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Labeling for Oral and Rectal Over-the-
Counter Aspirin and Asplrin-
Contalning Drug Products; Final Rule

AGENCY: Féod and Drug Administration,
ACTION: Final rule,

SummAaRY: The Food and Drug
Administration (FDA) is amending its
regulations to require that the labeling of
vral and rectal over-the-counter {0OTC)
aspirin and aspirin-containing drug
products for human use bear a warning
that such products should not be used
during the last 3 months of pregnancy
unless directed by a doctor. FDA is
issuing this final rule after considering
the report and recommendations of the
Advisory Review Panel on OTC Internal
Analgesic and Antirheumatic Drug
Products, public comments on the
agency's proposed regulation for these
OTC drug products, which was issued in
the form of a tentative final monograph,
and ali new data and information that
have come to the agency's attention.
FDA is taking this action in order to -
alert pregnant women that aspirin or
aspirin-containing drug products taken
without medical supervision during the
last 3 months of pregnancy may cause
problems in the unborn child or
complications during delivery.
EFFECTIVE DATE: August 8, 1990.
Manufacturers of affected drug products
initially introduced or initially delivered
for introduction into interstate
commerce will have until July 5, 1991 to
comply with the labeling requirement
set forth in 21 CFR 201.63(e}. ,
FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301--
2958000, :
SUPPLEMENTARY INFORMATION:

1. Background

In the Federal Register of July 8, 1977
(42 FR 35346), FDA published, under
§ 830.10(a)(6) {21 CFR 330.10{a}(6)), an
advance notice of proposed rulemsking
to establish a monograph for OTC
internal enalgesic, antipyretic, and
entirheumatic drug products, together
with the recommendations of the
Advisory Review Pane! on OTC Internal
Analgesic and Antirheumatic Drug

Products {Internal Analgesic Panef},
which was the advisory review panel
responsible for evaluating data onthe
active ingredients in these drug classes.
One of the Panel’s recommendations
was that OTC drug products containing
aspirin and carbaspirin calcium bear the
following warning: “Do not take this
product during the last three months of
pregnancy except under the advice and
supervision of & physician.” This
recommendation was based on the
Panel's evaluation of data that led it to
conclude that acute aspirin use during
pregnarncy could prolong the duration of
labor, increase maternal blood loss both
before and after delivery, and cause a
change in the hemostatic mechanisms of
the newborn child (42 FR 35348 at
35402). For these reasons, the Panel
concluded that the acute use of aspirin
during the third trimester of pregnancy
poses a potential hazard and the above-
cited warning should appear en all OTC
aspirin-containing drug products (42 FR
35346 at 35405). Interested persons were
invited to file comments by December 5,
1977. Reply comments in response to the
comments filed in the initial comment
period could be filed by February 8,
1978.

In accordance with § 330.10(a){10) the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MD
20857, after deletion of a small amount
of trade secret information.

in response to the advance notice of
proposed rulemaking for OTC internal
analgesic, antipyretic, and antirheumatic
drug products, two trade associations,
several drug manufacturers, many
health professionals, several consumers,
adrug standard-setting association, two
health professional associations, a »
health foundation, and one consumer
group submitted comments. However,
none of these comments discussed the
Panel’s proposed warning against the

use of aspirin-containing products in the -

third trimester of pregnancy.

The agency's proposed regulation, in
the form of a tentative final rule, for
OTC internal, antipyretic, and
antirheumatic drug products was
published in the Federal Register of
November 16, 1988 {53 FR 46204). As
part of its proposed regulation, the
agency expanded the Panel's propesed
waming concerning the use of aspirin-
containing products during the last 3
months of pregnancy in order to inform
consumers cf the reason for the warning,
as follows: “IMPORTANT: Do not take
this product during the last 3 months of
pregnancy unless directed by a doctor. -
Aspirin taken near the time of delivery

may cause bleading problers in both
mother and child” (53 FR 46253). This
warning appeared in § 843.50{c)(1)(iv}{B)
of the tentative final monograph. The -
agency further proposed that the
warning follow the general pregnancy
warning in § 201.63 that is required for
all OTC drugs that are intended for
systemic absorption, which includes
oral and rectal aspirin and aspirin-
containing drug products. Interested
Dpersons were invited to file by May 16,
1989, written comments, or objections,
or requests for oral hearing before the
Commissioner of Food and Drugs
regarding the proposal. Interested
‘persons were invited to file comments
on the agency’s economic impact
determination by May 186, 1989, New
data could have been submitted until
November 16, 1989, and comments on
the new data until January 16, 1950.

In a notice published in the Federal
Register of January 18, 1990 (55 FR 1471),
the agency advised that it was
extending to March 16, 1990, the period
for comments on new data for the notice
of proposed rulemaking for OTC internal
analgesic, antipyretic, and antirheumatic
«drug products.

Five manufacturers, two trade
associations, and one consumer
submitted comments on the proposed
third trimester pregnancy warning for
OTC aspirin-containing drug products.
There was one request for a hearing.
‘Copies of the comments and the hearing
request are on public display in the
Dockets Management Branch.
Additional information that has come to .
the agency’s attention since publication =i
of the proposed rule is also on public
display in the Dockets Management
Branch. In proceeding with this final
rule, the agency has considered all
comments, new data, and the request for
an orel hearing related to this issue.

§1. Highlights of the Final Rule

This final rule requires a new warning
statement for all OTC oral and rectal
aspirin and aspirin-containing drug
products. This new warning statement
must appear in boldface type and ail
capital letters and immediately follow
the general pregnancy-nursing warning
statement required by § 201.63, under
the heading “Warinings,” as follows:

As with any drug, if you are pregnant or
awursing a baby, seek the advice of a kealth
professional before using this product. IT IS
ESPECIALLY IMPORTANT NOT TO USE”
{select “ASPIRIN" or “ CARBASPIRIN
CALCIUM,” as appropriate} “DURING THE
LAST 8 MONTHS OF PREGNANCY UNLESS
‘SPECIFICALLY DIRECTED TO DO SO BY A
DOCTOR BECAUSE IT MAY CAUSE
PROBLEMS IN THE UNBORN CHILD OR )
‘COMPLICATIONS DURING DELIVERY.”
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-The agency has determined that this
new warning statement concerning use
during the last 3 months of pregnancy
should appear in the labeling of OTC
-aspirin and aspirin-containing drug
products prior to finalization of the
monograph for OTC internal analgesie,
antipyretic, and antirheumatic drug .
products in order to alert pregnant
. women'ef the additional conditions
aunder which these OTC drug preducts

~should not be used without medical
supervision, The agency notes that

. similar warnings have been approved in
new drug applications for OTC
ibuprofen-containing drug products (an

- OTC analgesic similar to aspirin) for
more than 5 years.

HE Summary of the Comments

_ The agency received 10 comments on
its propoesed third trimester warning for
aspirin and aspirin-containing drug
products. One comment endorsed the
agency’s proposed warning, which was
as follows: “IMPORTANT: Do not take
this product during the last three months
of pregnancy unless directed bya
doctor. Aspirin when taken near the
time of delivery may caiuse bleeding

-problems in both mother and child.”
Several comments, including one from a'

_trade association, recommended that the
agency’s proposed warning be deleted.
Several of the comments contended that
the warning, when used in‘conjunction
with the general pregnancy warning
required by § 201.63 {*As with any drug,
if you are pregnant or nursing a baby,

- seek the advice of d health professional
before using this product.”) may confuse
and unduly frighten consumers.

One comment noted that the Panel's
recommendation in 1977 for an aspirin
-pregnancy warning was made before the
agency implemented its requirement in

1952 for a general pregnancy-nursing
warning for all drugs intended for
systemic absorption. Other comments
contended that the agency’s proposed

* warning is unnecessary and that the
general pregnancy warning is adequate

- to inform pregnant consumers of the
need to consult & trained health

: professional prior to using OTC drug

- products containing aspirin; Another

-comment-argued that the two warnings
taken together would reduce the

. -likelihood that consumers will follow
the directions of the general warning to

" consult & doctor before use of these

. produgcts during the first six months of
pregrancy. The comment concluded that
‘the agency’s proposed warning could -

. result in'the inappropriate use of OTC
aspirin drug products during pregnancy.

- 'Another comment stated that the
warning could cause consumer :

. confusion. The comment asserted that

the first sentence of the proposed -
warning could lead consumers to
believe that there may be circumstances -
in-which a woman in the third trimester
of pregnancy should take aspirint when
directed to do so by a doctor, while the
second portion of the proposed warning |
clearly says that the use of aspirin near
the time of delivery may cause bleeding |
problenis in both mother and child. ‘
Another comment argued that the
agency's proposed warning could lead a
consumer to-assume that aspirin taken
prior to the last trimester is completely
without risk. The comment stated its -
belief that the explicit speculation
included in the proposed warning goes
beyond responsible regulation and that
it may frighten consumers who have
been prescribed aspirin during
pregnancy for legitimate medical needs,
One comment warned that the
proliferation of warnings proposed for
inclusion in the labeling of these OTC
drug products carries with it the risk
that the effectiveness of the warnings
may be diluted, so that truly significant
warnings will be overlooked by
consumers. The comment recommended
use of a single warning instead of
several specific warnings dealing with
the same subject. Citing the agency’s
proposed third trimester pregnancy
warning as an example, the comment .
suggested that the general pregnancy
warning and the agency's proposed
warning be combined, to read as
follows: “As with any drug, if you are
pregnant or nursing a baby, do not take
unless directed by a doctor. This is
particularly important for aspirin during
the last 3 months of pregnancy since it
may cause bleeding problems in mother
or child.” The comment contended that
the combined warning would be more
effective and requested & hearing if the
agency disagrees with its position ga
this issue. :

" . One comment questioned the need for

the additienal warning for two reasons:
{1) Lack of evidence demonstrating the
need for such a warning and (2} lack of

- evidence that the general pregnancy

warning is ineffective in accomplishing
the goal of the more specific proposed
warning: The comment further
questioned the need for the proposed
warning based on two studies (Refs. 1
and 2) that suggest that low daily doses
{60 or 160 milligrams (mg)} of aspirin
taken during the third trimester of
pregnancy may reduce the incidence of
pregnancy-induced hypertension and
preeclamptic toxemia in women at risk
from these conditions. The comment
cautioned that the agency’s proposed
warning may jeopardize a woman's
compliance with this promising new use

of aspirin and may therefore interfere -
with the physician-patient relationship.

Another comment submitted a study
{Ref. 3) designed to assess whether there
is an association between third -
trimester aspirin use and an increase in
the incidence of stillbirths or in the
degree of neonatal bleeding, maternal
bleeding, length of gestation, or length of
labor. Subsequently, the comment

.. submitted another analysis of the same-

data base (Ref. 4), which assesses the
effect of aspirin use in the last 10 days
of pregnancy. The comment asserted
that these data demonstrate that a third-
trimester pregnancy warning for aspirin .
is not necessary.

" Subsequently, the trade association,
which had requested deletion of the
proposed warning, noted the more
recently submitted new scientific
information {Refs. 3 and 4) and
requested that the agency resolve the
third-trimester pregnancy warning for
OTC aspirin-containing drug products -
without awaiting resolution of the other
issues presented in the tentative firial
monograph. Numerous legal precedents
were cited to support its suggestion [Ref,
5). The comment added that FDA has
finalized labeling regulations outside the
OTC drug review monograph process,
mentioning the general pregnancy-
nursing warning in § 201.63. That .
warning applied to OTC aspirin-
containing drug products, and other
marketed OTC drugs, prior to issuance
of a final monograph. The comment
recommended that the agency publish
expeditiously a final rule that would
require, if appropriate, the following
third-trimester pregnancy warning on
the labeling of all OTC aspirin and -
aspirin-containing analgesic-antipyretic
drug products: “Do not use this product
during the last 3 months of pregnancy
unless advised to do so by a-doctor
because it may cause problems during-
delivery.” The comment contended that
the language of its proposed warning is
consistent with the third-trimester
warning language that now appeers en
the OTC analgesic ibuprofen. The
comment asserted that this warning is
likely to receive nationwide acceptance
and thereby maintain national
uniformity in the labeling of aspirinr and
other OTC analgesics. The comment
also recommended that the final rule
provide that warnings may be combined
to eliminate duplicative words or
phrases so that the resulting warnings
are clear and understandable, as
proposed in the tentative final
monograph.
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IV. The Agency’s Conclusions on the
Comments

The agency has determined that the
third-trimester pregnancy warning
should be finalized before resclution of
the other matters pending in the
tentative final monograph for OTC
internal analgesic, antipyretic, and
antirheumatic drug products. The
agency is finalizing this warning for
OTC aspirin-containing drug products
now, in order to ensure that consumers
have adequate information concerning
the use of these products during the
third trimester of pregnancy. This will
enable consumers to make intelligent
and informed decisions concerning their
safe use.

The agency does not agree with the
comments that contend that the
agency’s proposed third-trimester
pregnancy warning is unnecessary in
light of the general pregnancy warning
already required to appear on these
OTC drug products. However, after
reviewing the Panel's conclusions, the
submitted comments, and the recently
available data on this issue, the agency
now believes that a specific reference to
bleeding as proposed in the tentative
final monegraph {53 FR 46204 at 46253}
is not necessary. Use of aspirin during
the third trimester poses potential risks,
Therefore, the agency believes that it is
important that consumers be specially
advised not to use aspirin and aspirin-
containing OTC drug products during
the third trimester of pregnancy unless
directed to do so by a doctor.

In a recent study by Brent, Shook, and
Wilson {Ref. 3), the outcomes of
pregnancies in which aspirin was used
during the third trimester of pregnancy
were compared to the outcomes of
pregnancies in which no aspirin was
used. The study also evaluated the
effect of different aspirin exposure
levels during the third trimester and the
last month of pregnancy. The data base
used in this study was generated by the
Naticnal Collaborative Perinatal Project
{MCPP}, sponsored by the National
Institutes of Health. This data base
resulted frem a comprehensive
multicenter study that monitored
approximately 58,000 pregnancies and
their outcomes during a 16-year period
{1859-1974) in an effort to clarify the
etiology of cerebral palsy and mental
retardation. The study collected
information from participating women
on many facters that may have affected
cerebral palsy and mental retardation
such as other conditions, disease states,
medications, freatments, education,
socic-economic level, sex of the .
necnate, and others, This information
was collected from participating women

on an ongeing basis from the time they
were diagnosed as pregnant and
continuing through delivery. Information
also was collected on the neonates from
the time of delivery until age eight.

Subjects were included in the analysis
by Brent, Shock, and Wilson when the
NCPP data base contained a record of
the outcome of the pregnancy and
information indicating whether or not
aspirin was used. Aspirin expesure was
recorded as “low dose" (subject took
aspirin on only 1 day in a lunar month),
“medium dose” {subject tock aspirin on
2 to 7 days in a lunar month), and “high
dose” {subject tock aspirin on mare than
7 days in a lunar month). However,
neither the total dose of aspirin taken on
any given day nor the total number of
days of aspirin use if over 8 days was
reported. ‘

The study evaluated five endpoints:
incidence of stillbirths, degree of

‘neonatal bleeding, maternal bleeding,

length of gestation, and length of labor.
Because neonatal bleeding was not
directly recorded in the NCPP data base,
data cn neonatal intracranial bleeding,
neonsatal hematocrit, and neonatal
bemoglebin (after 48 hours) were
analyzed to give an estimate of the
degree of neonatal bleeding. The authors
stated that a reduction in hematocrit by
0.6 percent after 48 hours or a reduction
in hemoglobin by 0.2 gram {g) indicated
a blood loss of approximately 1 percent.
Both stillbirth and neonatal intracranial
bleeding were noted as either present or
absent, while the other outcomes were
measured on a continuous scale.

Qther factors which when present
during pregnancy may have influenced
the above uncerrected risk estimates
were identified from previous literature
and tested for possible influence on
study outcomes. The other factors
analyzed for included 62 non-drug
factors and 27 categories of drugs. Each
of these covariables was tested to
determine whether it was associated
with the unadjusted risk of the
investigated outcomes and whether it
was asscciated with the use of aspirin in
the study. The unadjusted risk
assessments for the evaluated outsomes
were then corrected for each of these
covariables simultaneously and both
unadjusted and adjusted results were
reported.

Pregnancies in which the above
oufcomes were recorded were evaluated
by comparing aspirin-expesed

pregnancies to unexposed pregnancies. -

The proportions of women who
demonstrated one of these outcomes
and who were exposed to aspirin in one
of three desage groups during the last 3
months of pregnancy were compared to

the proportions of women in the group
with no aspiria exposure. The exposure
groups were: {1} Any exposure fo aspirin
regardless of deses, {2} low-dose group,
and {3} high-dose group. In addition to
the evaluation of the effects of aspirin
exposure during the third irimester of
pregnancy, women exposed at the high

" and low dose during the last month of

pregnancy were compared to women not
exposed to any aspirin during that time.

There was no statistically significant
association of neonatal intracranial
bleeding with any level of aspirin use in
the third trimester or in the last month of
pregnancy. The authors considered the
data for these associations sufficient to
detect a difference as small as 1 percent
between any of the aspirin-user groups
and the unexposed population, with a
power of 90 percent or greater.

The mean neonatal hemoglobin of 18.2
g percent for the unexposed group was
not changed significantly for any level of
aspirin exposure during either the third
trimester or the last month of pregnancy.
However, the low-dose exposure during
the last month suggests a decrease in
the mean hemoglobin level of 6.1 g
percent, indicating less blood loss
among the unexposed group. An
adjustment of the data for the last
month of pregnancy for covariables
indicated that there is no significant'
difference between the two means when
aspirin was considered independenily.
The authors considered the data for this
outcome sufficient to detect a difference
of 0.2 g percent between any of the
aspirin-user groups and the exposed -
population, with a power of 80 percent.

The unadjusted third-trimester
exposure data for the mean neonatal
hematocrit indicated that the unexposed
group had a significantly higher mean
hematocrit (58.6 percent] than the
exposed groups (p < 0.001). The results
for the last-month exposure groups were
essentially identical to those for the
third-trimester exposure group. The data
from both levels {low and high dose)
indicate a small (less than 1 percent) but
statistically signifcant decrease in the
mean neonatal hematocrit. The authors
reported that adjustment of the data fer
covariables removed the statistical
significance of the difference for both
exposure groups. The authors contend
that the data for the 3-month exposure
were sufficient to detect a difference of
0.3 percent hematocrit between any of
the exposare groups and the unexposed
group, with a power of 90 percent or ‘
greater.

With regard to maternal blocd loss,
the study reported that the mean loss of
226.2 milliliters {mL} of bioed for the
unexposed group was not significantly
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different from any of the aspirin groups
(< 5.1 mL)based on both the adjusted
and unadjusted data. The data from the
low- and high-dose exposures of aspirin
during the last month of pregnancy also
showed no statistically significant
change in either the adjusied or
vnadjusted data, The authors peint out
that the maternal blood loss .
measurements for this study were hased
on delivery room sstimates of the
quantity of blood lost during delivery.
The authors report that the data for this
variable were sufficient te detect a
difference of 8 mL of blood loss for the
3-month data end a 7-mL blood loss for
the 1-month data between the
wnexposed and exposed populations,
with a power of 90 percent or greater.

The study also-attempted {o ascertain
whether or not there was a doss effect
of aspirin over the third trimester of
pregnancy by somparing subjects who
were not exposed o aspirin to sublscis
with exposure to aspirin {1) Any time
during the last trimester, {2} with low-
and high-use aspirin exposure during the
third trimester, and {3} with low- and
high-use aspirin exposure during the last
month,

The third-trimester low-dose aspirin
exposure group included those subiscts
who ingested aspirin on enly 1 dayin
the last month of pregnancy and during
at least 1 other month of the last 3 lunar
months of pregnancy. Where inclusion
was based on a 2-month exposurs, the
remaining month had to have had no
exposure. To qualify for the high-dose
aspirin group, the subjects must have
ingested aspirin on at least 8 days in the
last month of pregnancy and during at
least one more of the last 3 lunar months
of pregnancy, with an intermediate
exposure (2 to 8 days) in the month in
which a high exposure was net
recorded. The last-month low-nse group
included subjects whose aspirin
ingestion was only 1 day during the last
month. The high-use group inchnded
subijects that had ingested aspirin oo at
least 8 days during the last month. The
authors reported that their analysis of
data from the any-aspirin exposure
group and the groups with high and low
dose aspirin exposure during the third
trimester and last month of pregnancy
indicated no aspirin assoeciation for
neonatal intracranial bleeding, neonatal
hematocrit, and necnatal hemoglobin.
Noting the fact that the data for
maternal blood loss were not basedon a
precise guantitative measurement,
which may affect the reliability of the
results, the authors reported that there
was 1o significant difference in
maternal blood loss between the any-

“spirin-exposure group and the

unexposed group. The evaluation of the
3-imonth high- andlow-dose groups, and
the last month data, also indicated no
difference.

In summary, the authors concluded
that this extensive data base shows that
the ingesiion of agpirin in OTC doses
during the last 3 months of pregnaney
does not lead to a ciinically relevant
-adverse result due to bleeding in any of

* the outcomes studied. According to the

authors, the study indicated ne increase
in maternal bleeding or neonatal
bleeding {as measured by either
neonatal intracranial bleeding, neonatal
hemoglobin, or neonatal hematoaorit).

in & subsequent study (Ref. 4) of the
same NCPP data base, the same authors
examined the risks to mothers whe were
exposed to aspirin during the last 10
days before delivery. The study
compared exposed mothers and their
neonates {(both premature and full-term
infanis) with those who were never
exposaed to aspirin during pregnancy.
‘The study involved the analysis of three
bleeding endpoints: neonatal
intracranial bleeding, neonatal
hemoglobin, and neonatal hematocrit, In
addition, based on the assumption that
there was no aspirin effect on these
endpoints, a fourth indicator of possible
intracraniel bleeding at birth, the
intelligence quotient {1} at 7 years of
age, was analyzed.

Subjects were included in the study if
their records indicated that they had
used aspirin within the last 10 days
before delivery or had not used aspirin
at all during their pregnancy bat had the
outcome being evaluated. Premature
infants were defined by a length of

-gestation of less than or equal to 33

weeks and a birthweight of less than
1,500 g. Full-term infants were defined
s having a gestation period greater
than or equal to 34 weeks and a birth
weight equal to or greater then 1,500 g.
The infants whose mothers wers
exposed to aspirin during the last 10
days of pregnancy were sompared to
infants born to mothers with no aspirin
exposure during this same period, An
analysis of maternal bleeding in the full-
term population was also done. Detailed
information regarding the number of
tablets or capsules of aspirin-containing
products that the subjects took was

-abstracted from information inthe NCPP

data base.

Meonatal intracranial bleeding was
evaluated on the basis of the presence
or absence of the condition. Neonatal

. hemoglobin, neonatal hematoerit,

maternal bleeding, and I(J at 7 years
were measured on & continuous scals..
As in the study above, the data wers
analyzed for the eifect of other factors

which may have influenced the
uncorrected rigk estimates. However,
the method of analysis used in this
study differs from that of the previous

" study {Ref. 3) because only the effect of

variables likely to have had an influence
on the unadjusted resulis were analyzed
for, rather than all 88 potential
covariablas.

For the outcome of neonatal
intracranial bleeding in full-term infants,
the study reported that there was no
difference in the percentage of infants
who experienced intracranial bleeding
when a compariscn between the
exposed and unexposed groups was
meade. For the cutcome of neonatal
hemoglobin {after 48 hours), the aspirin-
exposure group had @ mean of 183 ¢
pergent, and the no aspirin-exposure
group had a mean of 18.2 g percent. The
difference between these two means
was not statistically significant. The
data from the aspirin-exposure and the
no-agpirin-exposure groups indicated
that the unadjusted mean hematoerit of
the exposed infantzs {57.8 percent} was
less than the value for the nonexposed
tnfants (58.8 percent) and that the
difference was statistically significant
with a probability of 0.0001. The results
showed on covariant analysis that
aspirin exposure during the last 10 days
of pregnancy had an opposite effect, Le.,
it caused less effect on neonatal '
bhematocrit than no aspirin exposure
during this period. An assessment of the
IQ at age 7 indicated a statistically
significant increase {p=0.0001) in the 1Q
of infants at aga 7 of the aspirin
exposure group [88.0) over the
vnexposed group {98.1), but an
adjustment of the data for the eifects of
eovariables indicated no significant
difference in IQ between the two groups.

Maternal bleeding was assessed in
the same way it had been in the other
study (Rel. 3}, The authors gtated that
the analysis of these data was
extremely difficult due to the large
standard deviations and the skewed
distributions of the blood loss which
they attributed to the fact that the blood
lpss values were estimated and not
measured. Comparison of the
unadiusted means for the blood loss
indicated the unexposad group lost 7.5
mL more blood than the éxposed group.
The difference was found to ba
statistically significant {p =0.002}. The
.authors reported that this result
indicated that the use of aspirin during
the last 10 days of pregnancy resulted in
less blood loss.at delivery; however, the
difference of 7.5.mL {which is equivalent
to 1% teaspoons) is clinically
insignificant.
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.- A comparison of the incidence of
neonatal intracranial bleeding in
exposed and unexposed premature
infants was not statistically significant
{14.6 and 12.1 percent, respectweiy) The
‘authors concluded that there is no
significant increase in the risk of
neonatal iniracranial hemorrhage
between the exposed and unexposed
groups, -
. In the assessment of the data on
~ premature neonatal hemoglobin {after 48
. ,hours) the study indicated that the
aspirin group showed significantly less -
neonatal hemoglobin than the no-
aspirin-exposure group. However, when
these results were adjusted for
covariables that were deemed to have a
significant effect on this cutcome, there
was no significant difference between
the aspirin-exposure and no-exposure
groups. The unadjusted mean hematocrit
of the exposed infants was less than the
value for the unexposed infants, but this
difference was not statistically
significant. When these results were
corrected for covariables, the results
also were not statistically significant.
With regard to the assessment of IQ at 7
years, the study contained little data;
and both the unadjusted and adjusted
values indicated that there was no
statistically significant difference.

The agency concludes that upon
. evaluation of all the available data, -
including the new uses discussed below,
* that aspirin used in the third trimester of
pregnancy poses some potential risks,
only one of which is bleeding. It is
important to advise women in their third
trimester of pregnancy to consult a
doctor before using any OTC drug
products containing aspirin or
carbaspirin calcium, The agency
continues to agree with the Panel and -
concludes that these products should
bear a third-trimester pregnancy '
warmng

The Panel’s conclusion that acute’
aspirin use during the third trimester of

pregancy poses a potential risk for both

mother and infant was based on'its
evaluation of data on the effects of
aspirin on various aspects of pregnancy
as extensively reported in the literature -
thmugh 1977 {42 FR 35346 at 35399). In_
addition to its concerns about the’
changing of the hemostatic mechanisms
in the newborn and increasing maternal
blood loss, the Panel's discussion of the

evaluated'data regarding the effects of - -

aspirin or carbaspirin calcuim on -
pregnancy also included other effects of
these ingredients on pregnancy. Such
other eifects are due to multiple effects
of prostaglandin inhibition on the fetus
and on delivery.

The Panel noted that Tuchman- -
Duplessis et al. (Ref. 6) reported that the

administration of 200 mg/kilogram fkg)/
day of aspirin to rats during the last 6
days of pregnancy resulted in a
prolongation of the duration of
pregnancy, & prolongation of parturition,
and appearance of dystocia {abnormal

- labor) in some animals, which the
authors speculated resulted in the
possible secondary death of the fetuses
in utero. The authors reported that 70
percent of the control dams delivered on
day 21 of pregnancy, while only 18
percent of the treated dams did
{p < 0.05).

The Panel noted that Lewis and
Schulman {Ref. 7) reporied the results of
& 20-year retrospective study designed
to evaluate the influence of aspirin on
the duration of human gestation and

- labor of 103 aspirin-treated subjects.
The study compared subjects {most of
whom had nonspecific collagen diseass
or degenerative musculoskeletal
disease) taking doses of greater than
3,250 mg of aspirin a day during the last
6 months of pregnancy to two control
groups. One of the control groups
consisted of 52 pregnant females with
rheumatcid arthritis, nonspecific
collagen diseases, or degenerative
musculoskeletal disease who did net
take aspirin or other compounds known
to affect prostaglandin synthesis, The

. second contrel group consisted of 50

pregnant women without known disease

~who did not take therapeutic doses of
aspirin or related drugs. The authors
reported that subjects taking aspirin had
an average gestation period of over 1
week longer than either of the control
groups {p < 0.025) and that the conirol
groups did not differ from each other. In
the aspirin group, 42 percent of the
subjects had gestation periods of greater
than 42 weeks (at least 15 days post
mature), while only 3 percent of the
combined control group demonstrated
this, The authors considered this result
as very significant {p < 0.0001). The
subjects in the aspirin group also had a
significant longer mean length of labor
than either of the conirol groups {12
hours versus 7 hours, p-value of less
than 0.005) and had an estimated
average blood-loss at delivery of 100 mL
more than either of the contml groups {p
< 0.025).

The Panel evaluated a study by
Cellins and Turner (Ref. 8) in which two
groups of pregnant women who self-
medicated with analgesics regularly
were compared to a group of matched
contrels. One group of subjects
{constant takers) admitted to taking
analgesics every day of their pregnancy.
Many of the women in this group had
self-medicated with analgesics for years
and were habituated to analgesics. The
constant takers took analgesic powders

containing either aspirin, salicylamide,
and caffeine or aspirin, phenacetin, and

. caffeine. The second group of self-

medicated women (intermittent takers)
admitted to taking anaigesics at least .. -
once a week throughout their pregnancy.
However, the authors reported that
many of the women in this group tock
analgesics much more frequently than
this, but denied taking them every day.
The women in this group took the same

. -analgesic powders or a variety of tablets

containing salicylate alone orin
combination with other drugs. None of
the subjects fook aspirin for chronic
disease such as rheumatoid arthritis.
Colling and Turner reported that the
major effects of regular aspirin
consumption on pregnancy were an
increased frequency of anemia during

_pregnancy, & prolonger gestation, an

increased incidence of complicated
deliveries, a high incidence of

_ antepartum and postparium hemorrhage

and transfusion at delivery, and an
increased perinatal mortality. The
authors theorized that the observed
effects may have been caused by the
other constituents of the powders or by
the fact that so many of the regular
takers were heavy smokers. The authors
stated, however, that the observed
effects of the study were also
explainable by the pharmacologic
effects of aspirin.

The mean length of pregnancy of the
two groups of women was significantly
increased compared to the conirol group
{p < 0.05). The authors of the study
reported that women in the control
group had a mean duration of preganancy
of 38.7 weeks while the women in the
aspirin groups had & mean duration of
pregnancy of 39.7 and 39.8 weeks,
respectively. The proportion of subjects
going beyond 42 weeks of pregnancy
was increased but not significanily so.
The authors stated that the inhibition of
prostaglandin release by aspirin might
be expected to delay the onset of labor
and increase the mean length of labor.

The authors reported a highly
significant increase in both prenatal and
postnatal bleeding {p < 0.001}.
However, because the numbers in the
survey were small, the findings in the
present and past pregnancies of the
women in the study were combined
when assessing the incidence of
antepartum hemorrhage, postpartum

" hemorrhage, and transfusion at delivery..

The authors remarked that it was not
possible to determine in each patient the
time between the last dose of aspirin
and delivery.

In a subsequent study (Ref. 9}, Turner
and Collins evaluated the effects of
regular salicylate ingestion during
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pregnancy on the infants of 144 mothers,
infants born to mothers who tock
salicylates daily during their pregnancy
were compared to infants whose
mothers took salicylates at ledst once.a
week and to a control group matched for
age, parity, gravity, ethnic group, and
social class. The authors reported that
the birth-weights of infants bornto
mothers taking salicylates wers
significantly lower than those of the
matched controls even after a correction
for the mothers who smoked during the
study. The perinatal mortality of these
infants was increased. The authors
- reported that while a direct comparison
between salicylate levels in maternal
blood and cord blood was not possible
because of inconsistencies in the '
sampling of maternal blood, high levels
of salicylates in maternal blocd
corresponded to high salicylate levels in
cord blood. However, no clinical signs
of bleeding in the infants with inereased
salicylate blood levels were reported.
Bleyer and Breckenridge {Ref. 10}
studied the effects of prenatal ™ -
~ medications, including aspirin, on
newborn hemostasis by the comparison .
of prenaial histories obtained from
prenatal medication diaries with clinical
and laboratory studies done pastpartum.
Forty-Three newborns, all born of
healthy mothers after normal
pregnancies and uneventful deliveries
were included in the study. A ‘
medication diary designed to provide an
aceurate record of all pharmacological
agents taken during pregnancy was kept
by éach mother in the study and brought
to the hospital at the time of delivery.
Only after all clinical and laberatory
data had been tabulated were the
medication recerds opened and the
mothers who had taken aspirin
identified and allocated to the following
groups. The drug group consisted of
infahts whose mother took more than 0.3
g of aspirin during the week priorio
delivery. The dosage range for this
group ranged from 0.32 g taken once 7
days before delivery to 1.3 g daily. The
control group consisted of infanis whose
mothers had not taken aspirin in any
form during the last 3 weeks of their
pregnancy. Fourteen infants exposedts
‘aspirin during the week priorto birth
were-compared to 17 infants in the
control group. The authors of the study
stated that they had chosen the ahove
criteria based on information that had
established that bloodlevelscanbe -
detected for 2 days or longer'in adults
and for ag'long as 7 days innieonates,
and that a single small dose of aspirin -
{0.15 to 1.5 g} in normat adults can cause
hemostatic abnormalities for as long as
7 days.

Umbilical cord and maternal blood
samples were obtained at the time of
delivery. All bleeding, including
hemorrhage from circumcision, was
recorded. Guaiac and fetsl hemoglobin
tests wers performed on meconium from
each newborn. A variety of laboratory
tests relating to platelet function and
nuinber and clotting factor activities
were performed on both the maternal
and neonatal blood. The authors
reported that maternal ingestion of
aspirin was associated with the
inhibition of collagen-induced platelet
aggregation and diminished factor XH
activity and noted that both were
evidenced after ordinary deses of
aspirin occurring in the newbeorn when
the mother ingested as litle as 0.85g of
aspirin as long as 2 weeks prior to
delivery.

The authors stated that the
diminished factor XII activity is of
uncertain clinical importance but that
-aspirin-induced platelet dysfunction
may have clinical relevance, particularly
during difficult, traumatic deliveries or
in the presence of another hemostatic
defect such as von Willebrand's diseass,
hemophilia, or thromboecytopenia. They
concluded that even though nene of the
newborns included in the study
developed major hemorrhages, the
kemostatic defects uncovered by the
study are nof necessarily benign, and
recommended that until the clintcal
significance of the study finding is ,
further evaluated, aspirin and other anti-
inflammatory agents known to produce
platelet dysfunction should be avoided
when labor is imminent. : ‘

The Panel also noted a report {Ref. 11)
by Haslam, Ekert, and Gillam of a case
of a “life-threatening gastrointestinal -
hamorrhage™ requiring two transfusions
in one infant whose mother had taken

calcium carbaspirin'{3 tablets of 360 mg .
on each of the last 3 days of pregnancy,

-a total of 2,700 mg).

The more recent data address some of
the Panel's concerns. As noted above,
the studies by Brent, Shook, and Wilson
on the effects of aspirin exposure in the
third trimester and the last month of
pregnancy (Refs. 3 and 4} included an
evaluation’of stillbirths, length of
pgestation, and length of labor. The

‘authors reported that the data indicated

that there was no statistically significant
association between aspirin and still -
birth for aspirin exposure during the
third trimester of pregnancy.

The unadjusted 3-month exposure
data on the length of gestation from this
study suggest that the average gestation
period of 39.8 weeks for the unexposed
group was significantly increased by 0.1
week for any exposed aspirin group

‘greater.

{p==0.004) 2nd decreased 0.2 week for
the high-dose aspirin group {(p=0.012).
Howevar, the authors reported that the

' adjustment of the data for covariables
' by multiple regression indicated that the

effect of aspirin alone does not

 significantly change the length of

gestation in any of the three groups

' analyzed. The unadjusted data from the
. low and high doss aspirin use during the

last month of pregnancy suggest a
significant decrease in the length of
gestation of 0.1 week for the high dose
group (p=-0.022) which is supporied by
the multiple regression analysis of the
data. When the data were adjusted,
statistically significant decreases were
indicated for both groups (low dose
mean decrease of 0.087 wesk, p=0.014;
high dose mean decrease of 0:191 week,
p=0.0001). The authors reported that the
data were sufficient to detect a
differenice of 0.84 day (0.12 week) for the
3-month data and 0.7 day {0.1 week] for
the 1-month data between the exposed
populations and the unexposed
populations, with a power of 90 percent
or greater,

With regard to the length of labor, the
authors reported that based on the
unadjusted data none of the third-
trimester aspirin exposure levels
resulted in a statistically significant
changs in the mean delivery time of 7.7
hours for the unexposed group.
Howaever, they did report that the high
dose data suggest an average decrease
of 0.4 hour in length of labor, which was
not significant. When the above data
were adjusied for covariables, there was
& small but statistically significant
increase in the length of labor for the
any-aspirin group (mean increase=0,467
hour, p==0.042) and for the high-dose
group {mean increase=0.644 hour,
p==0.040), In the last-month exposure
data, no significant increase in the
lenigth of labor was found for the high-
dose group, but the data for the low-
dose group indicated an increase of 0.5
hour {(unadjusted data) and 0.315 hour
{adingted] (p==0.018). The authors report

" “that the data were sufficient to detecta
difference of 18 minutes (0.3 hour}

between any-aspirin:users and- -
nonusers, with-a power of 90 percent or
In the portion of the study in which
the authors attempted to assess if there
was a dose effect-among differing” -
aspirin groups, the authors comparsd

the daia {(adjusted for covariables] on
gastation from subjects with any

exposure to aspirin to unexposed
women and reported that aspirin alone
did not increase the average gestation
peried. The authors further reported that
when the 3-manth high- and low-dose
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groups were considered, the high-dose
.group had a slightly decreased gestation
period (0.2 week). However, when these
data were adjusted for covariables, the
data did not indicate an aspirin effect on
the length of gestation. The authors
reported similar results when evaluating
the subjects with exposure only in the
last month.

- No effect of aspirin on the length of
labor. was reported in the study when
the unadjusted data from the any-
exposure-to-aspirin group were
compared to unexposed subjects.
However, the adjustment of the data for
covariables indicated that aspirin alone
wotld be associated with a slight
increase in the length of labor of about
28 minutes for the exposed groups.
When dose during the last trimester was
considered for this outcome, the high-
dose aspirin group had an average labor
of 24 minutes less than the unexposed
group. When the data were adjusted for
covariables, aspirin exposure along was
indicated to be associated with an.
average increase of abeut 39 minutes. -
No difference was indicated for the low-
dose group. Data from the last-month
- exposure groups indicated no increase
for the high dose group but a slight -
increase for the low-dose group.
Adjustment for covariables indicated
that aspirin exposure alone was
associated with an average increase of -
21 minutes in the low-dose group, but
there was no increase in the high—dose ,
group.

In addition, the agency is aware of
new uses of aspirin that have been
reported in the scientific literature {Refs.
1 and 2). Schiff et al (Ref..1}.reported a
prospective, randomized, double-blind,
placebo-controlled study to investigate
the capacity of aspirin to prevent -
pregnancy-induced hypertension and to
alter prostaglandin metabolism in
women at risk from these disorders, The
resuits of the study indicated that the
number of women in whom pregnancy-
induced hypertension developed was
significantly lower among women
treated with 100 mg of aspirin daily
during the last trimester of pregnancy
{to within 0 days of delivery}
placebo group. The same result was
reported for the incidence of
preeclamptic toxemia. Based on this
study, the authors concluded that low

daily doses of aspirin taken during the -

third trimester significantly reduce the
incidence of pregnancy-induced :
hypertension and preeclaniptic toxemia
of pregnancy in women at risk from
these disorders.

Benigni et al. (Ref. 2) evaluated the
effect of low-dose aspirin on the fetal
generation of thromboxane by platelets

an in the .

in women at risk for pregnancy-induced
hypertension. The authors reported that
low doses {60 mg daily until delivery) of
aspirin suppressed maternal platelet
thromboxane B, but only partially
suppressed neonatal platelet
thromboxane B, thus allowing
hemostatic competence of the fetus and
newborn. The authors also reported that
low doses of aspirin were associated
with a longer pregnancy and an
increased weight of newborns.

The agency concludes that the effects
of these ingredients on maternal and
fetal vascular and platelet
prostaglandins have been demonstrated.
These effects could be beneficial in

- some instances, e.g., pregnancy-induced

hypertension, or under other
circumstances could cause problems in
some mothers and infants, These effecis
could lead to complications for some
women during delivery, and these
problems would be most likely to occur
if aspirin were taken during the last
trimester of pregnancy close to the time
that delivery occurs. Although the
agency has not yet evaluated these
potential new uses of aspirin, the agency

is concerned that a reference to bleeding

as included in the proposed warning
may discourage compliance with

. medically supervised uses of aspirin,

e.g., the treatment of chronic arthritis,

and therefore is not including a specific .

reference te bleeding in the new
warning for these OTC drug products.
The agency notes that another OTC

. analgesic drug, ibuprofen, which is not

currently included in the OTC drug

-review but is the subject of an approved

new drug application, bears a similar
warning, which states:

IT IS ESPECIALLY IMPORTANT NO TO

* USE IBUPROFEN DURING THE LAST 3

MONTHS OF PREGNANCY UNLESS
SPECIFICALLY DIRECTED TO DO SO BY A
DOCTOR BECAUSE IT MAY CAUSE
PROBLEMS IN THE UNBORN CHILD OR
COMPLICATIONS DURING DELIVERY.

Both aspirin and ibuprofen are
members of a class of drug ingredients
known as non-steroidal anti-
inflammatory drugs. The basis for the
pharmacologic action of this dreg class

'is their ability to inhibit the synthesis of -

prostaglandins {Ref. 12). The inhibition
of prostaglandin synthesis is a critical

- factor with regard to the effects of

aspirin on pregnancy. Aspirin and the
other members of this class share

- similar effects on prostaglandin

synthesis, and their effects on

- pregnancy are similar (Refs. 13 and 14).

The agency now believes that having
different warnings on OTC drug
products containing these ingredients

could cause consumers to perceive that

there is a difference in the safety of
using these ingredients during the third
trimester of pregnancy when, in fact,
there is no established significant safety
difference;

For all of the above reasons, the
agency has concluded that it would be
advisable to include in the labeling of all
OTC aspirin and aspirin-containing drug
products & warning staternent that it is
especially important not to use these
products during the last 3 months of
pregnancy unless specifically directed to
de so by a doctor and to inform -
pregnant women why they should not do
80, i.e., because such use of the drug
may cause'problems in the unborn child
or cause complications during delivery.-
Therefore, the agency is amending the
pregnancy-nursing warning labeling
requirement in § 201.63 to require that
all oral and rectal OTC aspirin and
aspirin-containing drug products bear a
warning similar to that currently
required for OTC ibuprofen drug
products, as follows:

IT IS ESPECIALLY IMPORTANT NOT TO
USE {seiect “ASPIRIN"” or “CARBASPIRIN
CALCIUM,” as appropriate) “DURING THE
LAST 3 MONTHS OF PREGNANCY UNLESS
SPECIFICALLY DIRECTED TODO SCBY A
DOCTOR BECAUSE IT MAY CAUSE
PROBLEMS IN THE UNBORN CHILD OR
COMPLICATIONS DURING DELIVERY.

The agency is requiring that this
warning immediately follow the general
pregnancy warning reqmred by~ }
§ 201.63(a) and appesr in boldface type

. and all capital letters.

The agency disagrees with the
comments that contended that the

‘proposed third-trimester warning is

unnecessary when used in conjuction
with the general pregnancy-nursing
warning, that the two warnings used
together would reduce the likelihood
that consumers will follow the
directions of the general warning, that
the third- trlmes‘er warning would result
in the inappropriate use cf the GTC
aspirin drug products during pregnancy,
and that the two warnings used together
may confuse and unduly frighten
consumers. The general pregnancy-
nursing warning regulation (§ 201. So(b})
provides that where a specific warning
relating to use during pregnancy has
been established for a particular drug,
the specific warning shall be used in
place of the general warning unless
otherwise stated. In this pasticular
situation, the agency concludes that
each warning statement serves a
specific purpose. . The general
pregnancy-nursing warning is intended
o convey the mhessage that at any time
during pregnancy a consumer should
seck the advise of a health professional -
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before using any OTC drug product. The
third-trimester warning is intended to
emphasize that it is especially important
not to-use these types of drugs during
this time unless specifically directed to
do so0 by a doctor. The agency has -
revised the proposed warning in this
final rule to reflect that intent. Thus, the
agency does not intend, in this case, for
the third-trimester warning to be'used in
place of the general warning. The third-
{rimester warning is to be used in '
addition to the general warning. The
final regulation specifically states this
requirement. : -

The similar warning for OTC
ibuprofen drug products has been in use
for over 5 vears. It too is used in
conjuction with the general pregnancy-
nursing warning. The agency has not
received any reports that the use of both
of these warnings has been confusing or
frightening to consumers.

The agency is not adopting the
warning recommended by the trade
association which reads “Do not use this -
product during the last 3 months of
pregnancy unless advised toc doso by a
doctor because it may cause problems
during delivery.” The agency concludes
that the ibuprofen-type warning that has
been adopted is more informative to
consumers because it provides more
information about the potential risks
that may occur. :

The agency believes that it i
important that this new labeling
information be brought to consumers’
attention. In order to ensure that the
new thrid-trimester pregnancy warning
for OTC aspirin and aspirin-containing
drug products is prominently displayed,
the agency is requiring that the warning
be printed on all labeling in boldface
type and all capital letters. Based on the
format of the new warning, the agency
does not consider it appropriate to
combine any portion of the warning with
the general pregnancy-nursing warning
statement. Further, the agency does not
want the general pregnancy-nursing
warning to appear in different wording
in the labeling of OTC aspirin and
aspirin-containing drug products.
Therefore, the agency is not including in
this final rule a provision that the two
pregnancy-warning statements can be .
combined fo eliminate duplicative
words and phrases.: S

Further, the agenty is not adopting the
combined warning suggested by the
comment that requested & hearing,
which read, “As with any drug, if you
are pregnant or nursing a baby, do not
take vnless directed by a doctor. This is
particularly important for aspirin during
the last three months of pregnancy since
it may cause bleeding problems in '
mother or child.” This combined

. requests for extensions of time far

warning would change the general Docket No. 77N-0094, Dockets Managament
pregnancy-nursing warning required by =~ Branch. q

§ 201.83. As noted abgve' the agency > (4) ‘Bre'nt. R.L., Io Shook, and E. R. Wilson,
does not want this warning when used Analysis of the Data Base for the

. . - s Coll tive Perinatal Project: Aspirin Use
in the labeling for aspirin-containing Wi ﬂ?;;o,;z:gay‘:rg:f;e De)livery pr plte

products to_be different than the Neonatal and Maternal Bleeding,”
warning that appears on ell other OTC |, o\ 1 jiched study in Comment No. RPTS,

drug products intended for systemic i Deocket No. 77N-0094, Dockets Management
absorption. In addition, “bleeding 'Branch.

problems” are no longer included | (5) Comments No. C182, Docket No. 77N~
specifically in the warning; thus, the '0094, Dockets Management Branch,
comment’s suggested warning would not (8) Tuchmann-Duplessis, H., et al., “Effects
be appropriate to use. For these reasons,  of Prenatal Administration of Acetylsalicylic
the agency concludes that the Acid in R?ts, Toxicology, 3:207-211, 1975,
comment’s request for a hearing i (7) Lewis, R. B., and J. D. Schulman,
moots, - o “Influence of Acetylsalicylic Acid, An

The effective date of this final rule is Inhibitor of Prostaglandin Synthesis on the

August 6, 1990, Although the regulation Buration of Human Gestation and La_bom'.

N N Lancet, 2:1158-1161, 1973. :
will become effective on that date, (8) Collins, E., and G. Turner, “Maternal

manufacturers of affected drug products  prracts of Regular Salicylate Ingestion in

will be permitted to defer labeling Pregnancy,” Lancet, 2:335-337, 1975.
changes until July 5, 1891. Thereafter, {9) Turner, G., and E. Collins, “Fetal Effects
covered OTC drugs initially introduced of Regular Salicylate Ingestion in Pregnancy,”
or initially delivered for introduction Lancet, 2:338-339, 1975.

into interstate commerce will be S(tl?i)'Bleyei‘hwl:')Atq atlild R-f&ngke!gidge,
required to comply with the new “Studies on the Detection of Adverse Drug
labeling requirement. The agency will Reactions in the Newborn II. The Effects of

Prenatal Aspirin on Newborn Hemostasis,”

consider requests for additional time to Journal of the American Medical

comply with the requiremeant based on a ‘Association, 213:2049-2053, 1970,

showing of good cause. Such requests (1) Haslam, R. R., H. Ekert, and G. L.
should be sent to Office of Compliance, Gillam, “Hemorrhage in a Neonate Possibly

Center for Drug Evaluation and Due to Maternal Ingestion of Salicylate,” The
Research, HF2-300, Food and Drug Journal of Pediatrics, 84:556-557, 1974,
Administration, 5600 Fishers Lane, (12) Shearn, M. A., “Nonsteroidal Anti-
Rockville, Maryland 20857. Any request  inflammatory Agents; Nonopiate Analgesics;
for additional time must state the Drugs Used in Gout,” in “Basic & Clinical
reasons that the drug produet’s Pharmacology,” 2d E_d., ednegl by_ B.G.

1 : : Katzung, Lange Medical Publications,
compliance with the labeling Californi

. . alifornia, p. 400, 1984.

requirement cannot be achlgved, steps {13) Moncada, S., R. J. Flower, and . R.
that hz}ve been taken to achlqved ) Vane, “Prostaglandins, Prostacyclin, -
compliance, and when compliance is Thromboxane Az and Leukotrienes,” in “The
anticipated. Requests for additional time Pharmacologic Basis of Therapeutics,” 7th
must be specifically granted by the Ed,, edited by A. G., Gilman and L. 8.
agency; an extension of time will netbe .  Goodman, Macmillan Publishing Co., New
considered granted merely upon - York, p. 669, 1985. . .
submission of a request. Manufactures (14) Fitzgerald, G. A., "Prostaglandins and
are therefore encouraged to submit Related Compounds,” in “Cecil Textbook of

Medicine,” 18th Ed., edited by |. B.
Wpyngaarden, and L. H. Smith, W. G.

enough in advance to allow the agency Saunders Company, Philadelphia, p. 12786,

time to act on them. 1088,
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on a substantial number of small entities
as defined by the Regulatory Flexibility
Act.

V1. Envivonmental Impact

The agency has determined under 21
CFR 25.24(c){6} that this actionis of &
type that does not individually or
cumulatively have a significant effect on
the buman environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

List of Subjects in 21 CFR Paxt 201
Drugs, Labeling, Reporiing and
recordkeeping requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act, subchapter D of
chapter I of title 21 of the Code of

Federal Regulations is amended in part
201 as follows: '

PART 201—LABELING

1. The authority citation for 21 CFR
part 201 continues to read as follows:

Authority: Sections 201, 301, 501, 502, 508,
505, 506, 507, 508, 510, 512, 701, 704, 706 of the
Pederal Food, Drug, and Cosmetic Act (21
U.8.C. 321, 331, 351, 352, 353, 355, 356, 357,
358, 360, 360b, 371, 374, 376); secs. 215, 30,
351, 354-360F, 361 of the Public Heelth
Service Act {42 U.S.C. 218, 241, 262, 263b-
283n, 254).

2, Section 201.63 is amended by

adding new paragraph (e} to read as
follows: .

§ 201.63 ' Pregnancy-nursing warning.

& * & & -

{e) The labeling of orally or rectally

administered OTC aspirin and aspirin-

_ contaiping drug products must bear a

warning that immediately follows the
general warning identified in paragraph
{a} of this section. The warning shall be
as follows:

“IT IS ESPECIALLY IMPORTANT NOT
T USE"” (select “ASPIRIN” ar
“CARBASPIRIN CALCIUM,” as appropriats)
“DURING THE LAST 3 MONTHS OF
PREGNANCY UNLESS SPECIFICALLY
DIRECTED TO DO SO BY A DOCTOR .
BECAUSE IT MAY CAUSE FROBLEMS IN
THE UNBORN CHILD OR
COMPLICATIONS DURING DELIVERY.”
{aentence in bold face type and all capital
letters]

Dated: May 23, 1920,
James 8. Benson,
Acting Commissioner of Food and Drugs.
[FR Doc. 8015481 Filed 7-2-80; 8:45 am]
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