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 Letter to the Editor 

Can these older drugs bring new hope in Rheumatoid arthritis? 

Babu L. N.* 

 

Sir, 

Rheumatoid Arthritis (RA) is an autoimmune disease 

characterized by chronic inflammation of joints. Currently 

one of the first line drugs used for RA is the drug 

Methotrexate (MTX) in low doses (5-25mg once in a 

week). Even though MTX is an antifolate drug, its action 

in RA is widely believed to be due to inhibition of the 

enzyme 5-aminoimidazole-4-carboxamide ribonucleotide 

(AICAR) Transformylase.1,2 A little deeper exploration of 

this drug ,reveals that MTX by inhibiting the above 

enzyme, actually increases the levels of adenosine and it 

has been proven widely that adenosine produces a wide 

spectrum of anti-inflammatory effects like inhibition of 

neutrophil function, modulation of superoxide anion 

generation, modulation of cytokine release, inhibition of 

TNF alpha expression, enhancing interleukin-10 secretion 

there by suppressing inflammation in RA.2-9 

With this concept, rationally a drug which can sustain the 

adenosine levels in this inflammatory milieu can produce 

sustained or effective anti-inflammation. Do we have a 

drug, which can sustain adenosine levels extracellularly? 

The answer is yes. The drug is Dipyridamole. The drug 

Dipyridamole has been known to be an adenosine reuptake 

inhibitor. Which means it can increase the adenosine levels 

extracellularly, by its reuptake inhibition action (that is the 

reuptake of adenosine extracellularly to intracellularly is 

inhibited).10-12 

Hence a combination of MTX with Dipyridamole can 

sustain/increase adenosine levels at the inflammatory sites, 

thereby producing sustained or increased anti-

inflammatory effects, which can be over and above than 

either of these agents given alone. Hence logically this 

combination should provide better and faster healing of 

lesions in RA. 

Another implication of this hypothesis is that, the drug 

MTX’s toxicity can be decreased. MTX is used as low 

dose therapy due to its antifolate mechanism causing bone 

marrow suppression and the ensuing risk of infections. 

Hence this drug MTX if combined with Dipyridamole at a 

lower dose, it can cause lesser bone marrow suppression 

and hence lesser toxicity. But this combination can cause 

better anti inflammation, due to the presence of 

Dipyridamole which increases and sustains adenosine 

levels in the extracellular inflammatory sites, due to its 

action of reuptake inhibition of adenosine, the adenosine 

being produced by AICAR Transformylase inhibition 

caused by MTX. Hence the drug Dipyridamole can 

increase the sensitivity to MTX (drug synergism) in RA. 

Hence a combination of these 2 drugs if investigated 

clinically and found successful can bring a new hope in the 

treatment of RA. 
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