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Drug Levels and Effects

Summary of Use during Lactation

Infants receive venlafaxine and its active metabolite in breastmilk, and the metabolite of the drug can be found
in the plasma of most breastfed infants; however, concurrent side effects have rarely been reported. Some experts
feel that venlafaxine is not recommended during nursing,[1] but a safety scoring system finds venlafaxine use to
be possible during breastfeeding.[2] Breastfed infants, especially newborn or preterm infants, should be
monitored for excessive sedation and adequate weight gain if this drug is used during lactation, possibly
including measurement of serum levels of desvenlafaxine (O-desmethylvenlafaxine), to rule out toxicity if there
is a concern. Bruxism has also been reported in one infant. However, newborn infants of mothers who took the
drug during pregnancy may experience poor neonatal adaptation syndrome as seen with other antidepressants
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such as SSRIs or SNRIs. Use of venlafaxine during breastfeeding has been proposed as a method of mitigating
infant venlafaxine withdrawal symptoms,[3,4] but this has not been rigorously demonstrated.

Drug Levels

Venlafaxine is metabolized to a metabolite, desvenlafaxine, that has antidepressant activity similar to that of
venlafaxine.[5]

Maternal Levels. Three mothers with infants aged 0.37, 1.3 and 6 months were taking venlafaxine in doses of 3.04
to 8.18 mg/kg daily for at least a week. Peak breastmilk levels of venlafaxine and its active metabolite,
desvenlafaxine, occurred 1 to 3 hours after the dose in 2 of the mothers. Infants received an average of 7.6%
(range 4.7 to 9.2%) of the maternal weight-adjusted dosage of venlafaxine plus desvenlafaxine.[6]

Six women averaging 7 months postpartum were receiving venlafaxine 225 to 300 mg daily for at least 18 days; 1
was taking the sustained-release (SR) formulation once daily and the others took 2 divided doses daily. In the
women taking immediate-release product, the time of the peak milk levels averaged 2 hours (range 1.7 to 2.8
hours) for venlafaxine and 2.8 hours (range 1.8 to 4.2 hours) for desvenlafaxine. For the SR formulation, peak
venlafaxine and desvenlafaxine levels occurred at 5.7 and 7.7 hours, respectively. The authors estimated that an
exclusively breastfed infant would receive an average of 6.4% (range 5.2 to 7.4%) of the maternal weight-adjusted
dosage of venlafaxine as the drug plus metabolite.[7]

Three women were taking venlafaxine during breastfeeding in doses of 37.5, 75 and 225 mg daily. Milk samples
were taken 8 hours after a dose and measured for venlafaxine and desvenlafaxine. The infants were estimated to
have received 11.8%, 3% and 6.3% of the weight-adjusted maternal dosage.([8]

In 3 women 8 to 30 weeks postpartum who were taking venlafaxine 75 to 225 mg daily, the authors calculated
that their fully breastfed infants would receive an average of 5.2% of the maternal dosage, primarily as
desvenlafaxine.[9]

A woman who was taking venlafaxine 375 mg daily during pregnancy and postpartum had a combined
breastmilk level of 690 mcg/L of venlafaxine and 2 metabolites. The authors estimated that the breastfed infant
was receiving at least 3.5% of the maternal weight-adjusted dosage.[3]

Two women who were 6.5 and 9.5 weeks postpartum and taking venlafaxine 75 mg and 225 mg daily had their
milk measured at unreported times after their doses. The venlafaxine concentrations in their milk were 103 and
327 mcg/L, respectively.[10]

Eleven women taking an average of 194 mg of venlafaxine daily (1 as immediate-release and 10 as sustained-
release) had their breastmilk venlafaxine and desvenlafaxine concentrations measured. The estimated excretion
of the drug and metabolite into breastmilk was 8.1% (range 3.2 to 13.3%) of the weight-adjusted maternal
dosage. The peak drug concentration in breastmilk occurred at about 8 hours after the dose; desvenlafaxine was
the primary contributor to total milk concentration. The estimated infant dosage was 0.208 mg/kg daily (range
0.07 to 0.38 mg/kg daily),[11] which translates to 6.4% of the maternal weight-adjusted dosage.

A woman treated with venlafaxine 75 mg daily during the third trimester of pregnancy and during breastfeeding
provided a trough milk samples during the first week postpartum. The milk level was 461 mg/L, with a
calculated weight-adjusted percentage of maternal dosage of 8.8%. This value might be inaccurate because of the
timing of sample collection.[12]

Random milk samples were obtained from 5 women taking a median dosage of 75 mg (range 37.5 to 150 mg) of
venlafaxine daily had a median venlafaxine milk concentration of 102 mcg/L (range 7.5 to 568 mcg/L) and a
median desvenlafaxine milk concentration of 371 (range 72 to 1031 mcg/L). The authors calculated that this
represents a combined median infant dosage of 77 (range 12 to 163) mcg/kg daily of the two drugs.[13]
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A woman was taking venlafaxine 75 mg daily during pregnancy and postpartum. Trough milk samples were
taken before her dose on several occasions over a 1-year period. At delivery, her colostrum venlafaxine and
desvenlafaxine concentrations were 34 and 428 mcg/L, respectively. At 10 days postpartum, milk concentrations
were 168 and 13 mcg/L, respectively. At 2 months postpartum, milk concentrations were 144 and 442 mcg/L,
respectively. At 6 months postpartum, milk concentrations were 171 and 606 mcg/L, respectively. At 12 months
postpartum, milk concentrations were 96 and 319 mcg/L, respectively.[14]

Infant Levels. Three breastfed (extent not stated) infants aged 0.37, 1.3 and 6 months whose mothers were taking
venlafaxine 3.04 to 8.18 mg/kg daily had undetectable (<10 mcg/L) venlafaxine and an average of 100 mcg/L
(range 23 to 225 mcg/L) of desvenlafaxine in their plasma.[6]

Two mothers on stable doses of venlafaxine 75 and 150 mg daily exclusively breastfed their infants for 6 months.
At ages 3 and 4 weeks, respectively, venlafaxine was undetectable (<10 mcg/L) in the serum of both infants.
Desvenlafaxine was detectable in their serum at 16 and 21 mcg/L, respectively.[15]

Three breastfed (extent not stated) infants whose mothers were taking venlafaxine 37.5, 75 and 225 mg daily had
blood samples taken 8 hours after the previous maternal dose. The infants, whose ages were 3, 10.4 and 14.6
weeks, had venlafaxine serum levels of 9 mcg/L, <3 mcg/L and undetectable; desvenlafaxine serum levels were
<8, 7.5 and 12.5 mcg/L, respectively.[8]

Of 7 breastfed (extent not stated) infants with an average age of 7 months, including 1 set of twins, whose
mothers were taking 225 to 300 mg of venlafaxine daily, only 1 (maternal dose 225 mg daily) had a measurable
serum level of venlafaxine of 5 mcg/L (detection limit 1 mcg/L). Measurable desvenlafaxine serum levels were 3,
6,20 and 38 mcg/L in 4 of the 7 infants.[7]

In 3 breastfed (extent not stated) infants aged 8 to 30 weeks whose mothers were taking venlafaxine 75 to 225 mg
daily, their serum drug levels were 10.2% of those of their mothers, mostly as desvenlafaxine.[9]

Six nursing infants (average 20 weeks; range 7.3 to 60 weeks of age) whose mothers were taking an average of
206 mg daily of venlafaxine had their serum analyzed for venlafaxine and desvenlafaxine. Five were exclusively
breastfed and 1 was about 50% breastfed. Five of the 6 had no detectable (<2 mcg/L) venlafaxine in their serum,
and 1 had a concentration of 5 mcg/L. Two infants, including the one who was partially breastfed had no
detectable desvenlafaxine in their serum; the other 4 had desvenlafaxine concentrations ranging from 4 to 243
mcg/L. This group of 4 infants had an average serum concentrations of the drug and metabolite of 37% that of
their mothers' serum.[11]

A 7-day-old infant with apparent toxicity from breastmilk ingestion had blood venlafaxine and desvenlafaxine
concentrations were 1.5 mcg/L and 9.2 mcg/L, respectively. Her mother was taking a daily dose of 150 mg of
venlafaxine.[16]

A woman was taking venlafaxine 75 mg daily during pregnancy and postpartum. She breastfed her infant (extent
not stated) for at least 12 months. Infant serum samples were taken on several occasions over a 1-year period. At
delivery, the infant had serum venlafaxine and desvenlafaxine concentrations of 13 and 172 mcg/L, respectively.
Serum concentrations decreased progressively to <5 and 16 mcg/L at 2 months of age and <5 + 6 mcg/L at 12
months of age.[14]

Effects in Breastfed Infants

No acute adverse effects or abnormal weight gain were seen in 3 breastfed infants who had detectable serum
levels of desvenlafaxine.[6]

No adverse effects on growth or in sleep, feeding or behavioral patterns were noticed clinically in 2 infants who
were exclusively breastfed for 6 months during maternal therapy with venlafaxine 75 and 150 mg daily.[15]
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Three mothers took an average venlafaxine dose of 162.5 mg once daily. They breastfed their infants exclusively
for 4 months and at least 50% during months 5 and 6. Their infants had 6-month weight gains that were normal
according to national growth standards.[17]

Seven infants (including 1 set of twins) breastfed for 2.7 to 10.3 months during maternal venlafaxine therapy.
Three mothers were taking venlafaxine since birth and 3 were started later. Denver Developmental Screening
Tests in all infants were normal. All but 2 had normal growth; these 2 had decreased weight gain.[7]

In 3 infants aged 8 to 30 weeks whose mothers were taking venlafaxine 75 to 225 mg daily, no adverse reactions
were noted clinically at the time of the study.[9]

A newborn infant whose mother had been taking venlafaxine 375 mg daily during pregnancy had symptoms of
lethargy, poor sucking ability, and dehydration at 2 days of age. The infant was allowed to breastfeed and the
symptoms subsided over 1 week. The authors concluded that the symptoms were likely withdrawal symptoms
that were mitigated by the venlafaxine in breastmilk.[1] Another infant whose mother was taking venlafaxine
300 mg daily was reported by the same center. In this case, the infant's symptoms of withdrawal improved
markedly on day 7 when breastfeeding was initiated, but no drugs levels were measured in milk or in the infant.

4]

Two nursing mothers were taking venlafaxine and quetiapine for postpartum depression; one was also taking
trazodone. Their breastfed infants' development were tested at 12 to13 months of age with the Bayley Scales.
Scores were within normal limits on the mental, psychomotor and behavior scales.[18]

Thirteen infants whose mothers were taking venlafaxine in doses ranging from 37.5 to 300 mg daily were
breastfed (11 exclusively and 2 about 50%). Three of the infants were also exposed to a second psychotropic drug
in breastmilk: 1 each of buspirone, trazodone, quetiapine. None of the infants had any adverse reactions reported
by their mothers or in their medical records.[11]

Two nursing mothers who were 6.5 and 9.5 weeks postpartum were taking venlafaxine in doses of 75 and 225 mg
daily, respectively, in addition to quetiapine for major depression postpartum; one mother was also taking
trazodone. Their breastfed infants' development were tested at 9 to 18 months of age with the Bayley Scales. Both
infants had scores that were within normal limits.[10]

A mother was taking venlafaxine 75 mg daily for depression and anxiety, although when the drug was started is
not clear from the report. Her 1-month-old infant was seen in a pediatric clinic and was demonstrating
agitation, infantile colic, drowsiness, increased startle response, jitteriness and sleeplessness. The symptoms
began at 1 week of age and became progressively worse over time and with breastfeeding. The symptoms were
possibly caused by venlafaxine, although whether they represent a withdrawal reaction of direct drug effects
cannot be determined.[19]

A woman with depression and anxiety was treated with venlafaxine 300 mg daily monotherapy beginning at 20
weeks of pregnancy. On day three of life, the infant had extensor posturing and cycling of the limbs which was
thought to be seizure related. Clinical examination was normal. Her suck was noted to be strong but
uncoordinated and the infant fatigued rapidly. The infant was partially breastfed initially, but when breastmilk
feeding was discontinued, the infant's alertness improved and she gained 314 grams over 7 days. The authors felt
that venlafaxine in breastmilk might have contributed to the infant's lethargy, especially given the high maternal
dosage. The symptoms were possibly caused by venlafaxine in breastmilk.[20]

A woman was treated with venlafaxine 75 mg daily during the third trimester of pregnancy and during
breastfeeding. Pediatric evaluation including neurologic assessment and brain ultrasound were conducted
during the first 24 hours postpartum. Further follow-up was conducted at 6 or more months of age. The infant's
clinical status was comparable to unexposed infants from the same pediatric department.[12]
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A woman taking venlafaxine 150 mg daily noticed that her infant was difficult to rouse and breastfed poorly. She
stated that breastfeeding was frequently interrupted by apparent infant distress and easy fatigability. At 7 days of
age, the mother sought medical attention. On admission to the ICU, the infant was somnolent, difficult to rouse
and hypotonic. The infant’s weight was 3080 grams, with an average weight gain of 12 grams daily. On day 8,
formula was substituted for breastfeeding with an improvement in alertness and weight gain. Although the
infant’s serum venlafaxine and desvenlafaxine were relatively low, the infant’s symptoms were probably related to
the drugs in milk.[16]

A woman was taking venlafaxine 75 mg daily during pregnancy and postpartum. She breastfed her infant (extent
not stated) for at least 12 months. During the 1-year follow-up, no symptoms related to venlafaxine toxicity were
observed in the infant and neurological development and weight and height were age-appropriate.[14]

Effects on Lactation and Breastmilk

Cases of galactorrhea and elevated serum prolactin have been reported in which venlafaxine played a primary or
secondary role in the etiology.[18,21-28] Galactorrhea with normal prolactin levels has also been reported.[29]
The prolactin level in a mother with established lactation may not affect her ability to breastfeed.

One mother who was nursing a 10.3-month-old infant reported that her milk letdown took longer after starting
venlafaxine 1 month earlier.[7]

An observational study looked at outcomes of 2859 women who took an antidepressant during the 2 years prior
to pregnancy. Compared to women who did not take an antidepressant during pregnancy, mothers who took an
antidepressant during all 3 trimesters of pregnancy were 37% less likely to be breastfeeding upon hospital
discharge. Mothers who took an antidepressant only during the third trimester were 75% less likely to be
breastfeeding at discharge. Those who took an antidepressant only during the first and second trimesters did not
have a reduced likelihood of breastfeeding at discharge.[30] The antidepressants used by the mothers were not
specified.

A retrospective cohort study of hospital electronic medical records from 2001 to 2008 compared women who
had been dispensed an antidepressant during late gestation (n = 575; venlafaxine n = 68) to those who had a
psychiatric illness but did not receive an antidepressant (n = 1552) and mothers who did not have a psychiatric
diagnosis (n = 30,535). Women who received an antidepressant were 37% less likely to be breastfeeding at
discharge than women without a psychiatric diagnosis, but no less likely to be breastfeeding than untreated
mothers with a psychiatric diagnosis.[31]

A woman with chronic depression was treated throughout pregnancy with extended-release venlafaxine 225 mg
daily. She gave birth by cesarean section at 36.5 weeks and began to breastfeed her infant. The infant was not
nursing adequately, but the mother pumped milk after each feeding and used it to supplement the infant. It was
estimated that she was producing at least 900 mL of milk daily. By 8 days postpartum, she began to experience
depression and aripiprazole 2 mg daily, which she had taken before pregnancy, was added to her regimen. After
3 days of combined therapy, she noticed a decrease in milk supply, and withing 21 days, lactation had ceased
completely. Either aripiprazole or the combination with venlafaxine possibly caused a decrease in milk supply.
[32]

A 22-year-old woman who had been taking slow-release venlafaxine 150 mg daily for 3 months reported
bilateral breast engorgement and galactorrhea for 3 days after being prescribed cefpodoxime 200 mg twice daily
for 14 days 2 weeks prior. Laboratory and head CT results were normal except for a slight elevation in alkaline
phosphatase and an elevated serum prolactin level. Her galactorrhea began decreasing within 2 weeks and
disappeared in 3 weeks with no change in venlafaxine dosage. Her serum prolactin level also returned to normal.
The authors felt that her symptoms and hyperprolactinemia were probably caused by cefpodoxime.[33]
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In a study of 80,882 Norwegian mother-infant pairs from 1999 to 2008, new postpartum antidepressant use was
reported by 392 women and 201 reported that they continued antidepressants from pregnancy. Compared with
the unexposed comparison group, late pregnancy antidepressant use was associated with a 7% reduced
likelihood of breastfeeding initiation, but with no effect on breastfeeding duration or exclusivity. Compared with
the unexposed comparison group, new or restarted antidepressant use was associated with a 63% reduced
likelihood of predominant, and a 51% reduced likelihood of any breastfeeding at 6 months, as well as a 2.6-fold
increased risk of abrupt breastfeeding discontinuation. Specific antidepressants were not mentioned.[34]

Alternate Drugs to Consider

Desvenlafaxine, Nortriptyline, Paroxetine, Sertraline
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