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Methotrexate Use in a Breastfeeding Patient with
Rheumatoid Arthritis
To the Editor:

Methotrexate (MTX), a folic acid antagonist, is considered the first-line
treatment in the management of rheumatoid arthritis (RA)1. As a result of
embryotoxic and teratogenic effects, MTX is discontinued in women
planning to conceive2,3,4. RA disease activity often decreases during
pregnancy and increases after delivery5. Thus, women with RA are
monitored closely following delivery. Breastfeeding may also pose
challenges, attributable to the concern about drug exposure for the infant
and potential drug-related adverse effects. The American Academy of
Pediatrics and other reviews recommend the avoidance of MTX in breastfeeding women3,4,6.
There is limited evidence of mammary excretion of MTX. One case
report from 1972 describes MTX milk levels in a 25-year-old lactating
mother with choriocarcinoma being treated with oral MTX at a dose of
22.5 mg per day7. Milk, blood, and urine samples were obtained at 2-h
intervals on the first day of treatment and MTX levels were assessed using
a bioassay with partially purified dihydrofolate reductase from mouse
leukemia cells. MTX was detected in breast milk and serum following oral
administration of MTX with peak breast milk level being 5.0 nM at 9 h,
while peak serum levels being a maximum of 1.8 nM at 6 h. The
cumulative excretion of MTX in the first 12 h after oral administration was
10,000-fold more in the urine than in breast milk (0.32 µg in milk, 4.3 mg
in urine). Also, based on lipid solubility measurements, 98% of MTX was
found to be in lipid insoluble form at physiologic pH, demonstrated by the
limited excretion of the drug in breast milk. Given the low rate of secretion
and lipid-insoluble nature, MTX can be considered during lactation.
In our report, we describe a case of a 34-year-old multiparous nonsmoker who continued to breastfeed her infant while being treated with
MTX postpartum for her active RA.
The patient was initially diagnosed with RA at the age of 23 years, 7
months after her first pregnancy. She was treated with sulfasalazine (SSZ)
and oral MTX, and continued this regimen for about 7 years. Medications
were discontinued by the patient because she was lost to followup. When
she was first reviewed by one of the authors (CT), she was noted to have
active RA [Clinical Disease Activity Index (CDAI) 54] and was treated
with hydroxychloroquine (HCQ) 400 mg daily and subcutaneous (SC)
MTX 25 mg weekly. Her disease activity score decreased (CDAI 10),
allowing for the discontinuation of MTX (while continuing HCQ) and the
eventual safe delivery of her third child. Postpartum, she had a significant
flare, resulting in the addition of SSZ to her HCQ regimen. As a result of
persistent joint activity despite treatment, she reluctantly weaned her infant
after 8 months of nursing and was again receiving MTX 25 mg (SC)
weekly.
She expressed interest in conceiving a fourth child and MTX was
discontinued while she was in low disease activity (CDAI 10). She
conceived her fourth child later that year. She had several flares during the
pregnancy, despite concurrent use of HCQ and SSZ requiring intraarticular
steroids and eventually oral prednisone at 10 mg daily at 15 weeks gestational age. She carried to term and delivered her fourth child in May 2012
and nursed her child.
Within 3 months postpartum, she developed a flare of her RA, despite
optimal doses of SSZ, HCQ, and prednisone 10 mg daily. A discussion
ensued about restarting SC MTX. The patient was reluctant, given her wish
to nurse her newborn for a full 12 months, but understood the need to
control her disease. Eventually, a decision was made to monitor MTX
levels in the breast milk.
The patient received 25 mg SC MTX at postpartum day 151. Maternal
serum and breast milk were collected for the first 24 h after initial MTX
injection. Using liquid chromatography-mass spectrometry, MTX concen-
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trations were quantified. Maternal serum MTX level was 0.92 µM 1 h after
SC dose, and 3 breast milk samples taken at 2 h, 12 h, and 24 h after the
initial dose demonstrated 0.05 µM levels of MTX, detectable but below the
quantitation limits. Assuming that milk concentration of 0.05 µM is
sustained over the 24 h post-dose, and that average milk intake of the infant
is 150 ml/kg/day, the infant’s oral dose of MTX through breast milk over
the first 24-h post-dose was estimated to be 3.4 µg/kg/day (22.7 µg/l × 150
ml/kg/day), which was about 1% of the maternal weight-adjusted dose.
The patient/mother was reassured with these results and decided to
continue breastfeeding her 5-month-old infant with weekly dosing of MTX
for a further 9 months.
Our unique case highlights the use of parenteral MTX in a breastfeeding patient with RA. Given that breast milk levels of MTX were very
low, it was expected that exposure by an infant after 24 h of weekly MTX
dose would be negligible. No adverse clinical effects were noted in the
infant. Our case lends support to the use of parenteral weekly MTX in
nursing women with active RA. This practice warrants further observation
and study.
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