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ǬȍȆŰǾȍȆŬ ȇŬŰǼŰŬȋȄȎ űŬȍȉǼȇȒȊ  ȒȎ 
ŰȍȌɸȌɸȌȆȄŰȆȇǼ (DMARDs )  

1. ǦȍŬŭŮǿŬ ǽȊŬȍȋȄ ŭȍǼůȄȎ 

 

2. ǨɸǿŭȍŬůȄ ůŰȄȊ ŬȊŰǿŭȍŬůȄ ȌȋŮǿŬȎ űǼůȄȎ 

 

3. ǦŮȈŰǿȒůȄ ŰȄȎ ȈŮȆŰȌȏȍȂȆȇǾȎ ȇŬŰǼůŰŬůȄȎ 

 

4. ǨɸȆȁȍǼŭȏȊůȄ ŰȄȎ ŮȋǽȈȆȋȄȎ ŰȒȊ 
ŬȇŰȆȊȌȈȌȂȆȇȗȊ ȁȈŬȁȗȊ 

Sturrock RD. in Rheumatology 4 th  ed. M Hochberg editor  



ǫ. ǴǶǴǵǥǴǨǫǴ ũǫǥ ǵǪ ǷǳǪǴǪ ǵǹǯ 
DMARDs ǴǵǪ ǳǥ 



ũŮȊȆȇǽȎ ŬȍȐǽȎ ȅŮȍŬɸŮȏŰȆȇǾȎ 

Ä Ǫ ȅŮȍŬɸŮǿŬ ȉŮ DMARDs ɸȍǽɸŮȆ ȊŬ ŬȍȐǿȃŮȆ 
ŰȌ ůȏȊŰȌȉȕŰŮȍȌ (ȉŮ ŰȄ ŭȆǼȂȊȒůȄ ŰȄȎ 
ȊȕůȌȏ) 

 

Ä ǴŰȕȐȌȎ ŰȄȎ ȅŮȍŬɸŮǿŬȎ ŮǿȊŬȆ Ȅ ȖűŮůȄ Ǿ Ȅ 
ȐŬȉȄȈǾ ŮȊŮȍȂȕŰȄŰŬ ŰȄȎ ȊȕůȌȏ 

 

Ä Ǫ ŬȂȒȂǾ ɸȍǽɸŮȆ ȊŬ ŬȋȆȌȈȌȂŮǿŰŬȆ ůȏȐȊǼ 
ȇŬȆ ȊŬ ŰȍȌɸȌɸȌȆŮǿŰŬȆ ŬȊ Ȍ ůŰȕȐȌȎ ŭŮȊ 
ŮɸȆŰȏȂȐǼȊŮŰŬȆ 



2012 ACR recommendations update for the treatment of 
early RA,  defined as a disease duration <6 months.  

Singh et al, Arthritis Care & Research 2012 

DMARDs 

ÅLEF 

ÅMTX 

ÅSSZ 

ÅHCQ 

ÅMIN 



2012 ACR recommendations update for the treatment 
of established RA,  defined as a disease duration > 6 
months or meeting the 1987 ACR classification criteria.  

Singh et al, Arthritis Care & Research 2012 

DMARDs 

ÅLEF 

ÅMTX 

ÅSSZ 

ÅHCQ 

ÅMIN 



Smolen JS, Landewé R, Breedveld FC, et al. Ann Rheum Dis (2010) 



Smolen JS, Landewé R, Breedveld FC, et al. Ann Rheum Dis (2010) 



ȺȿȿȼɁȽȾO ȷɅɉȺȽɃ ȸȽɃȿɃũȽȾɋɁ ŪȺɅȷɄȺȽɋɁ  

ȺɄȽȾȷȽɅɃɄɃȽȼɆȼ ɇɋɁ ɆɈɆɇȷɆȺɋɁ ũȽȷ ɇȼ ɉɅȼɆȼ 

ɇɋɁ ȸȽɃȿɃũȽȾɋɁ ɄȷɅȷũɃɁɇɋɁ Ɇɇȼ ɅȺɈɀȷɇɃȺȽȹȼ 

ȷɅŪɅȽɇȽȹȷ ȾȷȽ ɇȽɆ ɆɄɃɁȹɈȿȷɅŪɅȽɇȽȹȺɆ (2012)  



ŪǨǳǥǲǨǶǵǫǬǥ ǲǳǹǵǱǬǱǭǭǥ 
ǴǶǯǵǥũǱũǳǥūǪǴǪǴ ǳǨǶǮǥǵǱǭǱũǫǬǹǯ 
ǯǱǴǪǮǥǵǹǯ 2011-  (ǳǥ) 

Ä 1ȄȎ ǨɸȆȈȌȂǾ 
    -  ũȈȏȇȌȇȌȍŰȆȇȌŮȆŭǾ 7.5mg/ȄȉǽȍŬ 
                 +  
    -  ǮŮȅȌŰȍŮȋǼŰȄ (7.5 ï 20 mg ŮȁŭȌȉŬŭȆŬǿȒȎ, ȉǽȂȆůŰȄ ŭȕůȄ 
25 mg) ȇŬȆ űȏȈȈȆȇȕ ȌȋȖ (5mg/ŮȁŭȌȉǼŭŬ) 
 

Ä ǴŮ ɸŮȍǿɸŰȒůȄ ŭȏůŬȊŮȋǿŬȎ ůŰȄȊ ȉŮȅȌŰȍŮȋǼŰȄ ȉɸȌȍȌȖȊ ȊŬ 
ȐȍȄůȆȉȌɸȌȆȄȅȌȖȊ ŰŬ ŬȇȕȈȌȏȅŬ: 
Â ȈŮűȈȌȏȊȌȉǿŭȄ,  
Â ȇȏȇȈȌůɸȌȍǿȊȄ,  
Â ůȌȏȈűŬůŬȈŬȃǿȊȄ,  
Â ŮȊǽůȆȉȌȎ ȐȍȏůȕȎ,  
Â ȏŭȍȌȋȏȐȈȒȍȌȇǿȊȄ,Ǿ/ȇŬȆ ůȏȊŭȏŬůȉȌǿ ŰȌȏȎ 



ǲȌȆȌ DMARD ŮǿȊŬȆ Ȅ ɸȍȗŰȄ 
ŮɸȆȈȌȂǾ; 

Ä Ǫ ǮǵǷ, ŮǿȊŬȆ Ȅ ɸȍȗŰȄ ŮɸȆȈȌȂǾ ůȖȉűȒȊŬ ȉŮ ŰȆȎ 
ɸŮȍȆůůȕŰŮȍŮȎ ůȏůŰǼůŮȆȎ 

 

Ä Ǫ ŬɸȌŰŮȈŮůȉŬŰȆȇȕŰȄŰǼ ŰȄȎ ŬȏȋǼȊŮȆ 

Â ȉŮ ȐȌȍǾȂȄůȄ ŰȌȏȈǼȐȆůŰȌȊ 10mg/wk  ŬȍȐȆȇǼ  

Â ȉŮ ŰȄȊ ȂȍǾȂȌȍȄ ŬȖȋȄůȄ ŰȄȎ ŭȕůȄȎ 

Â ůŮ ȏȑȄȈȕŰŮȍŮȎ ŭȕůŮȆȎ 20 - 30 mg/wk  

Â ȇŬŰǼ ŰȄȊ ȏɸȌŭȕȍȆŬ ȐȌȍǾȂȄůǾ ŰȄȎ 

 

 



Ȅ ǮǵǷ ŮǿȊŬȆ ŬɸȌŰŮȈŮůȉŬŰȆȇȕŰŮȍȄ ůŮ 
ȉŮȂŬȈȖŰŮȍŮȎ ŭȕůŮȆȎ 

 Visser et al, Ann Rheum Dis 2009;68:1094 ï1099.  



Percentages of patients with a time between 
diagnosis and study entry of 1 year who 
achieved a response according to the American 
College of Rheumatology criteria for 20% 
improvement (ACR20) at week 24 (full analysis 
set).  

Percentages of patients achieving a 
response according to the American College 
of Rheumatology criteria for 20% 
improvement (ACR20), 50% improvement 
(ACR50), and 70% improvement (ACR70) 
at week 24 (full analysis set). The ACR20 
and ACR70 responses in patients taking 
subcutaneous (SC)methotrexate (MTX) 
were significantly different from those in 
patients taking oral MTX.  

BRAUN ET AL,  ARTHRITIS & RHEUMATISM 2008  

Ȅ ǮǵǷ ŮǿȊŬȆ ŬɸȌŰŮȈŮůȉŬŰȆȇȕŰŮȍȄ 
ȐȌȍȄȂȌȖȉŮȊȄ ȏɸȌŭȕȍȆŬ 



Multinational evidence -based recommendations for the use of 
methotrexate in rheumatic disorders with a focus on RA: 
integrating systematic literature research and expert opinion of a 
broad international panel of rheumatologists in the 3E Initiative  

Visser et al, Ann Rheum Dis 2009;68:1086 ï1093  



BRAUN ET AL,  ARTHRITIS & RHEUMATISM 2008  

Percentages of patients achieving a response according to the American College of Rheumatology 
criteria for 20% improvement (ACR20) at week 24 who had been ACR20 nonresponders at week 
16.Patients who did not meet the ACR20 criteria at week 16 were switched from 15 mg of oral 
methotrexate (MTX) to 15 mg of subcutaneous (SC) MTX and from 15 mg of SC MTX to 20 mg of SC MTX 
for the remaining 8 weeks of study (full analysis set)  

Per os vs sc MTX  



ǮȄȊȖȉŬŰŬ Ŭɸȕ ŰȆȎ ůȏůŰǼůŮȆȎ 

Ä ǷȌȍǾȂȄůȄ ȏȑȄȈǾȎ ŭȕůȄȎ ǮǵǷ  >20 mg / wk  

 

Ä ŰŬ ȂȈȏȇȌȇȌȍŰȆȇȌŮȆŭǾ ȒȎ DMARDs 

 

Ä Ǳ ŮȊŭȌȉȏȓȇȕȎ ȐȍȏůȕȎ ɸŮȍȆȈŬȉȁǼȊŮŰŬȆ ůŰȆȎ 
ůȏůŰǼůŮȆȎ ŰȒȊ EULAR, ǨǳǨ 

 

Ä Ǫ ȇȏȇȈȌůɸȌȍǿȊȄ ŮǿȊŬȆ ȉŮŰŬȋȖ ŰȒȊ DMARDs ɸȌȏ 
ɸŮȍȆȈŬȉȁǼȊȌȊŰŬȆ ůŰȆȎ ȌŭȄȂǿŮȎ ŰȒȊ: EULAR, EǳǨ, 
ǨǭǭǪǯǫǬǱǶ ǥǳǷǨǫǱǶ ǦǫǱǭǱũǫǬǹǯ ŪǨǳǥǲǨǫǹǯ 

 

 

 

 



II. ǴǶǴǵǥǴǨǫǴ ũǫǥ ǵǪ ǷǳǪǴǪ ǵǹǯ DMARDs ǴǨ 
ǥǭǭǥ ǳǨǶǮǥǵǫǬǥ ǯǱǴǪǮǥǵǥ  
(ǨǯǧǨǫǬǵǫǬǪ ǬǥǵǥũǳǥūǪ) 

ǯȕůȌȎ Still ŮȊȄȈǿȇȒȊ MTX, LEF, CSA, AZA 

 

ǥȂȇȏȈȒŰȆȇǾ 
ůɸȌȊŭȏȈǿŰȆŭŬ 

MTX, SSZ SSZ 

ǸȒȍȆŬůȆȇǾ ŬȍȅȍǿŰȆŭŬ MTX, CSA, LEF, SSZ MTX, SSZ,LEF, CSA  

EȊŰŮȍȌɸŬȅȄŰȆȇǾ 
ŬȍȅȍǿŰȆŭŬ 

SSZ 

 

ǴǨǭ HCQ, MTX, CSA, AZA HCQ, AZA  

ǴǨǭ-ȊŮűȍȆȇǾ 
ɸȍȌůȁȌȈǾ 

CYC, AZA, MMF CYC, AZA, MMF, CSA, HCQ  

Sjogren  HCQ, MTX, CYC, AZA 

Behcetôs AZA, CSA AZA, CSA, CYC,CSA 

SSZ, THA 

MTX 



ǫǫǫ. ǴǶǴǵǥǴǨǫǴ ǴǷǨǵǫǬǥ ǮǨ ǵǪǯ 
ǥǴūǥǭǨǫǥ ǵǹǯ DMARDs  



ǴȏůŰǼůŮȆȎ ŮȉȁȌȈȆŬůȉȌȖ ɸȍȆȊ ȇŬȆ ȇŬŰǼ ŰȄ 
ŭȆǼȍȇŮȆŬ ŰȄȎ ŬȂȒȂǾȎ ȉŮ DMARDs  

Singh et al, Arthritis Care & Research 2012 

http://www.rheumatology.org/default.aspx


ǴȏůŰǼůŮȆȎ ȂȆŬ ŰȌȊ ŮȍȂŬůŰȄȍȆŬȇȕ ǽȈŮȂȐȌ ɸȍȆȊ ŰȄȊ 
ǽȊŬȍȋȄ ȇŬȆ ȇŬŰǼ ŰȄ ŭȆǼȍȇŮȆŬ ŰȄȎ ŬȂȒȂǾȎ ȉŮ 
DMARDs  

Saag et al. Arthritis & Rheumatism (Arthritis Care & Research) 2008 



Recommendations for contraindications to starting or 
resuming therapy with nonbiologic and biologic disease  
modifying  antirheumatic drugs in RA patients  

Singh et al, Arthritis Care & Research 2012 



Recommendations for contraindications to starting or 
resuming therapy with nonbiologic and biologic disease  
modifying  antirheumatic drugs in RA patients  

Singh et al, Arthritis Care & Research 2012 



Revised Recommendations on Screening for 
Chloroquine and Hydroxychloroquine Retinopathy  

Ä toxicity is cumulative with a dose greater than 1000 gr and duration of treatment 
over 7 years  
 

Ä The AAO recommends that the following factors be taken into consideration when 
assessing increased risk for hydroxychloroquine toxicity: cumulative dose of 1000 g, 
treatment  for more than 7 years, obesity, significant liver or kidney disease or 
advanced age, and pre -  existing retinal, macular disease or cataracts.  
 

Ä All individuals starting these drugs should have a complete baseline  ophthalmologic 
examination within the first year of treatment including examination of the retina 
through a dilated pupil and testing of central visual field sensitivity by an automated 
threshold central visual field testing (Humphrey 10 - 2 testing).  
 

Ä Examination by Amsler grid is no longer recommended  
  
Ä examination by an objective test such as multifocal electroretinography (mfERG), 

spectral domain optical coherence tomography (SD -  OCT), or fundus 
autofluorescence testing (FAF) is also recommended.  
 

Ä If the patient is considered low risk and these examination results are normal, the 
AAO recommendation is that no further special ophthalmologic testing for HCQ  
toxicity is needed for the next 5 years.  
 

Ä For patients who are considered high risk, annual eye examination is recommended 
without the initial 5 year delay.  

 
 Ophthalmology 2011;118:415 - 422.  



Recommendations for monitoring hepatic 
toxicity in patients  with rheumatoid arthritis 
(RA) receiving methotrexate  

Kremer J M, Alacron G S, Lightfoot R W, et al. Arthritis Rheum 1994;  



ǥȊ ŮɸȆŰŮȏȐȅŮǿ Ȅ ȖűŮůȄ; 

Smolen JS, Landewé R, Breedveld FC, et al. Ann Rheum Dis (2010) 

ǵŬ DMARDs ŭȆŬȇȕɸŰȌȊŰŬȆ (;) ŰŮȈŮȏŰŬǿŬ 



ȉȄȊȖȉŬŰŬ 

Ä ǴŰȕȐȌȎ ŰȄȎ ȅŮȍŬɸŮǿŬȎ ŰȄȎ ǳǥ ŮǿȊŬȆ Ȅ ȖűŮůȄ Ǿ Ȅ ȐŬȉȄȈǾ 
ŮȊŮȍȂȕŰȄŰŬ ŰȄȎ ȊȕůȌȏ 
 

Ä Ǫ ǮǵǷ ŮǿȊŬȆ ŰȌ DMARD ɸȍȗŰȄȎ ŮɸȆȈȌȂǾȎ ůŰȆȎ 
ɸŮȍȆůůȕŰŮȍŮȎ ȌŭȄȂǿŮȎ 
 

Ä Ǳ ȅŮȍŬɸŮȏŰȆȇȕȎ ůŰȕȐȌȎ ŮɸȆŰȏȂȐǼȊŮŰŬȆ ȉŮ ȏȑȄȈǽȎ ŭȕůŮȆȎ 
ǮǵǷ > 20 mg/wk  
 

Ä H ȏȑȄȈǾ ŭȕůȄ ŰȄȎ ǮǵǷ ɸȍȌŰȆȉȕŰŮȍȌ ŮǿȊŬȆ ȊŬ ȐȌȍȄȂŮǿŰŬȆ 
ȏɸȌŭȕȍȆŬ 
 

Ä ǵŬ ȏɸȕȈȌȆɸŬ DMARDs ( LEF,  SSZ, HCQ, CSA, AZA ) ŭŮȊ 
ŬɸȌŰŮȈȌȖȊ ȏɸȌŭŮǽůŰŮȍŮȎ ŮɸȆȈȌȂǽȎ 
 

Ä ǱȆ ȇŬŰŮȏȅȏȊŰǾȍȆŮȎ ȌŭȄȂǿŮȎ ȇŬȆ ȌȆ ůȏůŰǼůŮȆȎ ŭŮȊ 
ůŰȌȐŮȖȌȏȊ ůŰȄȊ ȏɸȕŭŮȆȋȄ ŰȄȎ ŬȂȒȂǾȎ ůȏȂȇŮȇȍȆȉǽȊȒȊ 
ŬůȅŮȊȗȊ  



ǲȕůȌ ŭŮůȉŮȏŰȆȇǽȎ ŮǿȊŬȆ ȌȆ 
ůȏůŰǼůŮȆȎ; 

Ä Clinical practice guidelines are developed to reduce inappropriate 
care, minimize geographic variations in practice patterns, and enable 
effective use of health care resources.  
 

Ä Guidelines and recommendations developed and/or endorsed by the ACR 
are intended to provide guidance for particular patterns of 
practice and not to dictate the care of a particular patient. 
 

Ä The ACR considers adherence to these guidelines and recommendations 
to be voluntary, with the ultimate determination regarding their 
application to be made by the physician in light of each patient's individual 
circumstances.  
 

Ä Guidelines and recommendations are intended to promote beneficial or 
desirable outcomes but cannot guarantee any specific outcome.  

http://www.rheumatology.org/default.aspx

