Maternal medication and breastfeeding:

Introduction
The benefits of breastfeeding for
infants in the first year of life in
developing countries’ and developed
countries? are well established. In
addition, maternal benefits such as
earlier return to pre-pregnant weight,®
increased child spacing,* improved
bone re-mineralization postpartum,®
reduction in hip fractures in the post-
menopausal period,® reduced risk of
ovarian cancer’ and pre-menopausal
breast cancer,®are well described. Thus
a decision to deny the infant and mother
the potential benefits of breast feeding
must be carefully considered, and
based on the best available evidence.
The average transfer of most
medications into human milk is
exceedingly low® and there are very
few instances when breast feeding is
absolutely contraindicated. However,
there are a number of medications
where the available advice in national
formularies is limited to manufacturer’'s
cautionary statements to meet the
minimum requirement of the licensing
authority. Fortunately is research
available to inform decisions regarding
the use of these medications.

Available Resources
The short list of groups of agents that
are commonly quoted as being
contraindicated in breastfeeding is
Cytotoxic agents, Radioactive
compounds, Drugs of Abuse and
Ergotamine. But, there are exceptions,
additions, cautions and knowledge
gaps. The most recent American
Academy of Pediatrics (AAP) review,
in 2001, has summarised most of the
available evidence,’ but still leaves
some areas open to variable
interpretation. The AAP review also
uses difficult descriptions such as,
“Effect unknown but may be of
concern” and “Usually compatible with
breastfeeding”.

There are several other reviews
and monographs that provide more
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detailed analysis and management.'"
18.17.19, 2021 The WHO published a
document in 2003 that is freely
available on the internet', which
comments specifically on the safety
of drugs on the essential drugs list.
The advise given is easier to follow
than the AAP summmary®. In addition,
the Medicines Information Centre
(MIC), University of Cape Town, has
an on-line data base of drugs used in
lactation®®. Both of these resources
provide guidelines that are easier to
follow than the AAP guidelines and
the MIC data base explains the
reasons for the levels of concern.
Other particularly useful on-line
resources are:
http://www.perinatology.com/exposu
res/druglist.htm
http://www.medsafe.govt.nz/Profs/P
Uarticles/lactation.htm

Excretion of drugs in breast
milk and subsequent effect in
the infant

The milk:plasma (M:P) ratio describes
the extent to which a drug is
concentrated in breast milk, but the
effect of this medication is ultimately
determined by the amount of milk that
the infant ingests and the therapeutic
dose of the drug®. Thus, even drugs
which are concentrated in breast milk,
may be safe if the ultimate dose
ingested is sub-therapeutic. If the dose
(mg/kg/day) received by the infant
(Relative Infant Dose, RID or Exposure
Index, El) is less than 10% of the
therapeutic dose then it is safe unless
the drug or it’s active metabolites
accumulate.™ The RDI is thus directly
proportional to the M:P ratio and
inversely proportional to the rate of
clearance of the drug by the infant®.
Drugs with low rates of clearance will
probably result in higher levels of
exposure and drugs with high rates
of clearance will result in a low level
of exposure, even if the M:P ratio is
high. Ito and Koren® described this
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relationship with the following equation:
RDI =[A x (M:P ratio/CL+)] x 100.
A = milk intake per Kg per minute, and
CL+ = rate of drug clearance of the
infant (ml/kg/minute).

Current Recommendations
Despite the available research quoted,
regarding M:P ratios and RDls, this
information is of limited value as milk
intake per kg varies from infant to infant
and within the same infant with time.

Thus all infants should be
monitored for adverse effects that are
possible in their mothers, according
to the package insert, this is particu-
larly true of substances which have
specific side effects such as sulphur
drugs and antibiotics that may
precipitate haemolysis with G6PD defi-
ciency, and agents which are
associated with allergic reactions, such
as Quinine.

The following tables summarise
medications, according to group, that
are contra-indicated, or best avoided
during breast feeding. Also included
in the table are those agents where
concern has been expressed by the
AAP, but where sufficient research
exists to proceed with breastfeeding
(eg; Metoclopramide). Comment about
the level of concern, effects and then
alternatives is provided where
available. Several comprehensive
reviews'01317:192021 formed the basis
for this data and original source
references are only quoted where they
provide information not found in, or
different to the main reviews consulted.
The three most comprehensive data
bases and their opinions (status) are
shown for comparison.

This summary is not exhaustive
and it must be remembered that even
where avoidance is suggested, that
the risks and benefits of breast feeding
need to be weighed up. In addition,
there are strategies available to mini-
mise exposure: feed pre dosage and
express milk during short courses. W
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