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Azathioprine treatment during lactation

Siks, We read with interest the article by Christensen et al." demonstrating a
low penetration of mercaptopurine in maternal milk of eight inflammatory
bowel disease (IBD) patients on azathioprine. On the basis of this reported low
exposure of children to azathioprine (<1% of the maternal dose), breastfeeding
during azathioprine therapy seems safe.

This study is of great importance as little is known about breastfeeding by
IBD patients on azathioprine. However, considerable inter-individual variability
in the absorption and metabolism of azathioprine® *> makes it difficult to pre-
dict whether this very low dose in maternal milk would not eventually result
in a clinically relevant cumulative dose in the individual child. Therefore, we
proposed to monitor the azathioprine metabolites levels in the breastfed child
as studied earlier.* We wanted to demonstrate the feasibility of this approach
in the case of a child born to a 31-year old mother with Crohn‘s disease. The
child was fed maternal milk during the 3 months while the mother was treated
with azathioprine, 100 mg a day (1.4 mg/kg). At day 8 of the breastfeeding,
the peripheral blood levels of 6-methylmercaptopurine (6-MMP) and 6-tiogua-
ninenucleotides (6-TGN) were assessed in the child; both appeared undetect-
able. At month 3, when the feeding with maternal milk was tapered to zero,
the levels of 6-MMP and 6-TGN were again undetectable in the child, while
the mother had therapeutic levels (6-MMP 410 pmol/10® red blood cells, 6-
TGN 470 pmol/10® red blood cells). During the 6 months of the follow-up, the
child thrived and did not suffer from any infections.

Thus, breastfeeding by IBD patients on azathioprine is probably safe. How-
ever, until more experience is gained, we advocate the monitoring of azathio-
prine metabolites as a method to safeguard the minimal exposure of a
breastfed child.
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Azathioprine treatment during lactation: authors’ reply

Sirs, We thank Zelinkova et al. for the comments concerning our study of Lac-
tating women on azathioprine.'

We performed the study” because of the lack of knowledge about the exposi-
tion of azathioprine in maternal milk to the infant. The results of our study
show a very low exposure, even if the highest measured concentration of the
metabolite in the milk samples was used in the estimation.

As Zelinkova et al. correctly point out, no previous study has been able to
demonstrate a detectable concentration of the azathioprine metabolites in
infants of lactating mothers on azathioprine, even when very sensible methods
have been used. Their findings in a single infant are in accordance with this.
When we combine these findings, we cannot recommend blood tests of the
child as general practice, as these will add no further information but will only
be of discomfort to the infant.
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Glucocorticoids can help in acute severe alcoholic hepatitis

SRS, Recently Rambaldi et al.' conducted a comprehensive meta-analysis on
all trials of glucocorticoids in acute alcoholic hepatitis and found no overall
effect on mortality or other complications and an increased rate of adverse
events. However, they did find a beneficial effect on mortality (RR 0.37; 95%
CI: 0.16-0.86) for objectively severe disease (Maddrey DF >32 and/or encepha-
lopathy) from a relatively small sample size of 249 patients.



