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%£1—2. US FDA Pregnancy Category Definitions

Category A

Adequate, well-controlled studies in pregnant women fail to
demonsirate a risk to the fetus in the first (second, third, or alD
trimester(s), and the possibility of fetal harm appears remote.

Category B

Animal studies do not indicate a risk to the fetus; however, there
are no adeguate, well-controlled studies in pregnant women.

OR

Animal studies have shown an adverse effect on the fetus but
adequate, weill-controlled studies in pregnant women have failed
to demonstrate a risk to the fetus.

Despite the animal findings, the possibility of fetal harm appears

remote, if used during pregnancy.

Category C

Animal studies have shown that the drug exerts teratogenic
or embryocidal effects, and there are no adequate, well-
controlled studies in pregnant women,

CR

No studies are available in either animals or pregnant women.

Category D

Positive evidence of human fetal risk exists, but benefits in
certain situations f(eg, life-threatening situations or serious
diseases for which safer drugs cannot be used or are ineffective)

may make use of the drug acceptable despite its risks.

Category X

Studies in animals or humans have demonstrated fetal
abnormalities or there is positive evidence of fetal risk based on
human experience, or both, and the risk clearly outweighs any
possible benefit. The drug is contraindicated in women who are or

may become pregnant.
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# 2 — 2, Australian (ADEC) Pregnancy Category Definitions

Category A Drugs which have been taken by a large number of pregnant
women and women of childbearing age without any proven
increase in the frequency of malformations or other direct or
indirect harmful effects on the fetus having been cobserved.

Category Bl Drugs which have been taken by only a limited number of

pregnant women and women of childbearing age, without an
increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals * have not shown evidence of an increased

occurrence of feial damage.

Category B2

Drugs which have been taken by only a limited number of
pregnant women and women of childbearing age, without an
increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals * are inadequate or may be lacking,. but
available data show no evidence of an increased occurrence of

fetal damage.

Category B3

Drugs which have been taken by only a Imited number of
pregnant women and women of childbearing age, without an
increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals * have shown evidence of an increased
occurrence of fetal damage, the significance of which is

considered uncertain in humans.

Category C

Drugs which, owing to their pharmacological effects, have
caused or may be suspected of causing harmiul effects on the
hurnan fetus or neonafe without causing malformations. These

effects may be reversible.

Category D

Drugs which have caused, are suspected to have caused, or
may be expected to cause an increased incidence of human fetal
malformations or irreversible damage. These drugs may also

have adverse pharmacclogical effects. -

Category X

Drugs that have such a high risk of causing permanent
damage to the fetus that they should not be used in pregnancy or

when there is a possibility of pregnancy.
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In a series of reproductive and developmental toxicology studies,
propranolol was given to rats by gavage or in the diet throughout
pregnancy and factation. At doses of 150 mg/kg/day (> 10
times the maximum recommended human daily dose of
propranolol on a body weight basis), but not at doses of 80
mg/kg/day, treatment was associated with embryotoxicity
(reduced litter size and increased resorption sites) as well as
neonatal toxicity (deaths). Propranolol also was administered (in

the feed) to rabbits (throughout pregnancy and lactation} at
There are no adequate and well-controlled studies in pregnant

women. Intrauterine growth retardation has been reported in
neonates whose mothers received propranolol during pregnancy.
Neonates whose mothers are receiving propranolol at parturition
have exhibited bradycardia, hypoglycemia and respiratory
depression. Adequate facilities for monitoring these infants at
birth should be available. Inderal should be used during pregnancy
only if the potential benefit justifies the potential risk to the
fetus.
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In rodents, rabbits and monkeys, nifedipine has been shown to
have a variety of embryotoxic, placentotoxic and fetotoxic
effects, including stunted fetuses (rats, mice and rabbits), digital
anomalies (rats and rabbits), rib deformities (mice), cleft palate
{mice), small placentas and underdeveloped chorionic villi
{(monkeys), embryonic and fetal deaths (rats, mice and rabbits),
prolonged pregnancy (rats; not evaluated in other species), and
decreased neonatal survival (rats; not evaluated in other

species). On a mg/kg or mg/m 2 basis, some of the doses
associated with these various effects are higher than the

are within an order of magnitude of it.

The digital anomalies seen in nifedipine-exposed rabbit pups are
strikingly similar to those seen in pups exposed to phenytoin, and
these are in turn similar to the phalangeal deformities that are
the most common malformation seen in human children with in
utero exposure to phenytoin.There are no adequate and well-
controlled studies in pregnant women. ADALAT CC should be
used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.
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