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Letter to Editor Rheumatology

Reply to: 
Methotrexate and not much 
harm to the lungs 
by H. Yazici

Sirs,
We would like to thank Professor Yazici 
for his comments on our recent article 
and we agree with his sentiments and 
judgement.
While the population under study clearly 
differs between randomised controlled 
trials (RCTs) and observational studies 
(OS), the best available evidence suggests 
that the quality of the study is more im-
portant than the design when testing cause 
and effect hypotheses (1, 2). Similar treat-
ment effects are seen in multiple illnesses 
when comparing high quality RCTs to 
high quality OS (1-4). Counter-intuitively 
the effect size may be more homogenous 
in OS (2), possibly due to the selection 
bias of RCTs. 
Physicians may believe RCTS represent 
a superior form of evidence, but robust 
data to support this postulate are lack-
ing (1, 2). Limitations of RCTs include 
short-duration, lack of power to assess 
rare outcomes and questionable external 
validity. A systematic review of observa-
tional studies of at least 2 years duration 
(5) also found lung disease attributable to 

methotrexate to be very rare, which ad-
dresses many of the concerns outlined in 
his letter.
Thus we agree no single meta-analysis or 
study will address all the potential con-
cerns and confounders, but we believe 
our study’s strength lies in the comple-
mentary nature of the material presented 
from short-duration RCTS, to the exist-
ing evidence from longer duration obser-
vational studies, offering robust evidence 
that methotrexate rarely causes intersti-
tial lung disease, if it does at all.

R. CONWAY1, MB
C. LOW2, MB
R.J. COUGHLAN1, MB
M.J. O’DONNELL3, PhD
J.J. CAREY1, MB 
1Department of Rheumatology, 
Galway University Hospitals, 
Merlin Park, Galway, Ireland; 
2Department of Rheumatology, 
St James’s Hospital, Dublin, Ireland; 
3National University of Ireland, 
Galway, Ireland.

Address correspondence and reprint 
requests to: Dr Richard Conway, 
Department of Rheumatology, 
Galway University Hospitals, 
Merlin Park, Galway, Ireland.
E-mail: drrichardconway@gmail.com

Competing interests: none declared.

References
  1.	McKEE M, BRITTON A, BLACK N, McPHER-

SON K, SANDERSON C, BAIN C: Methods 
in health services research: Interpreting the 
evidence: choosing between randomised and 
non-randomised studies. BMJ 1999; 319: 
312-5.

  2.	CONCATO J, SHAH N, HORWITZ RI: Ran-
domised, controlled trials, observational stud-
ies, and the hierarchy of research designs. 
NEJM 2000; 343: 1887-92.

  3.	McGETTIGAN P, HENRY D: Cardiovascular 
risk and inhibition of cyclooxygenase: a sys-
tematic review of the observational studies of 
selective and nonselective inhibitors of cy-
clooxygenase 2. JAMA 2006; 296: 1633-44.

  4.	KEARNEY PM, BAIGENT C, GODWIN J, 
HALLS H, EMBERSON JR, PATRONO C:Do 
selective cyclo-oxygenase-2 inhibitors and 
traditional non-steroidal anti-inflammatory 
drugs increase the risk of atherothrombosis? 
Meta-analysis of randomised trials. BMJ 
2006; 332: 1302-8.

  5.	SALLIOT C, van der HEIJDE D: Long-term 
safety of methotrexate monotherapy in pa-
tients with rheumatoid arthritis: a systematic 
literature research. Ann Rheum Dis 2009; 68: 
1100-4.


