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Letters    Correspondance

• how can placebo effects make inert therapies 
appear effective?

• how can doctors recognize pseudoscience (includ-
ing that seen in peer-reviewed journals) and the 
way it is used to promote sham therapies?
If the authors believe that teaching about CAM 

in UME is justified by the weight of the support-
ive efficacy trials, it would be most appropriate 
for those therapies to be clearly identified and the 
alleged evidence offered for the consideration of the 
academic community. Such therapies could then be 
included in the appropriate parts of the UME cur-
riculum just as all effective therapies are. Calls for 
nonjudgmental integration and teaching of CAM 
are akin to writing a blank cheque to be cashed to 
the detriment of our intellectual integrity.

—Lloyd Oppel, MD, MHSC, CCFP(EM)
—Barry Beyerstein, PHD

—Dale Hoshizaki, MD
—Marley Sutter, MD, PHD

Vancouver, BC
by e-mail
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Safety of metformin use 
during the first trimester

We read Dr Kelly and colleagues’ article1 along 
with Dr Harris’s editorial2 with great interest 

and considered it prudent to present data from a 
recent meta-analysis conducted by the Motherisk 
Program at the Hospital for Sick Children in 
Toronto, Ont.

Our data, presented at the 2005 annual meeting of 
the Canadian Society for Clinical Pharmacology, are 
encouraging with respect to the safety of metformin 
use in the first trimester of pregnancy. In perform-
ing a meta-analytic summary, which included eight 
studies (only five of which could be analyzed statisti-
cally), we found an odds ratio of 0.50. Examining the 
numbers showed three malformed babies among 
the 172 cases in the exposed group. There were 17 
among 236 in the control group. Examining all the 
data available on pregnancy outcomes (including 
those not included in the meta-analysis due to lack 
of controls), we arrived at an overall malformation 
rate of 1.01% in 496 first-trimester exposures, which 
is well within what we would expect to find in the 
general population.

Our results also present the possibility of a 
protective effect of metformin during the first 
trimester. It is biologically possible that, by 
reversing insulin resistance, metformin does pro-
tect against malformation. Although our data 
are encouraging, it is important to note that we 
examined only major malformations. This being 
said, our study does encourage future research 
into the safety of metformin during the first tri-
mester of pregnancy.

—Cameron J. Gilbert, MSC
—Gideon Koren, MD
Motherisk Program, 

Hospital for Sick 
Children

Toronto, Ont
by e-mail


