrexate (severe forms). 

 
 
This drug had already been listed. –no change needed 
 
Not agree. Ketoprofen has hardly been used in paediatrics as compared to 
those mentioned on the list. Moreover there are also no major 
pharmacological advantages for this drug 

 

 

 

 

 

 

 

 

Agreed. Incorporated.  

 
Indomethacin 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Ibuprofen and Naproxen seems to be better tolerated than Indomethacin, 
which causes gastric intolerance and headaches. 
We would like to suggest that ‘Needs’ require comparative safety 
studies versus Ibuprofen and Naproxen. 

Indomethacin remains to be one of the most potent NSAIDs, particularly 
when compared with Ibuprofen. In addition indomethacin is well 
tolerated in prepubertal children and certainly not worse than naproxen 
and ibuprofen with respect to GI-problems and headache. 
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Piroxicam 
Line no. + 
para no. 

Comment and Rationale Outcome 

 We question whether an extension to younger children groups (< 15 
years) should be added. 

Not agreed. - Low pediatric experience and no advantageous 
pharmacological profile - 

 
Cox-2-inhibitors 
Line no. + 
para no. 

Comment and Rationale Outcome 

 We have concern that the COX-2 inhibitors section is asking for long-
term safety data related to cardiovascular and immunological risks. 
Considering the incidence of the cardiovascular effect that is seen in 
adults, it would be helpful if the EMEA could advise companies how to 
evaluate the incidence of cardiovascular effects without a large trial in 
the paediatric population. A clarification on how we could evaluate long 
term safety of COX-2 inhibitors, within the assessment of needs, would 
be helpful. 
 
The COX-2 inhibitors safety review being now finalised, the document 
should be consequently amended. 
 
Approved products should be listed individually. 
 

Some Pharmacokinetic data are available for Celecoxib in children 
(n=10). Rofecoxib has been compared to naproxen in 310 JRA patients. 

Current safety concerns have indeed to be carefully considered prior to 
any investigation of COX-II inhibitors in children. Seeking scientific 
advice prior to the investigation of COX-II-inhibitors in children is 
recommended. 
More recent publications indicate that blood pressure monitoring and the 
assessment of  a prostanoid  profile can be quite useful in this respect.  
(ref. Durrieu et al. Eur J Clin (2005) 61 : 611, 
Hocherl et al. Br J Pharmacol (2002) 136 :1117, Komhoff et al. Nephrol 
Dial Transplant (2006) Mar 22 (Epub ahead of print). -accepted 
 
 
 
 
 
There might be a need for Cox-2 inhibitors in general, without stating 
specific products at this stage 
 

Noted. 

   

 
Sulfasalazine 
Line no. + Comment and Rationale Outcome 
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para no. 

 Data are available from the UK compendium website 
Sulfasalazine (Salazopyrin®) En-Tabs - Pharmacia (update: August 
2005) 
Sulfasalazine EP 500mg - gastro resistant coated tablet. 
Indication approved: Treatment of RA, which has failed to respond to 
NSAIDS. 
Children: 
Acute attack or relapse: 40-60mg/kg per day 
Maintenance dosage: 20-30mg/kg per day. 
Contraindicated: Use in infants under the age of 2 years. 
 
Sulfasalazine is mainly prescribed in HLA B27 juvenile arthritis and in 
Crohn’s disease related arthritis. 

Noted. 
 
 
 
 
 
 
 
 
 
 
There are indeed more ADRs in children than anticipated, such as 
leukopenia and protenuria. SSZ is particular contraindicated in SJIA 
because of the threat induce a macrophage activating syndrome (MAS) - 
accepted 

 
Ciclosporine 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Ciclosporine may have an interest in the systemic forms 
The different indications (JIA, dermatomyositis, lupus) should be 
clearly and carefully distinguished in the required trials, because they 
do not represent a common entity. 

Noted, but uveitis ought to be included in the authorised indication  

 
Methotrexate 
Line no. + 
para no. 

Comment and Rationale Outcome 

 References to some publications on clinical trials in children are copied 
for information below this table 

Noted. 

 
Mycophenolate 
Line no. + 
para no. 

Comment and Rationale Outcome 
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 This product is indicated for graft rejection and has never been 
approved in arthritis. It is still under Phase III clinical development in 
the USA for lupus nephritis and has been investigated in rheumatoid 
arthritis. 
It should be removed from this list 

Are serum levels helpful in monitoring the therapy? 

Not agreed. 

Mycophenolate becomes more and more the alternative drug for SLE-
treatment replacing cyclophosphamide and there are several publications 
about controlled trials in adults (see NEJM)  

Agree the evaluation of the need of drug level monitoring (TDM) will be 
incorporated in the text.  

 
Azathioprine 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Sero-positive forms of rheumatoid arthritis are rare. Most often, they are 
observed in adolescent girls and are quite similar to the adult form. 
They are therefore treated accordingly 

Noted, however no essential new massage. Azothioprine is particularly 
useful in juvenile SLE and sometimes an alternative to methodrexate in 
JIA: -  

 
Hydrochlorquine 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Hydroxychloroquine is reserved to the joint and cutaneous forms of 
lupus.   
It should not be used in young children, as children (even 6 years old) 
are unable to perform electroretinograms that are required to monitor 
the ocular safety. 

Noted, however, there is an uncertainty about the frequency of retinal 
damage. During the treatment of more than thousand children such ADR 
has not been observed in a specialized hospital (Garmich). In addition, 
the ERG is too cumbersome for children and adults, so that this test is 
hardly performed as a routine diagnostic procedure. –  

 
Prednisolone 
Line no. + 
para no. 

Comment and Rationale Outcome 

 It can be useful in all the polyarticular forms with or without systemic 
symptoms 
Therefore, indications should not be limited to SLE, myocarditis and 
dermatomyocitis. 
We would like to stress that the instructions for use and the 
recommended doses (often too important) are critical and should be 
addressed. 

The indication for systemic use of prednisolone should be kept restricted 
because of its catabolic ADRs including growth retardation. Today there 
are sufficient alternatives available. There is, however, still a debate 
about the maximal tolerable dose, which is presently ranging from 0.04 to 
0.5 mg/kg/day - rejected 
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Local therapy 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Many articles demonstrating the efficacy in mono - or oligo - articular 
forms are available. The treatment for these forms is based on 
Glucocorticoid local therapy, even before 6 years old. Requirement for 
well-controlled efficacy/safety trials should not be specific to this group 
of age. 
Instructions for use (number of injections in a predefined period of 
time) are the main concern. The long-term safety has never been 
correctly investigated. 

Agreed. 

Incorporate the lowest age for this treatment to be >2 years instead of > 6 
years  

 
Meloxicam 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Available as a syrup in phase III testing Noted.  An age appropriated formulation still to be available in all MSs.- 

 
Triamcinolone hexcetonide 
Line no. + 
para no. 

Comment and Rationale Outcome 

 The a is missing in the second part of the drug name Accepted  

 
Several 
Line no. + 
para no. 

Comment and Rationale Outcome 

 Suggestions to add additional indications/formulations: 
 
Diclofenac           Auth Indication           Add    pyrexia 
 
Indomethacin     Auth Indication           Add    closure PDA in 
                                                                             newborn 

                     Auth  Formulation      Add  IV for PDA 
 

Not agree as only the indications of rheumatic diseases in a 
restricted way have been considered in this list.        

(EMEA/175192/04 EMEA/PEG Procedure for Identifying Paediatric Needs) 
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Infliximab           Auth  Indication           Add     Mixed CTD, 
                                                                              PAN 
                                                                   (limited experiende 
                                                                    with 2 patients) 
Cyclosporin A     Auth Indication            Add     Post-trans- 
                                                                   plant, other CTD 
 
Methotrexate,       Auth Indication         Add    Malignancy,  
                                                                            CTD 
 
Methotrexate,       Auth Indication         Add    Malignancy, 
Cyclophosphamide                                           CTD 
 
Mycophenolate 
Mofetil                   Auth Indication            Add    Unresponsive   
                                                                            CTD 
Azathioprine         Auth Indication Add    IBD 
 
Prednisolone          Auth Indication        Add    IBD, nephritis etc  
 

 
 
 


