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The 12th annual Supplement of Clinical 
and Experimental Rheumatology con-
cerning Contemporary Topics in Rheu-
matic Diseases is entitled “Metho-trex-
ate in Rheumatic Diseases.” Over the 
last three decades, methotrexate has be-
come the “anchor drug” for rheumatoid 
arthritis (RA) (1, 2), taken by far more 
patients than any other medication (3). 
Methotrexate also is widely used at this 
time in treatment of all inflammatory 
rheumatic diseases. The Supplement 
addresses pharmacologic properties, 
mechanisms of action, use in different 
diseases, and combinations with other 
DMARDs and biological agents associ-
ated with methotrexate. 
This compendium continues a tradition 
of compiling topical articles by lead-
ing experts as a scholarly endeavour in 
which articles are written entirely by the 
listed authors, without any participation 
of “writing companies” or “ghost writ-
ers,” etc. The articles present not only 
comprehensive summaries of the medi-
cal literature and statistical data, but 
also incorporate invaluable interpreta-
tion based on the authors’ own direct 
research and clinical experience. This 
approach may provide more accurate 
information to guide clinical care than 
many reports of “hotel-based medicine” 
(4), written without such experience.
A volume concerning methotrexate is 
particularly timely, as most medical 
literature and educational programs for 
rheumatologists over the last decade 
have been directed to biological agents. 
However, methotrexate is taken by 
many more patients (3), including most 
patients who take biological agents or 
who are enrolled in therapeutic trials 
with newer small molecules. A signifi-
cant knowledge void remains among 
many physicians and other health pro-
fessionals, as well as patients, regard-
ing accurate information concerning 
methotrexate in rheumatic diseases:
1) Methotrexate continues to be re-

garded in much of the general medi-
cal community as similar to other 

disease-modifying anti-rheumatic 
drugs (DMARDs) such as sulfasala-
zine and leflunomide in efficacy for 
rheumatoid arthritis (RA) and ad-
verse events, based on systematic re-
views and meta-analyses of clinical 
trials (5). However, methotrexate is 
considerably more likely to be taken 
by patients in rheumatologic care for 
RA than these other agents (3). Fur-
thermore, courses of methotrexate 
are considerably more likely to be 
continued over 5 years than cours-
es of other DMARDs (or biologic 
agents) (6), reflecting greater effec-
tiveness and tolerability and fewer 
adverse events.

2) The efficacy of methotrexate is 
similar to that of biologic agents 
in initial treatment of patients with 
RA, although 20–40% of patients 
may require an addition of biolog-
ic agents, which, when used with 
methotrexate, are clearly superior to 
methotrexate alone in patients who 
had experienced a prior incomplete 
response to methotrexate.

3) Methotrexate retards radiographic 
progression in most patients (7), 
although again 20–40% of patients 
may have greater retardation upon 
addition of a biologic agent (8). 
Nonetheless, differences in radio-
graphic progression seen in patients 
who take methotrexate or a biologic 
agent are very small, and may be of 
limited clinical importance although 
statistically significant.

4) The dosage of methotrexate that 
is now recommended is between 
15–30 mg/week, and parenteral ad-
ministration appears to increase bio-
availability and efficacy with some 
increase in adverse events. None-
theless, many patients experience 
adequate responses to lower doses, 
and even doses of 2.5–7.5 mg/week 
in the few patients who do not toler-
ate higher doses appear to improve 
patient status.

5) Methotrexate is administered to 
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patients with rheumatic diseases in 
doses 10–100-fold lower than those 
used to treat patients with malignan-
cies. Nonetheless, adverse events 
and drug interactions associated 
with low-dose methotrexate in dos-
ages used in patients with rheumatic 
diseases often are noted incorrectly 
to be identical in frequency and se-
verity to those observed in patients 
receiving high-dose methotrexate 
for the treatment of neoplastic dis-
eases in some medical textbooks (6), 
online drug resources, and informa-
tion provided to patients when fill-
ing a prescription.  

6) In the treatment of rheumatic dis-
eases, methotrexate appears to act 
primarily through a mechanism to 
reduce inflammation (9), rather than 
through the cytotoxic mechanism 
seen for high-dose methotrexate. 
Therefore, blood cell counts need 
not be reduced to achieve short-term 
efficacy and long-term effectiveness, 
and folic acid supplements can be 
used to reduce toxicity.

7) Methotrexate can be given with con-
siderable safety as an “n-of-1 trial” 
in early arthritis (10), even when the 
diagnosis remains uncertain, with a 
defined endpoint of 3 to 6 months. 
It is possible that weekly low-dose 
methotrexate may well have a risk: 
reward ratio as favourable as most 
antibiotics prescribed over the tel-
ephone by physicians who express 
great reservations about treating  

patients with weekly low-dose 
methotrexate.

8)  Methotrexate is now used in many 
inflammatory rheumatic conditions 
– in most cases with moderate suc-
cess. A primary problem, however, 
is the absence of data from clinical 
trials and observations from stand-
ard care in these conditions. Unfor-
tunately, there may never be enough 
patients or resources for clinical 
trials in all diseases. Clinical ob-
servations can be quite informative 
– that’s how methotrexate was es-
tablished initially for RA (11).

Taken together, over the last decades, 
methotrexate has become the most im-
portant conventional drug treatment in 
rheumatology, especially for patients 
with RA, but also for other (though not 
all other) inflammatory rheumatic dis-
eases. 
More accurate interpretation of infor-
mation for physicians and other health 
professionals, as well as patients, 
concerning use of weekly low-dose 
methotrexate in contemporary care for 
rheumatic diseases could improve care 
and outcomes for patients with RA and 
other rheumatic diseases.

References
  1. PINCUS T, YAZICI Y, SOKKA T, ALETAHA D, 

SMOLEN JS: Methotrexate as the “anchor 
drug” for the treatment of early rheumatoid 
arthritis. Clin Exp Rheumatol 2003; 21 (Sup-
pl. 31): S179-S185. 

  2. VISSER K, KATCHAMART W, LOZA E et al.: 
Multinational evidence-based recommenda-

tions for the use of methotrexate in rheumatic 
disorders with a focus on rheumatoid arthri-
tis: integrating systematic literature research 
and expert opinion of a broad international 
panel of rheumatologists in the 3E Initiative. 
Ann Rheum Dis 2009; 68: 1086-93.

  3. SOKKA T, KAUTIAINEN H, TOLOZA S et al.: 
QUEST-RA: quantitative clinical assessment 
of patients with rheumatoid arthritis seen in 
standard rheumatology care in 15 countries. 
Ann Rheum Dis 2007; 66: 1491-6.

  4. PINCUS T, YAZICI Y, BERGMAN MJ:                
Hotel-based medicine. J Rheumatol 2008; 
35: 1487-8.

  5. DONAHUE KE, GARTLEHNER G, JONAS DE 
et al.: Systematic review: comparative ef-
fectiveness and harms of disease-modifying 
medications for rheumatoid arthritis. Ann  
Intern Med 2008; 148: 124-34.

  6. YAZICI Y, SOKKA T, KAUTIAINEN H, 
SWEARINGEN C, KULMAN I, PINCUS T: 
Long term safety of methotrexate in routine 
clinical care: discontinuation is unusual and 
rarely the result of laboratory abnormalities. 
Ann Rheum Dis 2005; 64: 207-11.

  7. PINCUS T, FERRACCIOLI G, SOKKA T et al.: 
Evidence from clinical trials and long-term 
observational studies that disease-modifying 
anti-rheumatic drugs slow radiographic pro-
gression in rheumatoid arthritis: updating a 
1983 review. Rheumatology 2002; 41: 1346-
56.

  8. LANDEWÉ R, VAN DER HEIJDE D: Radio-
graphic progression in rheumatoid arthritis. 
Clin Exp Rheumatol 2005; 23 (Suppl. 39): 
S63-68.

  9. CHAN ESL, CRONSTEIN BN: Molecular ac-
tion of methotrexate in inflammatory dis-
eases. Arthritis Res 2002; 4: 266-73.

10. PINCUS T, HUIZINGA TWJ, YAZICI Y:              
N-of-1 trial of low-dose methotrexate and/  
or prednisolone in lieu of anti-CCP, MRI, or 
ultrasound, as first option in suspected rheu-
matoid arthritis? J Rheumatol 2007; 34: 250-
2.

11. HOFFMEISTER RT: Methotrexate therapy in 
rheumatoid arthritis: 15 years experience. 
Am J Med 1983; 75 (Suppl. 6A): S69-73.


