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Tentative Final Monograph
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ACTION: Notice of proposed rulemaking,

SUMMARY: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking in the form of a
tentative final monograph that would
establish conditions under which over-
the-counter {OTC) poison treatment
drug products are generally recognized
as safe and effective and not
misbranded. FDA is issuing this notice
of proposed rulemaking after
considering the reports and )
recommendations of the Advisory
Review Panel on OTC Laxative,
Antidiarrheal, Emetic, and Antiemetic
Drug Products and the Adviscry Review
Panel on OTC Miscellanegus Internal
Drug Products, public comments to the
advance notices of proposed rulemaking
on OTC emetic drug products and OTC
drug products for the treatment of acute
toxic ingestion that were based on the
respective Panels’ recommendations,
and public comments on the agency's
proposed regulation on OTGC emetic drug
products, which was issued in the form
of a tentative final monograph. This

proposal is part of the ongoing review of .

OTC drug products conducted by FDA.
DATES: Written comments, objections, or
requests for oral hearing on the
propesed regulation before the
Commissioner of Food and Drugs by
May 15, 1985. Written comments on the
agency’s economic impact determination
by May 15, 1985. : )

ADBRESS: Written comments, objections,
new data, or requests for oral hearing to
the Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rackville, MD
20857.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drugs
and Biologics (HFN-210), Food and Drug
Administration, 5600 Fishers Lane, -
Rockville, MD 20857, 301-443-4960,

. SUPPLEMENTARY INFORMATION: In the

Federal Register of March 21, 1975 (40
FR 12902} FDA published, under
§ 330.10(a)(6) (21 CFR 330.10{a}(6)), an
advance notice of proposed rulemaking
to establish a monograph for OTC

- laxative, antidiarrheal, emetic,and

antiemetic drug products, together with

the recommendations of the Advisory

Drug Products, which was the advisory
review panel responsible for evaluating
data on the active ingredients in these
drug classes. Interested persons wers
invited to submit comments by June 19,
1975. Reply comments in response to
comments filed in the initial comment
period could be submitted by July 19,
1975.

In the Federal Register of September
5, 1978 (43 FR 39544}, the agency
published a proposed rule, in the form of
a tentative final monograph, for OTC
emetic drug products. Interested persons
were invited to file by October 5, 1978
written comments, ‘objections, or
requests for oral hearing before the
Commissioner of Food and Drugs on the
proposed regulation,

In response to the emetic tentative
final monograph 16 poison control
centers, 18 hospitals, 8 medical schocls,
8 state health departments, 5 state
pharmaceutical associations, 1 trade
association, and 6 individuals submiited
comments. '

In a notice published in the Federal
Register of March 21, 1980 (45 FR 18398),
the agency advised that it had ,
recpended the administrative record for
OTC emetic drug products to allow for
consideration of data and information
that had been filed in the Dockets
Management Branch afier the date the
administrative record previously had
officially closed. The agency concluded
that any new data and information filed
prior to March 21, 1980 should be

‘available to the agency in developing a

proposed regulation in the form of &
tentative final monograph. ,
In the Federal Register of January 5,

1982 (47 FR 444,), FDA published, under ,

§ 330.10{a)(6) (21 CFR 330.10(a)(6)}, an
advance notice of proposed rulemaking
to establish a monograph for OTC drug
products for the treatment of acute toxic

* ingestion, together with the

recommendations of the Advisory
Review Panel on OTC Miscellanecus
Internal Drug Products, which was the
advisory review panel responsible for
evaluating data on active ingredients in
this drug class. Interested persons were
invited to submit comments by April 5,
1982. Reply comments in response to
comments filed in the initial comment
pericd could be submitted by May 5,
1982. In response to this advance notice
of proposed rulemaking, 3 poisan control
centers and 3 pharmaceutical companies
submitted comments.

In accordance with § 303.16(a){10), the
data and information considered by the
Panels and the agency are on public
display in the Dockets Management
Branch (HFA-305), Food and Drug

secret information. Copies of the
comments received are also on public
display in the Dockets Management
Branch.

There is considerable overlap
between in the rulemaking on OTC
emetic drug products and the
rulemaking on OTC drug products for
the treatment of acute toxic ingestion.
The intent of both rulemakings is to
identify those ingredients that are
generally recognized as safe and
effective in the treatment of poisonings.
Ipecac syrup, the one ingredient
included in the rulemaking on emetic
drug products, was also included in the
rulemaking on OTC drug products for
the treatment of acute toxic ingestion.
Because of the overlap between the two
rulemakings and because of the large

. number of comments submitted to the

emetic tentative final monograph, the
agency has decided to combine the two
rulemakings and to publish a single
tentative final monograph (proposed
rule) to establish Subpart A of Part 357
entitled “Poison Treatment Drug -
Products.” Part 337, previously
designated for Emetic Drug Products for
Over-The-Counter Human Use, will be
reserved.

In this tentative final monograph
(proposed rule) io establish Subpart A of
Part 357 (21 CFR Part 357, Subpart A},
FDA states for the first time its position’
on the establishment of monograph for
OTC poison treatment drug products.
Final agency action on this matter will
occur with the publication at a future
date of a final monograph, which will be
a final rule establishing a monograph for
OTC poison treatment drug products..

This proposal constitute FDA’s
tentative adoption of the Miscellaneous
Internal Panel’s conclusions and
recommendations on OTC drug products
for acute toxic ingestion as modified on
the basis of the comments received and
the agency’s independent evaluation of
the Panel’s report, and the agency’s re-
evaluation of the previously published
proposed rule on OTC emetic drug
products, Modifications have been made
for clarity and regulatory accuracy and
to reflect new information. Such new
information has been placed on file in
the Dockets Management Branch
{address above). These modifications
are reflected in the following summary
of the comments and FDA'’s responses to
them. Based on the comments received,
the agency has proposed in this _
tentative final monograph a number of
changes in the content and format of the
labeling of posion treatment drug
products. FDA recognizes that it is
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important for the labeling of these
products to be very easily and rapidly
comprehensible, because the products
vould almost always be used in an
smergency situation. Therefore, the
agency invites specific comment on the
revised labeling proposed in this
tentative final monograph.

The OTC procedural regulations (21
CFR 330.10} have been revised to
conform to the decision in Cutler v.
Kennedy, 475 F. Supp. 838 (D.D.C. 1979}
(See the Federal Register of September
29, 1981; 46 FR 47730.) The court in
Cutler held that the OTC drug review
regulations were unlawful to the extent
that they authorized the marketing of
Category I drugs after & final
monograph had been established.
Accordingly, this provision has been
deleted from the regulations, which now
provide that any testing necessary to
resolve the safety or effectiveness issues
that formerly resulted in a Category III
classification, and submission to FDA of
the results of that testing or’any other
data, must be done during the OCT drug
rulemaking process before the
establishment of a final monograph.

Although it was not required to do so
under Cutler, FDA will no longer use the
terms “Category I" {generally recognized
as safe and effective and not
misbranded), “Category HI" (not
generally recognized as safe and

‘ffective or misbranded), and “Category
1" (available data are insufficient to
classify as safe and effective, and
further testing is required) at the final
“monograph stage, but will use instead
~ the terms “monocgraph conditions” {cld
Category I) and “nonmonograph
conditions” (old Categories II and III).
This document retains the concepts of
Categories [, I1, and Il at the tentative
final monograph stage. .

The regulations in § 330.10(a}(7)({iii)

. provide for a 12-month peried to submit
data and information to support a
condition excluded from the monograph
in the tentative final order. The only
*‘ingredients reviewed and considered for
poisen treatment, ipecac syrup and
activated charcoal, have been placed in
Categery I and are included in this
tentative final monograph. The agency is
unaware of any other ingredients that -
have potential for OTC use in poison
treatment drog products. Therefore, the
agency Believes the usual 12-month
period for submission of new data or
information is unnecessary in-
developing a final monograph for OTC
poison treatment drug products. Because
there is no need for this 12-month
period, the time for filing written
comments-or cbjections or requesting an
~ral hearing before the Commissioner

following publication of a tentative final
monograph {§ 330.10(a}(7)(i}} is 60 days.
However, because of the number of
OTC drug review documents being
published consurrently, the agency is
providing 120 days for ccmments or
objections rather than the usual 60 days.
The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generaily

recognized as safe and effective and not -

misbranded {monograph conditions) will
be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,
no OTC drug products that are subject
to the monograph and that contain
nonmonograph conditions, i.e.,
conditions that would cause the drugto
be not generally recognized as safe and
effective or to be misbranded, may be
initiaily introduced or initially delivered
for introduction into interstate
commerce unless they are the subject of
an approved new drug applicatien

(NDA). Further, any OTC drug products

subject to this monograph that are
repackaged or relabeled after the
effoctive date of the moncgraph must be
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date.

In the proposed rulemaking for OTC '
emetic drug products {published in the
Federal Register of September 5, 1978
{43 FR 38544)) and in the advance notice
of proposed rulemeaking for OTC drug
products for the treatment of acute toxic
ingestion {published in the Federal -
Register of January 5, 1982 (47 FR 444),
the agency suggested different effective
dates for the final monographs.
Experience has shown that relabeling of
products covered by the monograph is
necessary in order for manufacturers to
tomply with the monograph. New labels
containing the monograph labeling have
to be written, ordered, received, and
incorporated into the manufacturing
process. The agency has determiried that
it is impractical to expect new labeling
to be in effect 30 days after the date of
publication of the final monograph.
Experience has shown also that if the
deadline for relabeling is too short, the

- agency is burdened with extension

requests and related paperwork.

In addition, some products may have
to be reformulated to comply with the
monograph. Reformulation often
invelves the need to do stability testing
on the new product. An accelerated

_ aging process may be used to test a new

formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
available for manufacture. :

The agency wishes to establish a
reasonable period of time for relabeling
and reformulation in order to avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but also interfere with
consumers’ access to safe and effective
drug products. Therefore, the agency is
proposing that the final monograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within 12 months
after the date of publication most
manufacturers can order new labeling
and reformulate their products and have
them in compliance in the marketplace.
However, if the agency determines that
any labeling for a condition included in
the final monograph should be

- implemented sooner, a shorter deadline

may be established. Similarly, if a safety
problem is identified for a particular
nonmonograph condition, a shorter
deadline may be set for removal of that
condition from OTC drug products.

1. The Agency’s Tentative Conclusions

" on the Comments and Objections

A. General Comments

1. One comment urged the agency to
recognize explicitly the legal status of
the monographs issued under the OTC

- drug review as being interpretive, as

distinguished from substantive,
regulations.

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble of the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1972 (37 FR 9464) and in paragraph 3
of the preamble to the tentative final
monograph for antacid drug products,
published in the Federal Register of
November 12, 1973 {38 FR 31260). FDA
reaffirms the conclusions stated there.
Subsequent court decisions have
confirmed the agency’s authority to
issue substantive regulations by
rulemaking. See, e.g., National
Nutritional Foods Association v.
Weinberger, 512 F. 2d 688, 696-98 {2d
Cir. 1675) and National Association of
Pharmaceutical Manufacturers v. FDA,
487 F. Supp. 412 (S:D. N.Y. 1980}, aff'd,
637 F. 2d 887 (2d Cir. 1981).

2. One comment argued that the

- indications for OTC drug products

should not be limited to the precise
words as set forth in quotation marks
proposed monographs. The comment
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argued that since there are other ways
and other words that can be used to
convey the same meaning as the phrases
set forth in the propesed monographs, it
is unduly restrictive, unlawful, and
unconstitutional to prevent the use of
such alternatives. The comment further
charged that this restriction is arbitrary
and capricious because the agency'’s
arguments, which support this policy
{OTC Nighttime Sieep-aid and Stimulant
Products Tentative Final Monographs,
June 13, 1978, paragraph 5 {43 FR 25545))
as necessary to prevent consumer
deception and unsafe use, are
unsupported by any objective evidence
that such negative effects might ocour.

During the course of the OTC drug
review, the agency has mainiained that
the terms that may be used in an OTC
drug product’s labeling are limited to
* those terms included in a final OTC drug

nonograph. (This policy has become
<nown as the “exclusivity rule.”) The
agency’s position has been that it is
necessary to limit the acceptable
labeling language to that developed and
approved through the OTC drug review
process in order to ensure the proper
and safe use of OTC drugs. The agency
has never contended, however, that any
list of terms developed during the course
of the review exhausts all the
possibilities of terms that appropriately
can be used in OTC drug labeling.
Suggestions for additional terms or for
other labeling changes may be
submitted as comments to proposed or
tentative final monographs within the
specified time periods or through
petitions to amend monographs under

§ 330.10(a){12).

Buring the course of the review,
FDA’s position on the “exclusivity rule”
has been questioned many times in
comiments and objections filed in
respouse to particular proceedings and
in correspondence with the agency. The
agency has also been asked by The
Proprietary Association to reconsider its
position. In a notice published in the
Federal Register of july 2, 1082 {47 FR
29002}, FDA announced that a hearing
would be held to assist the agency in
resolving this issue. On September 29,
1982, FDA conducted an open pubiic
forum at which interested parties

presented their views. The forum was a -

legislative type administrative hearing
under 21 CFR Part 15 that was held in
response {c a request for a hearing on
the tentative final monographs for
nighttime sleep-aids and stimulants
(published in the Federal Register of
June 13, 1978; 43 FR 25544). The agency’s
decision on this matter will be
announced in the Federal Register

following conclusion of its review of the
material presented at the hearing.

3. One comment suggested that FDA
should sponsor a study on developing
labeling which can be easily understood
by individuals with limited education,

FDA has sponscred several labeling
studies over the past few years. The first
phase of the contract entitled
“Consumer Comprehension of OTC
Drug Labeling Language” {contract no.
223-80-3623) was completed in 1981,
Unfortunately, budgeting restrictions
forced the agency to cancel plans for the
second phase of this study, which was
designed to provide guidance in drafting
labeling that can be easily understood
by the public.

4. One comment objected to the
current wording of the statement “In
case of accidental overdose, seek
professional assistance or contact a
poison control center immediately,”
which is required for all orally
administered OTC drugs. The corment
argued that such a statement seems ta
imply that Poison Conircl Censer
personnel are not professionals. The
comment suggested rewording this
warning to read “In case of accidental
overdose, contact a Poison Control
Center or seek other professional
assistance immediately.”

FDA is proposing to exempt OTC
poison treatment drug products from
that portion of the warning in § 330.1(g}
(21 CFR 330.1(g)} that is referred to by
the comment. The comment is, therefore,
not applicable to the labeling of these
drugs. However, the agency recognizes
that some change in the wording of this
general warning may be necessary
because the Advisory Review Panel on
OTC Miscellaneous Internal Drug
Products also has suggested a change in
this warning (47 FR 55681). However,
this issue will not be addressed in this
document but will be addressed at a
later date in another Federal Register
document. .

B. General Comments on Poison
Treatment Drug Products

5. One comment disagreed with the
Miscellaneous Internal Panel’s
statement that large volumes of water or
milk should be ingested to dilute acidic
or alkaline corrosive substances (47 FR
447}, The comment pointed out that
although the role of difution with large
volumes of fluid for poisoning in general
is presently centroversial, some
evidence suggests that excessive
dilution may have detrimental effects,
especially in the case of caustics where
large volumes of fluid may induce
emesis and expose the esophagus again
to the caustic. The comment suggested
that it would be more prudent to suggest

dilution of caustics with one glassful or
less or water or milk.

Although the comment raises a valid
point regarding the proper amount of
fluid to be used in diluting caustics, the
Panel’s statement was made as partcfa
general discussion of poisoning-and was
not a specific recemmendatien {0 be
included in the labeling of products
covered by the monograph.

Labeling proposed in this tentative
final monograph is limited to that
niecessary o insure the proper use of
ipecac syrup and activated charcoal in
treating poisoning. The labeling for both
activated charcoal and ipecac Syrup
clearly states that these drugs are not to
be administered in a poisoning that
involves corrosives. Thus, there is no
labeling proposed in this tentative final
monograph regarding the amount of
fluid to be used in diluting corrosive
poisons because ipecac syrup and
activated charcoal are only to be used in
conjunction with noncorrosive poisons,

6. Four comments urged that the

- labeling be amended to include the word

“pharmacist” in all phrases that includs
the word “physician.” The comments
argued that because pharmacists are
readily available and extremely well
informed regarding drugs, they should
be named in the labeling as a contract
for information regarding treatment on
poisonings. Several of the comments
reported the results of a recent survey
as showing a good pharmacist-patient
communication relationship because
although 87 percent of the pecple
surveyed were seen by more than one
doctor, 86 percent will have their
prescriptions filled at only one
pharmacy. These comments further
pointed cut that former FDA
Commissioner Kennedy, in a 1978
address to the American Pharmacists
Association-meeting in Canada, stated
that “the pharmacist's knowledge of
drugs, including adverse reactions,
usually exceeds that of the physician.”
Although physicians or pharmacists
would be likely health professionals to
be consulted because of their
availability and recognized expertise,
the agency does not believe that the
labeling of OTC drug products should
specify one or both of these health
professionals. Many professional
groups, such as nurses, nurse
practitioners, and physician's assistants,
are also sources of sound information on
poison treatment. Consumers who are
looking for poison treatment information
are in the best position to choose the
health professional to help them, and the
warning should not limit their source of
information. Therefore, the agency is
revising the labeling in this tentative
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final monograph for poison treatment
drug products to advise consumers to
contact a “health professional” for
advise rather than any particular health
professional.

7. A number of comments urged that
the sentence “Call a physician, poison
control center, or emergency room....”
in proposed § 337.50(c}(1) be revised to
list “poison control center” first because
poison control centers possess greater
expertise in treating poisoning cases and
are more easily reached by phone on a
24-hour basis than the other listed
sources. The comments also pointed out
that this change in wording would be
consistent with national public
education efforts to make the public
aware that contacting a poison conirol
center is the first action to take when a
poisoning occurs or is suspected. Other
comments suggested, in addition, that
emergency room be listed second and
physician last to assure that the most
experienced sources are listed first.

FDA recognizes that poison control
centers are the first source of
information in treating poisonings and
occurs with the suggested change in the
labeling. The agency also believes that
emergency personne! may be more
readily available than otker health
professionals and should be listed
second. (See also comment 8 below.]

8. Twa comments requested that the
term “smergency room” be replaced in
.abeling by the term “emergency
medical facility” or “emergency medical
center” because many emergency .
treatment centers are not situated
within a hospital as the term :
“emergency room” implies. A third
comment objected to the phrase
“emergency medical facility” as being
meaningless because the word
- “hospital” is the listing most often found
in telephone books. The comment
suggested revising the warning to read,
“If you camn, before using, call a poisen
control center, hospital, or doctor for
advice.”

FDA acknowledges that “emergency
medical facility” or “emergency medical
center” is a more descriptive term than
“emergency room” because, as the
comments pointed out, many emergency
" treatment centers are not located in

hospitals. The agency does not agree
that the term “emergency medical
facility” is meaningless. In many parts
of the United States, treatment or advise
for poisoning can be obtained from
hospitals, small clinics, poison contrel
centers, medical centers, fire and
_emergency rescue services, etc. The
term “emergency medical facility”
encompasses all of these sources of
information. Therefore, the agency is
nroposing that this term be used

throughout the tentative final
monograph. .

9. Several comments expressed
concern over the amount and
complexity of labeling proposed for
poison treatment drug products arguing
that such labeling might be difficult to
read because of the small print size and
difficult to understand under rushed
emergency conditions. Some of the
comments urged the use of simple and
brief labeling similar to the following:

Before Use: Call your Poiscn Center,
Physician, or Emergency Reom. Do
Not Uze in a patient who is
Comatose, Gonvulsing, or who has
taken a Caustic. Doge: 30 mL (1
ozj—adult, 15 mL (%2 oz}—child
over 1 yr.

Anocther comment suggested the use of
a package insert or an oversize bottle to
allow adequate room for the labeling.

The comments raise a valid concern
with respect to all poison treatment drug
products. A simple, brief label is more
likely to be read and understood under
emergency conditions. However, it is
equally important that adequate
directions and warnings regarding the
use of poison treatment drug products
be available to the consumer when
professional emergency help cannot be
reached quickly. :

In an effect to accomplish bath
gbjectives, FDA is proposing to divide
the labeling for poison treatment drug
preducts inte two distinct segments.
First, the agency proposes that the
principal display panel contain the
following brief emergency instructions
in a conspicuously boxed area: “If
possible call a poison control center,
emergency medical facility, or health
professional for help before using this
product. If help cannot be reached
quickly follow the directions
{manufacturer to indicate location of
directions, e.g., on the back of the

- bottle). Read the warnings and

directions as soon as you buy this
product. Insert emergency phone
number(s) in space provided on the
label.” A space should alsc be provided,
on the principal display panel, for
writing in the phone number(s] of the
appropriate poison contrel center or
other emergency medical facility.

Second, the agency proposes that full
warnings and directions be placed on a
separate portion of the label. Wrap
around or fold-over labels may be used
to provide more label space with room
for larger and more legible print. A
package insert would not be accepiable
because of the risk that it might become
separated from the product. An oversize
bottle might create confusion in the case
of ipecac syrup because the quantity

that may be sold OTC is limited to 30

. milliliters (mL) per container, and

determining a children's dose of %2
bottle as provided for in § 357.56{d)(2) of
this tentative final monograph could be
difficult under emergency conditions.

10. Three comments agreed with the
proposed labeling for ipecac syrup
{proposed § 337.50(c}(1}), which advises
consumers to seek prefessional help
before administering ipecac syrup. One
of the comments stated that if
consumers did not contact a
professional before using ipecac syrup,
it may be given many times when it is
contraindicated, e.g., in instances of
petroleum distillate or corrosive
poisonings. Two other comments
expressed the opposite opinion that
attempting to contact professional help
before using the product could result in
a critical delay in an emergency
situation. Ancther comment objected to
a similar warning recommended for
activated charcoal and poison treatment
kits {recommended § 357.50(c}(1] and
§ 357.54(a){1), respectively] because a
written warning could be interpreted as
prohibiting the administration of the
product if a health professional could
not be reached.

The agency believes that is any .
poisoning situation it weuld be best to
seek professional help hefore using
poisen treatment drug products.
However, there are times when such
contact may not be possible. In those
cases, the consumer should notbe -
discouraged from using poison treatment
drug products.

The agency is proposing that the
principal display panel contain
statements adviging consumers to
contact professional help if possible, but
if help cannot be reached, to follow the
directions provided elsewhere on the
label. These statements will replace the
warnings previously recommended in -
§§ 337.50(c){1), 375.50(c})(1), and
357.54{c)(1). In those cases where
professional help cannot be reached, the
warnings contained on the labels of
poison treatment drug products will list
those poisoning situations in which the
preducts ghould not be used.

11. One comment urged that labeling
for ipecac syrup be printed in languages
other than English in view of the
extensive non-English speaking
populations in many large cities.

The agency agrees that it would be
valuable to have both emetics and
adsorbents available with foreign
language labeling. The regulations at 21
CFR 201.15(c) provide for labeling in
other languages in addition to English.
The foreign language version of the
labeling statements must be a complete
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and accurate translation of the required
- English labeling, : '

12. One comment pointed cut that
‘many poisoning reference sources, such
as the Poisindex, recommend the
administration of a saline cathartic
" when activated charcoal ig administered
in the management of poisoning: The
comment questioned whether the Pane]
has considered the use of cathartics in
poiscning. .

The agency has reviewed the
Miscellaneous Internal Panel’s report
and summary minutes. of meetings and
determined that the Panel did not
consider the use of cathartics in acute
poison treatment. A number of sources
suggest the use of cathartics in poison
treatment to remove unabsorbed
poisons from the intestinal tract or to
speed the passage of activated charcoal
through the intestinal tract (Ref. 1, 2, and
3). According to Levy (Ref. 1), it has
been customary to administer a saline
laxative together with an adsorbent to -
prevent constipation or impaction.
However, Levy noted that it would be
advisable to use a conservative dose of
a laxative to prevent excessive fluid loss
and electrolyte disturbances. Dreisbach
{Ref. 2) noted that catharsis or intestinal
lavage can be used to remove
unabsorbed poisons or poisons that
have passed into the intestinal tract, but
pointed out that catharsis should not be
used in patients showing distrubed . -
electrolyte balance. Cashman and
Shirkey {Ref. 3) agree that laxatives may
hasten transit through the bowel, thus
decreasing the absorption of poisoris
that cannot be recovered by emesis or
absorbed by activated charcoal, but
believe judgment must be exercised by -
- comparing the risk of poisoning to the
theoretical value of the laxative. In view
of these opinicns, the agency believes
that professional judgment is necessary
to assess the appropriateness of using
laxatives in poisoning situations. Thus,
the agency does not believe that the
labeling of OTC poison treatment drug
products should mention the use of
laxatives,
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13. One comment stated that the
Miscellaneous Internal Panel appeared
fo mandate the use of ipecac syrup at all
times before the use of activated

.charcoal. The comment stated that

ipecac-induced emesis iz not suitable in
certain cases, such as ingestion of
caustic substances or petroleum
distiilates, because it takes an average
of 19 minutes to induce emisis, and
scmetimes a second dose is needed to
induce emesis. The comment added that
these delays could permot absorption of
toxins that could be prevented by
prompt administration of activated
charcoal (Ref. 1). The comment stated
that in at least one study an average of
only 28 percent {range 0 to 78 percent) of
stomach contents were recovered by
ipecac-induced emesis (Re?. 2). The
comment added that “the consensus
now emerging among clincial physicians
is that the best way of handling
overdoses consists of the immediate
administration of large amounts {100
grams (g} or more) of powdered ,
charcoal” (Ref. 3). The comment
requested that the labeling be modified
to permit the use of activated charcoal
without first ingesting ipecac syrup and
having vemiting occur, because
activated charcoal is safe under
virtually all conditions.

As the Panel discussed in its report
{47 FR 448), the efficiency of activated
charcoal varies considerably according
to the chemical ingested. A number of
substances, including inorganic acids,

‘certain alkalies (sodium and potassium N

hydroxide), sodium metasilicate, cupric
copper, ferrous iron, boric acid, drugs
that are solids and insoluble in acidic
aguecus solutions, and certain
insecticides, are not very well abserbed.
In addition, in those situations in which
ipecac syrup is contraindicated
{corrosives and petroleum distillates),
activated charcoal is not very effective
(see comment 51 below). Although the

- &gency acknowledges the one report

that showed an average of only 28
percent recovery of stomach contents,
there are numerous reports in the

literature (Refs. 4 through 8), plus vast

experience reported in poison control
centers and emergency medical
facilities, attesting to ipecac syrup's
effectiveness in treating poisonings. The
agency agrees with the Panel that in the
majority of poisconing cases it is best to
remove &s much of the ingested
substance &s possible from the stomach
by inducing vomiting before
administering activated charcoal.
However, the agency recognizes that in
certain specific poisoning cases, a

‘physician or other health professional

may choose to administer activated
charcoal rather than ipecac syrup.
Therefore, the agency is proposing that
the labeling for activated charcoal be
modified to include this provision, {See -
comment 43 below.}
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14. Two comments suggested that the
phase “or as directed by a physician” be
deleted from the directions statement
because advice on doses of ipecac syrup
or activated charcoal may not be given
by a physician, but may be given by a
pharmacist, nurse, or other health
professional working in a poison control
center or emergency medical facility.

The agency agrees with the comment.
The assistance from a poison control
center or emergency medical facility
mey be provided by specially trained
professional personne! other than
physicians. Therefore, the agency is
proposing that the phrase “or as
directed by a.physician” read “or as
directed by a health professional” in the
directions of poison treatment drug
products.

15. One comment urged that the
indication statement for emetics be
revised to state clearly that ipecac syrup
is to be used for the treatment of
poisoning. A second comment suggested
that the indications statement “for the
treatment of acute poisoning”
recommended for adsorbents and
poisan treatment kits be revised by
deleting the word “acute” because it has
no meaning to the general public in :
describing the type of poisoning. This
comment further suggested that the
indications statement for poison
treatment drug products permit
alternative language that is more
understandable to the public, such as
“emergency first aid treatment for
poisoning,” “emergency treatment for
poisoning,” “emergency treatment for
accidental poisoning,” “for the treatment
of accidental poisoning,” “emergency -



Federal Register / Vol. 50, No. 10 / Tuesday, January 15, 1985 | Proposed Rules

2249

first aid treatment for accidential
poisoning,” “‘emergency poison
treatment,” or “first aid poison
treatment.”

The agency believes that the labeling
of any OTC drug product should clearly
reflect the intended action of the -
product. In the case of ipecac syrup the
agency believes it is important for
consumers to be advised that vomiting
is expected. Therefore, the agency is
proposing the following statement as the
indication for ipecac syrup: “For .

‘emergency use_to cause vomiting of
swallowed poisons.” In the case of
activated charcoal the agency believes
that consumers should be informed that
it is intended to absorb poiscns and the
indication proposed in this tentative
final monograph reads “For emergency
use to absorb swallowed poisons.” The
agency agrees with the one comment
that the word “acute” is meaningless to
the general public and has not included

“it in the proposed indications. The other
statements suggested by the comments
are acceptable as additional statements
for inclusion on poison treatment drug
products, but the agency does not
believe that these statements should
appear in conjunction with the required
information.

C. Comments of Emetics

. 16. One comment contended that zinc
sulfate, rather than ipecac syrup, is the
smetic of choice in the treatment of
accidental poisoning. The comment
submitted an article stating that zinc
sulfate, which produces vomiting by a
purely local action in its action on the
gastrointestinal tract, is both faster and
more certain in its action then ipecac
syrup (Ref. 1}. The comment also
emphasized that zing sulfate lacks the
central nervous system depressant
action of ipecac syrup.

The agency recognizes that zinc
sulfate is often effective as an emetic;
however, its potential toxicity is too

-great to recommend its use as an OTC -
emetic drug product (Refs. 2, 3, and 4].
The emetic dose of zinc sulfateis 2 g
dissolved in 200 mL of water, repeated .
in 15 minutes if necessary. If emesis
does not occur after the second dose, the
zinc sulfate must be removed by
stomach tube. If it is not removed, its
absorption into the bloodstream can
cause hemolytic effects and renal
toxicity or even death (Refs. 2, 3, and 4}.
The lethal dose is estimated in the
literature to be anywhere from 3 to 15 g
(Refs. 2, 5,6, and 7). The article
submitted by the comment discussed a
1650 animal study cenducted to develop
a method for prevention of suicidal
deaths caused by barbiturates. This
study does not, however, support the

general use of zinc sulfate as an OTC
emetic.

In view of the reported toxicity of zinc
sulfate and the narrow margin of safety
between its effective dose (2 g) and its
lowest reported lethal dose (3 g), the
agency concludes that zinc sulfate is not
suitable for use as an OTC emetic drug
product. . ‘
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17. Four comments tock exception to
the agency’s statement at 43 FR 38545 in
the preamble to the prvious emetic
tentative final monograph that “ipecac
acts direcily on the vomiting reflex
center in the brain o produce vomiting.”
The comments were concerned that this
statement implied that this is the only
mechanism by which ipecac syrup
produces emesis. Two of comments
submitted documentation showing that -
ipecac syrup induces emesis via two
mechanisms (Refs. 1, 2, and 3). The first
mechanism is direct irritation of the
upper gastrointestinal tract by ipecag,
i.e., the “gas reflex.” When this
mechanism is operative, vomiting
usually occurs within a relatively short
period of time after the ipecac syrup is
ingested. The secand mechanism is the
action of ipecac alkaloids on the -
vomiting reflex center of the brain.
Because absorption from the
gastrointestinal tract and distribution to
the brain are required before ipecac
syrup can induce emesis via this second
mechanism, there is usually a delay
between the ingestion of the ipecac
syrup and the onset of vomiting.

The agency did not intend to imply
that ipecac syrup induces emesis solely
by acting on the vomiting reflex center
of the brain. As the comments correctly
point out, ipecac may act either by
direct irritation of the upper
gastrointestinal tract, i.e., “gas reflex,”

or by central action on the vomiting
center of the brain.
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18. Two comments were concerned
about possible confusion between
tincture of ipecac, fluidextract of ipecac,
and the more dilute syrup of ipecac and
the toxicity that could result if confusion
occurred. One comment pointed out that
vitually all published reports which
discuss the toxicity of ipecac refer to

" toxicity resulting from the

administration-of fluidextract of ipecac
rather than ipecac syrup. The
fluidextract of ipecac contains over 10
times the concentration of the alkaloids,
emetine and cephaline, found in ipecac
syrup. The second comment urged that a
sentence be added to the labeling of
ipecac syrup advising individuals that
syrup of ipecac and not the more
concentrated and extremely dangerous
tincture of ipecac is to be used in
poisoning situations.

The first comment corrsctly identifies
a misconception regarding the toxicity
of ipecac syrup. As the comment
indicated, most of the articles and
reports discussing ipecac toxicity or
ipecac overdose deal with situations in
which the fluidextract of ipecac was
administered rather than the more dilute
ipecac syrup. In the past the fluidextract
was frequently mistaken for the syrup.
The tincture of ipecac and the
fluidextract of ipecac are no longer
recognized in the official compendia and
are no longer commercially available.
Further, such products are proposed as
Category II because of their potential
toxicity if incorrectly used. Therefore,
the possibility of confusing the
fluidextract or tincture of ipecac for the
syrup of ipecac has been eliminated and
the need for a label warning as
suggested by the second comment is not
necessary.

19. One comment urged that ipecac
syrup be restricted to sale by
pharmacists only because the public
might consider ipecac syrup to be a
specific poison antidote rather than an

~emetic, and may use it erroneously for
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certain types of poisonings for which
vomiting is contraindicated. ‘

The issue of resiricting the sale of
*. OTC drugs to pharmacists only was
discussed previously by the agency in
the Federal Register of June 4, 1974 (39
FR 19880}..There, the agency concluded
that there was no public health concern
that would justify the creation of a third
class of drugs to be dispensed only by a
pharmacist or in a pharmacy. Although
the agency recognizes that the
pharmacist is a health professicnal who
can offer sound advice concerning
poisoning situations, the agency
believes that the proposed labeling of
ipecac syrup provides adequate
safeguards against its erroneous use.

20. A number of comments disagreed
with the statement that ipecac syrup
should be recovered by gastric lavage if
a second dose does not induce vomiting
(43 FR 39545). Some of the comments
pointed out that the amount of ipecac
syrup consumed in two doses {30 ml) is
lower than the dosage {90 to 120 mL)
that would have to be consumed without
emesis before any cardiac arrhythmias
might be induced. One comment added
that a study on adults to.see if syrup of
ipecac in therapeutic doses would affect
stress electrocardiograms {EKG’s)
indicated that syrup of ipecac produced
no effect on the siress EKG (Ref. 1}. The
comumnents opposed any use of gastric
lavage unless it was necessary to
remove the poison or toxic substance
that the patient had originally ingested.
The comments stressed that it was not
necessary to remove the ipecac syrup. -
One comment stated that any mention
of gastric lavage in labeling is not
apprepriate as people of all educational
levels would be using these preducts.
An oppesing comment urged that the
labeling for ipecac syrup emphasize the
recessity for gastric lavage if a secend
dose of ipecac syrup does not produce
vomiting within 36 minutes. This
comment was not accompanied by any
supporting documentation.

The agency concluded in paragraph 9
of the emetic tentative final monograph,
published on September 5, 1978 (43 FR
39545), that “gastric lavage” was
inappropriate terminology for use on a
label designed to be read and entirely
understood by consumers in emergency
situations. FDA thus deleted any
mention of gastric lavage from the
labeling provisions proposed in that
tentative final monograph. The agency
has not been presented with any data or
reasoning that persuades it to change
that conclusion. FDA farther agrees that
gastric lavage need not necessarily be
perfermed if emesis fails to occur within
30 minutes of giving a second dose of

ipecae syrup (a total of 60 mlL in adults
or 30 mL in children age 1 to 12),
because data show that a therapeutic
dose (up to 60 mL} of ipecac syrup is not
cardictoxic and produces only a mild
drowsiness and diarrhea (Refs. 1
through 4). In fact as much as 105 mL of
ipecac syrup have been retained by a
child with only miner ,
electrocardiograph changes occurring
(Ref. 2).
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D. Comments on Emetic Labeling

21. One comment suggested that it
may be more appropriate to use metric
units in addition to English units when
indicating the volume of water to be
given along with ipecac syrup in the
directions in § 357.50(e).

The agency is aware of the trend
towards using metric units. However,
the volume of water or other clear liquid
to be given after the ipecac syrup is
large {120 to 480 mL). The agency
believes that American consumers
would be more familiar with the English
volume measures (ounces) wher the
volume is large and that the English
measures should be used in the labeling
in addition to “glassful” measures. The
agency would have no chjection to using
the metric units in addition to the
English units. However, the ise of
metric units will not be required in this
tentative final monograph.

22. Two comments suggested that the
recommended doses of ipecac syrup be
expressed in terms of container size, ie.,
1 tablespoonful {15 ml. or % bettle), in
addition to the presently proposed units
of teaspoonful and tablespoonful, and
their metric equivalents. The comments
argued that this would be more
meaningful to the consumer because
teaspoons and tablespoons found in the
home vary in size, and many people are
not yet familiar with the metric system.

While there may be some variation in
teaspoons-and tablespoons from home

to home, they represent a common form

of measurement with which most people
are readily familiar. The agency has no
cbjection to manufacturers expressing
the 30 mL or 15 mL dose in terms. of
bottle size equivalent in addition to the
tablespoon measures and is proposing

this option in the monograph. However,
the dose for children from 6 menths to 1
year of age of 1 teaspoon (5 mL) should
not be expressed in terms of hottle size
equivalent, i.e., % bottle, because of the
obvious difficulty in accurately ‘
measuring such a dose in that manner.
23.'A number of comments urged that
the warning, *Do not use in
semiconscious or unconscious persons,”
in § 337.50(c)(2) of the emetic tentative
final monograph, be amended because it
does not include all of the conditions
which might contraindicate the use of
ipecac syrup. Five comments urged that
the warning be written to include
persons suffering seizures or
convulsions because such people might
choke while vomiting. Two comments
suggested that the warning be expanded
to include people who are drowsy or
comatose or who might be expected to
lose conscicusness within 20 minutes
after administering ipecac syrup. Two
other comments.suggested that the
warning could be conveyed more simply
and succinctly if it was changed to read:

- “Do not use in persons who are not fully

conscious.” .

FDA agrees that reference to “semi-
consciocus or unconscious persons” may
not be correctly interpreted as including
all of the conditions under which ipecac
syrup should be used. Because the
average consumer does not have the
experience to diagnose the onset of a
seizure or convulsion or that a person
may lose consciousness within 20
minutes, this information should not be
included in the warning. The warning
“Do not use in persons who are not fully
conscious,” suggested by two of the
comments, would more accurately and
simply convey the various states of
consciousness in which ipecac syrup is
contraindicated. Therefore, FDA is
proposing this wording in the warning
included in this tentative final -
monograph. 7

24. Four comments disagreed with the
statement proposed in § 337.50{c)(3) that
ipecac syrup should not be used if :
petroleum distillates such as kerosene,
gasoline, paint thinner, or cleaning fluid
have been ingested. The comments
argued that the ingestion of petroleum
distillates or hydrocarbons is not an
absolute contraindication to the use of
ipecac syrup. The comments asserted
that emesis can be safely induced with 3
ipecac syrup in the alert patient who his
swallowed a large quantity of a
petroleum distillate (i.e., two ounces or
more) or when the petroleum distillate
contains a substance in a quantity that
is toxic to the patient. One comment
cited FDA'’s “Handbook of Common
Poisonings in Children” (Ref. 1), an
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editorial (Ref. 2}, and an wopublished
study {Ref. 3} as examples that current
thinking among toxicologists is that
emesis can be induced safely in
petroleum distillate poisonings.

" Four other comments urged a revision
or expansion of § 337.50(c){3). Two of -
these comments suggested that furniture
polish be included in the warning. One
of the comments states that, although
the generic term “paint thinner” includes
“tarpentine,” turpentine should be
specifically mentioned in the labeling.
However, the other comment countered
this view stating that turpentine is net a
petroleum distillate and, tierefore,
should not be included under the generic
term “paint thinner.” The comment
argued that turpentine has a minimal
potential for pulmenary toxicity and a
high potential for central nervous
system toxicity if systemically absorbed,
a fact which would warrant inducing
vomiting.

The agency recognizes that induction
of emesis may be indicated in certain
cases of hydrocarbon ingestion.
However, the agency is alsc aware that
controversy exists whether or not '
emesis should be induced in these cases.
Some sources recommend induction of
emesis when certain hydrocarbons are
ingested {Ref. 2) or when the amount of
hydrocarbon ingested exceeds a certain
volume (Refs. 1, 2, 4, and 5). Other
sources state that emetics are definitely
contraindicated (Ref. 8). The major
argument against inducing emesis in the
pulmonary complications that ocour
from aspiration of the ingested
substance into the lung when vomiting is
induced. Some investigators have shown
that vomiting is associated with a higher
incidence of pulmonary cemplications
and central nervous system involvement
(Refs. 7 through 10). Others (Ref. 4) have
shown that patients treated with ipecac
syrup had a lower incidence of
- pneumonia and that the pneumonia was
less severe than in those treated with
gasiric lavage. :

In view of the controversy regarding
the treatment of ingestions of
hydrocarbons, the agency believes that
emesis should be induced in such cases
only under the guidance of a health
professional. Therefore, the agency is
proposing to retain in this tentative final
monograph the warning that ipecac
syrup should not be given in petroleum
distillate poisonings unless directed by a
health professional.

Because “‘furniture polish” is a
petroleum distillate commonly found in
the home, the agency agrees with the
comments that it should be added to the
warning as an additional example of
petroleum distillates. As one comment
pointed out, turpentine in not a

petroleum distillate, but is a
hydrocarbon commonly found in the
household. Therefore, the agency
proposes to add it to the warning
proposed in § 337.54(c)(2). Because other
paint thinners may consist of petroleum
distillates, this example will be retained
in the warning. The agency is proposing
that the warning in § 337.54(c}(2) read,
“Do not use this product, unless directed
by a health professional, if turpentine,
corrosives, such as alkalies (lye) and
strong acids, or petroleum distillates,
such as kerosene, gasoline, paint
thinner, cleaning fluid, or furnitura
polish, have been ingested.”
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25. Two comments asked for revision
of the warning proposed in § 337.50(c)(3)
for ipecac syrup which reads,
“ordinarily, this product should not be
used if strychnine, corrosives such as.
alkalies (lye) and. strong acids, or
petroleum distillates, such as kerosene,
gasoline, paint thinner, or cleaning fluid
have been ingested.” One comment
suggested that, although strychnine is
the most rapidly acting convulsant,
other convulsants such as camphor
should be mentioned. The other
comment argued that ingestions of
strychnine are extremely rare in the
United States, and the presence of
strychnine in the warning may distract

the consumer from the more importani
contradictions to ipecac-induced emesis.
The comment added that the
experiences of both medical and poison
control centers indicate that the risks
associated with inducing emesis after
.ingestion of convulsant drugs (e.g.,
camphor, amphetamines, tricyclic
antidepressants, isoniazid) is small
compared to the risk of allowing these
extremely toxic compounds to be
absorbed into the bloodstream. The
comment urged that specific references

ta convalsant drugs be avoided.

The agency believes that in cases of
overdoses of convulsants {e.g., camphor,
amphetamines, tricyclic antidepressants,
isoniazid), an emetic such as ipecac
syrup should be given unless the patient
is comatose, convulsing, has no gag

" reflex, or is rapidly declining in levels of

consciousness (Ref. 1 through 4). The
agency agrees with the latter comment
that the risk of administering ipecac to a
person who has ingested a toxic dose of
a rapidly acting convulsant is
considerably less than the risk of
allowing these toxic compounds to be
absorbed into the bloodstream.
‘Therefore, the agency is proposing not to
include strychnine or any other
convulsant, such as camphor, in the
warning. As discussed in comment 23
above, the agency is proposing the
warning “do not use in persons who are
not fully conscious” to inciude the
various stages of conscicusness in
which ipecac syrup is contraindicated.
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26. Two comments urged that ipecac
syrup labeling indicates the need for
prompt administration or the need for
caution when a delay occurs in

- administering the product after ingestion -

of toxic doses of phenothiazines, central
nervous system depressants (i.e,
alcohol, barbiturates, sedative
hypnotics, narcotics), or convulsants
that have a slow-to-moderate onset of
action. One comment cited a study
which showed that, despite the
antemetic action of the phenothiazines,
the induction of emesis with syrup of
ipecac was successful (Ref. 1). The
comment also cited one case in which
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emesis failed to occur and fatal ipecac
cardictoxicity resulted {Ref. 2). The
comment stated that the risk of emesis
failing to occur increases with the delay
between the ingestion of the toxic dose
and the administration of ipecac syrup
because of the amount of the drug
absorbed. Both comments pointed out
that this delay, along with the 15 to 30
minute or longer latency period for
emesis to be induced by ipecac syrup,
increases the chance that the patient
may lose consciousness or experience
convulsions before the onset of emesis.
The commenis raise a vaiid concern
which the agency shares. However, it is
usuaily impozsible for the average
consumer to determine whether a
particular substance ingested is a
central nervous system depressant or
convulsant, let alone decide whether it
possesses a slow-to-moderate onset of
action. The agency is proposing a
warning on the principal display panel
* of the ipecac syrup labe! instructing the
consumer to “If possible call a poison
conirol center, emergency medical
facility, or health professional for help
before using this product.” These
sources are qualified to identify the
nature of the toxic substance ingested
and provide guidance in the correct
emergency treatment. The labeling also
“instructs consumers to read and follow
the directions for use elsewhere on the
bottle in an emergency situation when
help cannot be reached quickly. The
purpose of this statement is to advise
consumers not to delay administering
ipecac syrup in those cases when
professional help cannot be contacted
immediately. )
- The agency believes that in the case
of overdoses of phenothiazines, central
nervous system depressants, or
convuisants, the risk of giving ipecac
syrup when professional help cannot be
contacted is considerably less than the
risk of allowing the patient to absorb a
toxic dose of these compounds.
However, for the reasons stated above,
a specific labeling statement mentioning
these drugs in particular is net being
proposed.
‘References

{1} Thoman, M.E., and H.L. Verhulst,
“Ipeczc Syrup in Antiemetic Ingestion,”
Journal of the American Medical
Association, 196:147-148, 19686. .

(2] MacLeod, ].. “Hazards to Heaith. Ipecac
Intoxication—Use of a Cardiac Pacemaker in
Management,” The New England Journal of
Medicine, 268:146-147, 1963.

27.-One comment questioned whether
ipecac syrup would be effective in
patients who had ingested an antiemetic
drug and whether if should be

contraindicated in such cases. A second.

comment referred to several studies that
demonstrated the effectiveness of ipecac
syrup in inducing vomiting in patients
who had ingested a variety of antiemetic
drugs including phenothiazines, tricyclic
antidepressanls, antihistamines, and
anticholinergics {Refs. 1 and 2). The
comment atiributed the effectiveness of
ipecac syrup in these cases to local
gasirointestinal irritation rather than to
an action on the vomiting center of the
brain.

As discussed in comment 17 sbove,
ipecac syrup induces vemiting either by
local gastrointestinal irritation or,
following systemic absorption, by the
effect of its alkoloids on the vomiting
reflex center of the brain, In the case of
ingestion of antiemetic drugs, which
may depress the vomiting center in the
brain, ipecac syrup may still induce
emesis by virtue of its local
gastrointestinal irritation. Manoguerra
and Krenzelok (Ref. 1) reported that of
63 patients who ingested drugs with
antiemetic properties, 51 (81 percent)
vomited following the first dose of
ipecac, 8 (14 percent) vomited after 2
second dose, and only 3 {5 Percent)
failed to vomit. These results are
consistent with the studies of Ilett et al.
(Ref. 2} and Thoman and Verhulst [Ref.
3} who reported that the emetic
efficiency (percentage of patients
vomiting) was not decreased when
either phenothiazines or antihistamines
were identified as the ingested
substance. Hett et al. (Ref. 2) reported
100 percent emetic efficacy in seven
persons who had ingested drugs with
antiemetic properties. Thoman and
Verhulst (Ref. 3) reported that the
administration of ipecac syrup induced
vormiting in 84.5 percent of a group of 201
patients who had ingested antiemetic
drugs. Based on these data, the agency
concludes that there is no need to
contraindicate the use of ipecac syrup in
cases whete antiemetic drugs have been
ingested. v
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(1} Manoguerra, A.8., and E.P. Krenzelok,
“Rapid Emesis from High-Dose Ipecac Syrup
in Adults and Children Intoxicated with
Amntiemetics or Other Drugs,” Americon
Journal of Hospital Pharmacy, 35:1360-1362,
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Journal of the American Medical
Association, 166:433-434, 1966.

28. A number of comments discussed
the warning in proposed § 337.50{c){4),
which reads “Do not administer milk or
carbonated beverages with this product

[ipecac syrup].” Two comments strongly
supported the reference to milk in this
warning because milk reduces the
effectiveness of ipecac syrup; one of
‘these comments also supported the
confraindication to the use of
carbonated beverages as a diluent.
Angther comment suggested that the
warning in § 337.50{c}{4) be revised to
make it less dogmatic, i.e., ‘Tt is
preferable not to administer milk or
carbonated beverages with this
product,” rather than, “do not.” The
comment argued that the administration
of fluid followed by ambulation is
important to the successful induction of
emesis whexn syrup of ipecac is used.

Several comments suggested deleting
the reference to “carbonated beverages”
from the proposed warning. The
comments asserted that there are no
reports in the published literature that
contraindicate the administration of
carbonated beverages, instead of water,
as a diluent after giving ipecac syrup.
One comment stated that the
administration of carbenated beverages
after giving syrup of ipecac could have
been confused with the administration
of carbonated beverages where caustics
have been ingested and the resulting
gastric distention might lead to
perforation. Ipecac syrup is already
contraindicated in such cases.

Two comments stated that the
administration of fluid is important to
successful induction of emesis; however,
it is sometimes difficult to get children,
who are most likely to need ipecac
syrup, {o drink water, and clear juices or
carbonated beverages may be more
acceptable. These comments cited a
study showing that the use of
carbonated beverages caused no
adverse affects or alteraiion of the
effectiveness of ipecac syrup in inducing
emesis, leading the authors of the study
to conclude that carbonated beverages
do not appear to affect the patient
adversely or alter the effectiveness of
ipecac syrup {Ref. 1). A final comment
argued that the entire warning in
§ 337.50{c}{4) is not warranted, is likely

tobein error, and should be deleted.

After reviewing the data, the agency
concludes that carbonated beverages
can be safely administered after
ingesting ipecac syrup. The agency
agrees that administration of fluids is
important to assure successful induction
of emesis. The agency also recognizes
the difficulty in getting children to drink
water. Therefors, the agency is
proposing that the diréctons be revised
to state that water or other clear liquids
are to be given with ipecac syrup.
Because studies have shown that milk
interfers with the ability of ipecac syrup
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to induce emesis, the agency disagrees
that the entire warning should be
deleted (Ref. 2.
References

(1) Uden; D.L., GJ. Davison, and D.P.
Kohen, “The Effect of Carbonated Beverages
on Ipecac-Induced Emesis, ” Annals of
Emergency Medicine, 10:78-81, 1981.

(2} Varipapa, R.J., and GM. Oderda, “Effect
of Milk cn Ipecac-Induced Emesis,” Journal of

the American Pharmaceutical Assaciation,
17:510, 1977.

29. Two comments strongly supported
the need for a drug interaction
precaution to guard against the use of
activated charceal in conjunction with
ipecac syrup.

As discussed in the tentative final
monograph for emetic drug products (43
FR 30545), the agency agrees that a drug
interaction precaution is necessary on
ipecac syrup to warn against the
simultaneous use of activated charcoal
and ipecac syrup. The agency is
modifying this statement in this

_tentiative final monograph and
proposing is as follows: “Drug |
Interaction Precaution: Activated
charcoa! will adsorb ipecac syrup. Do
not give activated charcoal until after
patient has vomited, unless directed by
a health professional.” This modification
is being proposed in order to be
consistent with the wording of a
warning proposed for activated
charcoal. (See comment 43 below.)

30. Two comments pointed out that
the first sentence of § 337.50(d) “Drug
interactien precautions” incorrectly -
states that “Activated charcoal will
absorb ipecac syrup” instead of stating
that “Activated charcoal will adsorb
ipecac syrup.” One comment contended
that the basis of this drug interaction is
the adsorption of ipecac alkaloids to the
surface of activated charcoal particles.

This error was corrected in a notice
published in the Federal Register of

- November 28, 1978 (43 FR 55417).

31. One comment suggested that the
labeling of ipecac syrup include a
statement warning that an overdose of
ipecac syrup-could be toxicin a child
who fails to vomit. The comment stated
that there is no statement in the labeling
that would make the consumer aware
that an overdose of ipecac syrup itself

. can be toxic. )

FDA has reduced the likelihood of an
overdose by placing a 30-mL container
size limit on ipecac sprup thatis sold
OTC. Thirty mL of ipecac syrup is not a
toxic dose, even for children. (See
comment 20 above.} In addition, the
labeling of ipecac syrup has been
revised to instruct consumers to call a
Poison Control Center, emergency
medical facility. or health professional

N

for help before using the product and to
call again if the patient fails to vomit
within 30 minutes. For these reasons, the
agency concludes that the warning
suggested in the comment is
unnecessary. R

32, Two comments supported the
recommended dose of 15 mL (1
tablespoonful] of ipecac syrup. One
comment expressed the opinion that
although 15 mL of ipecac syrup is the
usual dose in children less than 5 years
of age, and 30 mL is the usual dose for
adults and children over 5 years of age,
standardizing the dose at 15 mL for
everyone as proposed is a suitable
alternative and would alleviate any
possible confusion. However, five
comments by poison control centers
disagreed with the recommended 15-mL"
dose of ipecac syrup for persons over1
year of age. These comments urged that
this dosage be increased to 30 mL for
adults. Ore comment submitted
supporting data showing that 30 mL of
ipecac produced an 81-percent
incidenced of vomiting in adults. The
incidence of vomiting was increased to
96-percent when a second 30-mL dose
was administered to those patients who
failed to vomit initially (Ref. 1). Another
study (Ref. 2) demonstrated that the
incidence of vomiting was only 55 to 68
percent when a 15-mL dose of ipecac
was administered. The comments stated
further that, in the experience of poison
control centers and according to current
articles (Ref. 3) , the appropriate adult
dose of ipecac syrup is recognized as 30
mL followed by 1 ta 2 glasses of water.

FDA agrees with the position and
supporting data submitted by the poison
control centers. The agency is proposing
that the recommended dose of ipecac
syrup for adults, i.e., individuals over 12
years of age, in § 337.54{d}(1) be an
initial dose of 2 tablespoonsful {30 mL]
rather than the previously proposed 1
tablespoonful (15 mL) dose, with a
second dose of 2 tablespoonsful to given
if vomiting does not occur within 30
minutes. -
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Dockets Management Branch.

(2} Hlett, K.F., S.M. Gibb, and RW.
Unsworth, “Syrup of Ipecacuahna as an
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Ipecac,” Clinical Toxicology. 9:407-417, 1976.

33. Several comments objected to the
proposed directions for use, which
recommend the administration of ipecac
syrup in infants under 1 year of age
without medical supervision. The
comments argued that infants under 1

year of age need to be carefully
attended when vomiting occurs in order
to help the child become properly
positioned to prevent aspiration of
vomitus. Some comments further argued
that because many people believe

.incorrectly that ipecac is an “antidote”

rather than an emetic and because
ipecac takes approximately 30 minutes
to be effective, a large number of
children may not be properly attended
during this critical period, thereby
needlessly exposing them to accidents
involving aspiration of vomitus and
possible death by suffocation or
aspiration preumonitis. Two other
comments urged that the use of ipecac
syrup for infants under 6 months of age
be restricted to a physician’s office or
emergency room. One of the comments
cited a statement in a recently published
text supperting this proposed restriction
(Ref. 1}. v

Although the agency shares the
comments’ concern that it is best to use
ipecac syrup in infants under 1 year of
age only under professional advice and
guidance because of the risk that infants
might aspirate their vomitus, the
comments have not provided adequate
or convincing justification for deletion of
the dosage statement for infants urider 1
year of age. The labeling contains
directions to seek professional
assistance before administering ipecac
syrup to any age group. The agency
recognizes there may be situations when
professional assistance cannot be
obtained and believes that the risk of
aspiration may be less in such situations
than the risk of allowing a toxic
substance to be absorbed. The agency
also recognizes that infants between the
ages of 6 months and 1 year are quite
mobile and thus susceptible to
accidental poisoning and believes that a
dosage for this age group should be
provided in this tentative final
monograph. Because the chance of

-accidental poisoﬁing in infants under 6

months would be extremely rare, a dose
for this age group is not being proposed
in the monograph. A statement has been
added advising that ipecac syrup should
not be given to children under 8 months
of age unless directed by health
professional.

Reference

{1) Goldfrank, LR., “Managing of the
Overdosed or Poisoned Patient who is Alert,”
in “Toxicological Emergencies,” Appleton,
Century, Crofts, New York, p. 12, 1982.

34. Three comments recommended
against administering a second dose of
ipecac syrup. Two of the comments
stated that a second dose of ipecac

. syrup at home would delay treatment at
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& hospital or other medical facility. The
third comment staied that the only time
that a second dose of ipecac syrup
would be needed is for overdoses in
adults who fafl 1o vomit following the
first dose. The comment stated that
overdoses in adults are usually
intentional and involve ingestion of
large amounts of drugs and multiple
combinations. Accerding to the
cominent, these patients should be
treated in emergency facilities and
should receive psychiatric evaluation..
The comment stated that, because home
treatment would involve no more than
administration of the first dose of ipecac
syrup and then transporiation of the
patient to the hospital, only one dose of
ipecac syrup is necessary.

The agency does not agree that
directions to give a secend dose of
ipecac should be deleted from the
manograph. One of the basic reasons for
having ipecac syrup in the home is so
that consumers can treat cases of
poisoning even if professicnal help
cannot be obtained. The agency fully
supports the idea that professional help
should be sought before ipecac syrup is
used but realizes that some cases may
exist where help cannot be cbtained
quickly. In those cases, consumers
should kave directions for the proper
use of ipecac syrup, including directions
to administer a second dose. In further
support of giving a second dose Veltri -
and Temple {Ref. 1) report that the
ability to induce emesis at home is a
significant advantage because the
average delay between ingestion and
arrival at an emergency room has been
reported to be in excess of 80 minutes,
and delays longer than 60 minutes are
assoclated with a decrease in the
efficiency of emesis. The need for .
psychiatric evaluation is unrelated to
the safe and effective use of OTC poison
treatment drug products. Therefore, this
subject is not covered in the monograph
for OTC poison treatment drug products.

Reference

{1} Veltri, |.C., and AR. Temple,
“Telephene Management of Poiscning Using
Syrup of Ipecac,” Clinical Toxicology, 9:407~
417, 1978. . .

35. Three comments opposed the
recommendations, proposed in §$337.50
{c}(1}, {e]{i), and (e](ii}, to repeat the
dose of ipecac syrup if vomiting does
not occur within-20 minutes. The
comments noted that Rauber {Ref. 1) has
reported that after administering ipecac
" syrup the time to emesis was as high as
26 minutes in the 24 patients studied,
and, in the author’s personal experience,
25 to 30 minutes is more often the time
to emesis. One comment stated that in a
recent series of experiments in normal

healthy male volunteers, the average
time to induce emesis was 22 minutes
{Ref. 2}. The comments, therefore, urged
that the réecommended time limit before
repeating the dose of ipecac syrup be
raised to 30 minutes. Three other
commenis recommended deletion of the
recommendation that a second dose of
ipecac syrup be given if the first dose
does not induce vomiting within 20
minutes because waiting for a second
dose to take effect could cause
excessive delay and loss of valuable
time before transporting the patient to a
medical facility. One of these comments
recornmended that the patient be
advised to call a physician immediately
if vomiting dees not ocour within 20
minutes, i

The agéency has reviewed the data
cited by the comments and is persuaded
that the directions for ipecac syrup
should be revised to indicate that a
second dose of ipecac syrup should be
administered if vomiting has not
occurred within 30 minutes. Veltri and

- Temple (Ref. 2] reported that of 776
cases, 419 subjects {54 percent) vomited

within 15 minutes of ipecac

" administration. The number increased to

689 cases (88.9 percent) within 30
minutes. This finding is supported by
Rauber (Ref. 1) who found a mean time
to vorniting of 26 minutes. Similar results
were obtained in a study by Manoguerra
and Krenzelok (Ref. 3) on 232 patients
and in a study by Robertson (Ref. 4) on
214 patients. Analysis of the data from
the Manoguerra and Krenzelok study
shows that 144 of 232 patients {(62.1
percent) vomited in the 0-to-20-minute
interval, whiie 44 patients {18.9 percent)
vomited in the 20-to-30-minute interval.

‘Similarly, the Robertson data showed

that 33 of 214 patients (15.4 percent}
vomited in the 20-to-30-minute interval,
while successful emesis occurred in 156
of 214 patients {72.9 percent) within the
0-to-Z0-minute interval. The agency
believes that the increases in successful
emesis shown by the above studies for
the 20-to-30-minute time interval
represent a significant increase in
successful emesis. The agency does not
agree that directions to give a second
dose of ipecac should be deleted from
the monograph. As discussed in
response to commment 34 above, a
principal reason for having ipecac in the
home is to permit treatment of poisoning
when professional help cannot be
reached. Ideally, professional help
should be sought before ipecac syrup is
used; however, in some cases it may not
be possible to obtain help promptly. In

those cases, consumers should have

directions for the proper use of ipecac
syrup. If vomiting does not occur within

30 minutes, a second dose should be
given to take advantage of any
cumulative effect of the second dose of
ipecac. In further support of giving a
second dose, Veliri and Temple (Ref. 2)
report that the ability to induce emesis
at home is a significant advantage
because the average delay between
ingestion and arrival at an emergency
room has been reported in excess of 60

-minutes, and delays longer than 60

minutes are associated with a decrease
in efficiency of emesis.
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38. Several comments supported the
second portion of the warning propesed
in § 337.50(c}{1}, “Call a physician,
Poison Control Center, or emergency
room . .. immediately if vomiting does
not occur within 20 minutes after a
second dose has been given.” However,
one comment believed this information
should &also appear as a direction
because most people would look in the
directions for further advice if vomiting
does not oceur.

The directions being proposed in this
tentative final monograph for ipecac
syrup include the dosages to be given
and instructions to repeat the dose if
vomiting has not occurred within 30
minutes. The principal display panel of
an ipecac syrup container will contain
advice to call a poison control center,
emergency medical facility, or health
professional for help before using the
product. The agency agrees that the
directions should reinforce the
importance of continued attempts to
obtain professional help when using any
poison treatment product and, therefore,
proposes the following statement for
inclusion in the directions of all peison
treatment drug products: “If previous
atternpts {o contact a poison control
center, emergency medical facility, or
health professional were unsucecessfud,
continue trying,”

37. One comment urged that ipecac
syrup labeling contain a
recommendation to check the label of
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the ingested substance for periinent first
aid instructions because many
commercial chemical products
containing caustic substances or organic
solvents now carry warnings against
inducing emesis in case of ingestion. The
comment added that the Consumer
Product Safety Commission is currently
considering a requirement that labeling
on all chemical products under its
jurisdiction carry first aid instructions,
including instructions on whether or not
to induce vomiting.

The agency recognizes that the
Federal Hazardous Substances Act {15
U.S.C. 1281.2(p){(1}{G)) and related

regulations (16 CFR 1500.3(b}{14}(i} and

21 CFR 1220.14) contain requirements for
labeling hazardous or caustic
substances with instructions for first aid
treatment. However, many household
products are labeled with inadequate,
incorrect, and potentially misleading
first aid instructions. Alderman, et al.
{Ref. 1) surveyed 1,019 household
product labels and found that 85 percent
had inadequate first aid information. In
view of this information, the agency
believes that it would be inappropriate
and potentially harmful to include such
a statement in the ipecac syrup labeling.

At some future time, if product first aid -

labéling becomes more reliable, the
agency will reevaluate its position.
- Reference

(1) Alderman, D., et al., “How Adeqguate
are Warnings and First Aid Instructions on
Censumer Product Labels?: An
Investigation,” Veterinary and Human
Toxicology, 24:1:8-11, 1982. )

38. Three comments siressed the
importance of keeping the patient -
ambulatory after the administration of
ipecac syrup. One of these comments,
from a poison control center, stated that
its experience had shown that emesis is
greatly delayed if the patient is kept
inactive following the administration of
ipecac syrup. The comment urged that
labeling be modified to mention this
concern. Another comment submitted a
study showing no significant difference
in the time it tock to induce emesis in
patients kept in motion versus those
assigned bedrest (Ref. 1).

Keeping the person who has been
given ipecac syrup active may or may
not speed up emesis; however,
regardless of the poiscn treatment used,
activity may prevent loss of
consciousness, which is a particular
problem with people who have ingested
an overdose of a central nervous system
depressant. Therefore, the agency is
proposing that'the statement, "Keeping
patient active and meving,” be added to
the directions for use of all poison ’
treatment drug products.

Reference
(1) Meester, W.D., “Emesis and Lavage,”

Veterinary and Human Toxicology, 22:225~
234, 1980.

39. Referring to the Miscellaneous
Internal Panel’s statement that, “when
retching and vomiting begin, the patient
should be placed face down with head
lower than hips” (47 FR 447), one

_comment suggested that children be

seated or held on an adult’s lap near a
basin or sink while vomiting so that the
mouth can be cleared of any vomitus.
The comment stated that it is difficult to
expect a child or adult to be placed face
down with head lower than hips, when
vomiting begins. -

The agency agrees with the Panel that
when vomiting begins the head-lower-
than-hip positicn helps prevent
aspiration of the vomitus into the lungs.
However, as the comment pointed out,

. this position would be difficult for a

patient to maintain under some
circumstances. Although the Panel
included the statement in its report, it
was not included in the labeling
recommended in its monograph. In view
of the potentially conflicting zesults, the
agency does not believe a statement
regarding positicning of the patient
should be included in the monograph.

Refezence

(1} Goldfrank, L.R., “Managing of the -~
Overdosed or Poisoned Patient who is Alert,”
in “Toxicological Emergencies,” Appieton,
Century, Crofts, New York, p. 12, 1982.

40. Four comments urged that ipecac
syrup should be packaged and marketed
only in 30-mL containers, arguing that
this container size provides two 15-mL
doses, which would be convenient, safe,
and effective; any larger amount could
lead to overdoses in children and any
less might be ineffective. Two other
conments supported the 30-mL size, but
suggested that two 15-mL containers
should also be permitted. Three
comments favored the 15-mL size only,
arguing that 15 mL is the unit dose for a
child. One of these comments suggested
that the 15-mL containers should be
marketed in packages of four to permit
simultaneous treatment of several
patients.

" Current FDA regulations (21 CFR
201.308(c)) require that the OTC
marketing of ipecac syrup be limited to
30 mL containers. This package size is
convenient in that it provides one adult
dose or two 15 mL doses for children age
1 to 12. The comments did not present
any convincing arguments to warrant a
change in the container size. Therefore,
the 30 mL container size requirement is
proposed in this tentative final
monograph.

41. One comment urged that safety
caps not be used on bottles of ipecac
syrup.

The Poison Prevention Packaging Act
(15 U.8.C..1471-1476), which requires
safety packaging for certain drug
products, is administered by the
Consumer Product Safety Commission
{(CPSC). Where necessary, FDA can
request CPSC to require safety closures
on OTC drugs. However, because ipecac
syrup is packaged only in 30 mL
containers, each of which contains a
less-than-toxic dose for a small child,
and the presence of safety closures
could result in unwarranted delay and
confusion in the administration of
ipecac syrup to treat poisoning victirs
in emergency situations, the agency
agrees that safety closures should not be
used on bottles of ipecac syrup sold
OTC. '

42. One comment suggested that, to
prevent misunderstanding by dispensing
pharmacists, every bottle of ipecac
gyrup larger than 30 mL. should bear the
following statement on the label:
“Remember, 3¢ mL may be dispensed-
without a prescription.”

This monograph establishes
conditions of marketing of OTC drugs
only. It does not address prescription
labeling. Thus the statement suggested
by the comment is not included in the
monograph. The agency has no
ebjeciion to a statement similar to that
suggested by the comment appearing in
the iabeling of prescription size bottles
of ipecac syrup and is aware that such
labeling is currently used (Ref. 1).

‘However, the agency suggests that when

such labeling is used it should also
include a statement that complete
labeling information as specified in the
poison treatment drug products
monograph (21 CFR Part 357 Subpart A
must be provided to consumers to whom
the product is sold. The agency suggests
that manufacturers of prescription size
bottles of ipecac syrup provide
pharmacists complete auxillary labeling
to provide to consumer when smaller
guantities are sold from prescription

size bottles.

Reference ,

(1) Physician’s Desk Reference, 37th
Edition, Medical Economics Company,
Orandell, NJ, p. 1141, 1983,

E. Comments on Adsorbenis

43. Two comments cbjected to the
OTC availability of activaied charcoal
as a poison adscrbent. The comments
contended that poisoning cases serious
enough to require the use of activated
charcoal should be treated in an
emergency room or other health care
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facility. A comment from a poison
control center stated that its experience
indicates that only about 10 percent of
-toxic.ingestion exposures are sericus
enough to require both the induction of
emesis and the additicnal -
decontamination provided by activated
charcoal. The other comment expressed
that use of activated charcoal in the
home may create a false sense of
security and delay consultation with a
poison control center.

Although syrup of ipecac has long
been recognized as the first line of
defense in the home treatment of
poisonifg, a number of studies have
shown that vomiting induced by ipecac
is often not complete, with recovery of
. stomach contents varying from 0 to 78

percent (Ref. 1).-Activated charcoal has
been demonstrated to be safe and
effective in adsorbing poison that may
remain in the gastrointestinal tract after
vomiting has occurred, The
Miscellaneous Internal Panel recognized
(47 FR 448) and the agency concurs that,
generally, the use of activated charcoal
should be restricted to administration
following the induction of vomiting. The
agency is therefore proposing the
" following statement for inclusion on
activated charcoal products as a drug
interaction precaution; “Do not give
activated charcoal until after patient has
vemited unless directed by a health
professional.” There are situations in
which activated charcoal can be
administered without inducing vomiting.
However, the agency believes that this
decision should be made by a health
professional on an individual case basis.
This warning will replace the warning
recommended by the paneliin
§ 357.20(c)(3).
Reference
. [1) Meester, W.D., “Emesis and Lavage,”
Veterinqry and Human Toxicology, 22:225-
234, 1980 ' .
44. Three comments commended the
Panel for both anticipating and .
encouraging the development of new
and more palatable dosage forms of
activated charcoal, but expressed
concern over the Panel’s recommended
criteria for comparison of the:adsorptive
capacity of new dosage forms with the
existing dosage form. One comment
urged development of a methodology for
an in vivo comparison of dosage forms.
Another comment asserted that the -
- testing criteria recommended by the
Panel are unnecessary because there are
adequate compendial standards for
measuring the adsorptive capacity of
activated charcoal in the United States -
Pharmacopeia (UJ.S.P.) (Ref. 1). The
comment stated that any product
containing activated charcoal U.S.P. as

its active ingredient would have to meet
these standards for adsorptivity, and
that these standards, which can be
applied to final formulations, make in
vive testing scientifically and legally
unnecessary. .

The agency agrees that additional
testing criteria for activated charcoal
beyond final formulation conformity to
U.S.P. adsorptivity standards (Ref. 1)
should not be necessary for any
activated charcoal product. The agency
is proposing that the monograph specify
that final formulations, in amounts
equivalent to one gram {g) of activated
charcoal, must meet or exceed the
standards for adsorptivity for activated
charcoal, U.S.P. However, the U.S.P.
adsorptivity standard is specific to a dry
powdered dosage form and may not be
readily applicable to the testing of other
dosage forms. The agency invites
specific comment on suitable testing .
standards and methods, including
modifications of the U.S.P. adsorptivity

" standard, for dosage forms other than

the traditional dry powdered activated
charcoal. ~

Reference

{1) “United States Pharmacopeia XX—
National Formulary XV,” United States
Pharmacopeial Convention, Inc., Rockville,
MD, pp. 128-129, 1980.

45. One comment questioned the
possibility of aspiration of activated
charcoal in powdered form.

Athough activated charcoal is
normally packaged in powdered form,
the likelihood of aspiration is minimal
because the directions for use instruct
the consumer to mix the activated
charcoal in water before it is
administered.

46. One comment supported the
Miscellaneous Internal Panel's 30 g
minimum dosage recommendation for
activated charcoal and urged the agency
to restrict the OTC marketing of
activated charcoal products to a unit
dose form containing & minimum of 30 g.

The comment expressed concern that

the dosage of activated charcoal may
not be adequate if the Panel’s volume
measure recommendation {6 level
tablespoonsful) was used because of the
varying densities of charcoal powder
and because 1 tablespoonful could
supply from 3.5 to 6 g of activated
charcoal {Refs. 1 and 2).

" Another comment disagreed with the

* Panel's 30-g recommendations and

requested that the dose be changed to 25

g. The comment supplied information
indicating that a much wider effective
dosage range (frem 5 to 60 g) exists in
actuel practice and that a product
containing 25 g activated charcoal is in -

widespread use with general acceptance
by emergency medical facilities {Ref. 3).
The agency recognizes that the
density of activated charcoal may vary
considerably. As pointed out by one
comment, a tablespoonful of activated
charcoal can contain anywhere from 3.5
to 6 g {(Refs. 1 and 2); thus, 6
tablespoonsful could contain frem 21 to
36 g. The dose of activated charcoal
generally recommended is 8 to 10 times
the amount of the toxic substance
ingested (Refs. 1 and 2) with the
maximum limit determined only by the
feasibility of administration (47 FR 449).
For these reasons, the agency does not
believe the dose of activated charcoal
needs to be limited to a specific weight -
amount. Instead, the agency is proposing
a range of 20 to 30 g as a dose of
activated charcoal. Taking into
consideration the varying densities of
activated charcoal, this dosage
approximates the Panel’s
recommendation of 6 tablespoonsful. It
will also include the 25 g product that is
recommended by one comment. As the
comment and the Panel pointed out,
there is a wide effective dosage range

for activated charcoal, and the agency is

proposing that a second dose be given if
possible. (See comment 50 below.)

References

(1) Greensher, |., et al., “Activated
Charcoal Updated,” Annals of Emergency
Medicine, 8:261~263, 1979,

(2) Dipalma, |.R., “Activated Charcoal—A
Neglected Antidote,” Clinical Pharmacology,
20:155-156, 1979. ‘

(3} Comment No. C00005, Docket No. 81N~
0050, Dockets Management Branch.

- F. Comments on Adsorbent Labeling

47. One comment suggested that the
statement of identity recommended in
§ 357.50(a) for poison treatment drug
products containing activated charcoal
be changed from the term “adsorbent”
to a more easily understood term such
as “poison antidote,” “emergency
poison antidote,” or “first aid poison
antidote.”

Webster defines antidote as a remedy
to counteract the effect of a poison [Ref.
1). Activated charcoal acts by means of
adsorbing poisons, not by counteracting
their effects. Thus, it would be false and
misleading to replace the term
“adsorbent” with any term implying that
activated charcoal is a poison antidote.
However, acceptable statements of
identity are provided by replacing the
word “antidote” with the word
“adsorbent” in the phrases suggested by
the comment, i.e., “poison adsorbent,”
“emergency poison adsorbent” or “first
aid poison adsorbent.” Therefore, the
agency is proposing that any one of
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these phrases may be used as the
statement of identity in place of the
word “adsorbent” for poison treatment
drug products containing activated
charcoal.

Reference

(1) “Webster’s New Collegiate Dictionary.”
G. and C. Merriam Co., Springfield, MA, 1979,
s.v, “antidote.” :

48. One comment believed that the
Miscellaneous Internal Panel’s
recommended directions of mixing 4 ozs
{120 mL) of water with 30 g of activated
charcoal would result in too thick a
slurry with increased chances of
complications if aspiration of the
charcoal mixture occurs. The comment
cited a case in which a mixture of 9 g of
charcoal in 35 mL of water was
administered to a patient who
regurgitated and aspirated-the mixture,
resulting in the immediate development
of airway obstruction (Ref. 1). The
cemment pointed out that the water to
charcoal ratio in this case {3.89:1} is very
close to the ratio (4:1) recommended by
the Panel. The comment recommended
that the charceal be mixed with 8 oz
{240 mL) of water, adding that such a
mixture allows for a better dispersion of
the charcoal in water and has the
advantage of making the charceal more
palatable.

Upon evaluation of the report of the

ase of airway obstruction resulting -
.rom the aspiration of a thick charcoal-

water slurry, the agency agrees with the ~

comment that increasing the amount of
water mixed with activated charceal
will reduce this danger, aid in the
dispersion of the charceal in water, and
make the mixture more palatable and
thus more likely to be ingested.
Therefore, the agency is proposing that
the directions for activated charcoal
provide that the dose is to be
administrated in 2 minimum of 8 oz of
liguid.
Reference

(1) Poliack, M.H., et al., “Aspiraticn of
Activated Charcoal and Gasiric Contents,”

Annals of Emergency Medicine, 10:528-529,
1981.

49. Several comments stated that the
directions for activated charcoal |
recommened by the Panel in § 357.50(d}
are too specific and restrictive in that
they do not allow the mention of dosage
forms other than aqueous soluticns. The
comments requested that the directions
be modified to allow these alternative
dosage forms to be mentioned. .

The agency agrees. As pointed out in
comment 44 above, the agency has no
objection to alternative dosage forms as
long as suitable testing methods can be

leveloped to insure that the final

product meets USP XX standards for
adsorbency. Accordingly, the agency

" has revised the directions in this

tentative final monograph to ailow for
alternative dosage forms.

50. Two comments suggested that the
labeling of activated charcoal include a
statement that the dose of activated
charcoal should be repeated if possible.
One comment stated that the upper
limits of charcoal administration are
governed only the feasibility of
administration. ‘ ‘

The agency agrees. Doses of activated
charcoal up to 120 g have been
administered with no reported side
effects (Refs. 1 and 2} and, in general,
the larger the does of activated charcoal
the greater the adsorption of the
ingested poison. Therefore, the agency is
proposing the following statement in the
directions for activated charcoal:
“Repeat dose immediately, if possible.”
References ]

(1) Greensher, |., et al., “Activated )
Charcoal Updated,” Annals of Emergency
Medicine, 8:261-263, 1979.

{2) Dipalma, I.R., *“Activated Charcoal—A
Neglected Antidote,” Clinical Pharmacology,
20:155-156, 1979.

51. One comment suggested that the
warning “De not give activated charcoal
to people who have swallowed
petroleum distillate or corrosive
products” be added to the warnings for
products containing activated charcoal
because the administration of activated
charcoal is not infrequently followed by
vomiting and the induction of emesis for
corrosive products is contraindicated.
The comment added that an additional

‘complication to the use of aclivaied

charcoal with corrosives is that it may
obscure visual observation of
gastroesophageal lesions by endoscopy.
The comment concluded that there is a
lack of evidence documenting the
beneficial effects of activated charcoal
in humans who have ingested corrosives
or petroleum distiliates, and, therefore,
activated charcocal should not be used
following ingestion of these substances.
The agency agrees with the comment.
Decker, Combs, and Corby (Ref. 1)
found that corrosives such as inorganic
acids, sodium and potassium
hydroxides, and sodium metasilicate are
not adsorbed to any measurable extent
by activated charcoal. Picchioni, Chin,
and Laird {Ref. 2} reported that, in rats,
kerosene is adsorbed by activated
charcoal, but that there is a lack of data
on the ability of activated charcoal to

adsorb other petroleum distillates. Some -

authors report that activated charcoal is
ineffective in petroleum distillate
ingestions {Ref. 3). For these reasons, the
agency believes that the labeling of

activated charcoal should include the
same corrosive, petroleum distillate
warning as that required for ipecac
syrup.

Refersnces .

(1) Decker, W.]., HLF. Combs, and D.G.
Corby, “Adsorption of Drugs and Poisons By
Activated Charcoal,” Toxicology and Applied
Pharmacology. 13:454-460, 1968.

(2) Picchioni, A.L., L. Chin, and H.E. Laird,
“Activated Charcoal Preparations—Relative
Antidotal Efficacy,” Clinical Toxicology, ’
7:97-108, 1974. ‘ .

{3) Czajka, P.A., and ].P. Duffy, “Drugs for
the Management of Acute Poisonings,” in
“Poisoning Emergencies. A Guide for
Emergency Medical Personnel,” The C.V.
Mosby Co., St. Louis, p. 15, 1980.

G. Comments on Poison Treatment Kits

52. Nine comments supported the
concept of poison treatment kits
containing both activated charcoal and
ipecac syrup and encouraged their
availability. Eight other comments,
While supporting the OTC availability
of ipecac syrup, opposed the OTC
marketing of kits containing activated
charcoal as well as ipecac syrup. The
comments pointed out that the kits
would be more expensive than ipecac
syrup alone, that activated charcoal
could be administered at the wrong time
and interfere with the functioning of the
ipecac syrup, and that ingestion serious
enough to warrant the use of activated
charcoal should properly be treated in-
an emergency room.

The agency appreciates the concerns
and objections raised by the comments
opposing the marketing of activated
charcoal with ipecac syrup in poison
treatment kits. The kits will undoubtedly
be more expensive than ipecac syrup
alone, but they are not intended to
replace or prevent the sale of ipecac
syrup packaged alone. Although
activated charcoal can adserb ipecac
syrup and prevent its functioning if
administered before the ipecac syrup
has had time to induce vomiting, the
agency believes that the direction and
warnings for both activated charcoal
and ipecac syrup being proposed in this
tentative final monograph adequately
cautipn against such use. In addition,
the labeling for a poison treatment kit
clearly instructs the userto “. . .call a
poison control center, emergency
medical facility, or health professional
for help before using this product.”
While most cases of poisoning may call
for the use of ipecac syrup only, the
presence of both ipecac syrup and
activated charcoal in the kit would
provide the poison control center
personnel or other health professional
flexibility in responding to the needs of
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any individual case of poisoning. In
addition, wher professional advice
cannot be obtained, the administration
of activated charcoal after vomiting had
occurred provides an added margin of
protection because the activated
charcoal can adsorb residual poison.

The agency therefore concludes that _
poison treatment kits containing both
activated charcoal and ipecac should be
available OTC. '

53. One comment urged that the
poison treatment monograph contain a
statement expressing a preference for
ipecac syrup alone rather than the more
costly dual ingredient kit containing
both ipecac syrup and activated
charcoal.

The agency agrees that ipecac syrup is
the first line of defense ini poison -
treatment and is less costly than the
dual ingredient poison treatment kit, It
would, however, be inappropriate to
attempt to influence purchasing
practices by requiring a labe) statement
expressing an opinion as to the agency’s
preference between two products, both
of which have been determined to be
safe and effective. ‘

54. Numerous comments objected to
the ingredient and dosage specifications
recommended by the Pane! in proposed
§ 357.14 for a poison treatment kit. Two
comments did not believe that there was
any potential safety problems with the
amount of ipecac syrup present in the
kit. Most of the comments objected to
the requirement that the kit contain 60
mL of ipecac syrup because of the
potential for ipecac overdose, especially
in small children. Two of these
comments stated that 60 ml. of ipecac
syrup would not pose a safety problem
if “child resistant” tops were used on
the botiles, and another comment stated
that a warning against overdosing could
adequately handle this risk. The
majority of the comments urged that the
kit be limited to some smaller quantity
of ipecac syrup; three suggested a limit
of 15 mL of ipecac syrup, and one
suggested a 45 mL limit. Thirty mL was,
however, the most commonly suggested
limit, '

In addition, two.comments objected io
the requirement that the kit contain
exactly four {30 g) containers of

.activated charcoal, with one comment
suggesting that the requirement be
changed from 30 g containers to 25 g
containers. One of these comments also
questioned the agency’s authority to
establish exact numerical limits on the
size and type of dosage forms in such a
kit. .

The agency has authority under
sections 502(f) and 701(a) of the Act {21
U.S.C. 352(f) and 371(a)) tc establish

. limits on size and types of dosage forms

and limits on package contents, e.g., the
36-tablet limitation per container of 1%
grain {pediatric) aspirin tablets specified
in § 201.314(c}{2). The agency has,
however, reviewed both the Panel's
report and the comments and agrees
that the Panel's action in establishing
exact ingredient and dosage
specifications for a poison treaiment kit,
including the exact size and number of
containers, is overly restrictive. The
agency is proposing that the tentative
final monograph establish that poison
treatment kifs contain one adult dose of
ipecac syrup, 30 mL, and a minimum of
one dose of activitated charcoal, 26 g,
This requirement will provide a
minimum of one dose each of both an
emetic and an adsorbent. As discussed
in comment 30 above, containers of
ipecac syrup are limited to 30 mL due to
the potential toxicity of this ingredient.
The kit can therefore contain only one
30-mL container of ipecac syrup. There
is no reason, however, for any
restriction on the size or number of
containers of activitated charcoal
beyond the minimum dosage
requirement of 20 g. As discussed in
comment 44 above, new dosage forms of
activated charcoal are also acceptable.
The agency has also considered the
suggestion that 60 mL of ipecac syrup
could be safely packaged in a kit if

- placed in separate containers equipped

with “child resistant” caps. The safety
advantage of using such caps to permit
inclusion of more ipecac syrup in the kit -
would, however, be offset by the risk
that such caps could delay
administration of the initial dose of
ipecac syrup. There is, of course, no
restriction on the number of kits that an

(individual can purchase.

55. One comment pointed out that the
description of the acute toxic ingestion
kit reconmimended by the Panel in
§ 357.14, which specifies charcoal
containers that facilitate mixing the
contents, is in contradiction to the
directions in § 357.50{d) which state
“Mix 6 level tablespoonfuls in %
glassful of water.”

The agency agrees that there was a
discrepancy. The revisions that have
been made in this tentative final
monograph have resolved this
discrepancy. {See comments 48 and 49

-above.}

56. Three comments suggested
revising the direction statements
recommended by the Panel in
§ 357.54(d). One cornment suggested
deleting the direction in § 357.54(d)(1)
“When professional advice is not
available, first give ipecac * * * "
because professional advice in the form
of a poison control center, an emergency
facility, or a health professional is

always available by telephone. The
comment contended that this direction
on the outside of a poison treatment kit
could cause parents not to review the
additional labeling in the kit and to give
activated charcoal or ipecac syrup
unnecessarily.

A second comment suggested
rewording the directions statements by
reversing the order of § 357.54(d}(1) and
§ 357.54(d){3) to give greater prominence
to the statement “Save the container of
poison” and to require that the
statement recommended in
§ 357.54{d){2} “Read instruction at time
of purchase and insert phone numbers”
be placed on the principal or front
display panel rather than just the
outside of the kit. The third comment
suggested that the directions be
expanded to allow inclusien of a bocklet
containing more detailed first ajd
instruction in the kit.

The agency disagrees that
professional help can always be reached
by telephone. There are circumstances
such as in isolated locations or during
severe weather when such advice will
not be available. As discussed in
comment 8 above, the agency has
revised the labeling of poison treatment
drug products to require the foliowing
statements on the principal display /
panel: “If possible call a poison control
center, emergency medical facility, or
health prefessional for help before using
this product.” “If help ¢annot be reached
quickly, follow the directions on * * *
{manufacturers to indicate location of
directions, e.g., on the back of the
boitie)” and “Read the warnings and
directions as soon as you buy this

- preduct. Insert emergency phone

number{s) in space provided on the
label.”

The remainder of the warnings and
directions are to be placed on a separate
portion of the label. The agency
disagrees that the statement “Save the
container of poison” should be given
any special prominence as compared

" with other labeling. However, the

agency believes that this statement is
applicable to all poison treatment drug
products and thus is proposing that the
monograph include the statement on
ipecac syrup as well as activated
charcoal products. The agency has no
cbjection to the inclusion of labeling,
folders, beoklets, or leaflets containing
more detailed first aid or poison
treatment information as long as such
information does not distract from
required labeling.
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1L The Agency’s Tentative Adoption of
the Panels’ Reports

A. Summary of Ingredient Categories

The agency has reviewed the only
active emetic ingredient submitted to the
Advisory Review Panel on OTC
Laxative, Antidiarrheal, Emetic, and
Antiemetic Drug Products, ipecac syrup,
and the single claimed active adsorbent
ingredient submittad to the Advisory
Review Panel on OTC Miscellaneous
Internal Drug Products, activated
charcoal, as well as other data and
information available at this time, and
concurs with the Panels’ Category I
classification of these ingredients as
OTC poison treatment drugs.

For the convenience of the reader, the
following table is included as a
summary of the agency's categorization
of OTC poison treatment active
ingredients.

Category

Emetics: .
Ipecac fuidextract il
ipecac syrup . i
Ipecac tincture .. i
Zinc sulfate il

Poison Adsorbents:
Charcoal, activated 1.

B. Summary of the Agency's Changes in
the Panels’ Recommendations

FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopt
the Panels’ reports and recommended
monographs and will combine them into
a single monograph for OTC poison
treatment drug preducts with the.
changes described in FDA’s responses
to the comments above and with other
changes described in the summary
below. A summary of the changes made
in the Panels’ conclusions and .
recommendations and to the previous
tentative final monograph for OTC
emetic drug preducts follows:

1. The process of combining the
emetic rulemaking (proposed 21 CFR
Part 337) and the acute toxic ingestion
rulemaking (proposed 21 CFR Part 357,
Subpart A) into the present tentative
final monograph under 21 CFR Part 357
{entitled Poison Treatment Drug
Products for OTC Human Use,) has
required the redesignation of many
section and paragraph numbers.

2. The term “health professional” is
being proposed in labeling in place of
the term ‘‘physician,” “doctor,” or
“pharmacist.” (See comments 6 and 14
above.)

3. The term “emergency medical
facility” is being proposed in labeling in
place of the term ‘emergency room.”
{See comment 8 above.)

4. Labeling for all poison treatment
drug products has been revised to
change the order of listing of sources of
help and information for poison
treatment from “physician, poison
control center or emergency room’ to
“poison control center, emergency
medical facility, or health professional.”
{See comment 7 above.)

5. Labeling is being divided into two
distinct sections: First, the principal
display panel would contain the
following instruction in a conspicuously
boxed area: “If possible, call a poison
control center, emergency medical
facility, or health professional for help
before using this product. If help cannot
be reached quickly, follow the directions
{(manufacturer to indicate location of
directions, e.g., on the back of the

* bottle).” The statements, “Read the

warnings and directions as soon as you
buy this product.” “Insert emergency
phone number(s) in space provided on
the label,” must also appear prominently
on the principal display panel. Second.
full warnings and directions are to be -
placed on a separate portion of the
label. (See comment 9 above.)

6. A space for writing in the phone.
number(s) of the appropriate poison
contro} center or other emergency
medical facility must be provided on the
principal display panel. (See comment ¢
above.)

7. The terms “for the treatment of

5y ke

poisoning,” “emergency first aid
treatment for poisoning,” “emergency
treatment for poisoning,” “emergency

treatment for accidental poisoning,” “for
the treatment of accidental poisoning,” -
“emergency first aid ireatment for
accidental poisoning,” “emergency
poison treatment,” and “first aid poison
treatment” have been proposed as other
allowable statements for all poison
treatment drug products. (See comment
15 above.)

8. The indication statement for ipecac
syrup has been revised to read “for
emergency use to cause vomiting of
swallowed poisons.” The indication
statement for activated charcoal has
been revised to read “for emergency use
to adsorb swallowed poisons.” (See
comment 15 above.)

9. The dosage of ipecac syrup for
individuals 1 year of age and over has
been revised to allow manufacturers to
express the dosage in terms of container
size i.e., 1 or % bottle. (See comment 22
above.}

10. The warning Do not use in
semiconscious or unconscious persons”
previously proposed for ipecac syrup
has been revised to read “Do not use in
persons who are not fully conscious.”
(See comment 23 above:)

11. The corrosive-petroleum distillate
warning for ipecac syrup has been. .
revised to read “Do not use this product,
unless directed by a health professional,
if turpentine, corrosives, such as alkalies
{lye) and strong acids, or petroleum
distillates, such as kerosene, gasoline,
paint thinner, cleaning fluid, or furniture
polish, have been ingested.” (See
comment 24 above.) This same warning
is being proposed for activated charcoal
producis. (See comment 51 above.)

12. The warning “Do not administer
milk or carbonated beverages with this
product” previously propesed for ipecac
syrup has been revised to read “Do not
administer milk with this product.” {See
comment 28 above.)

13. The directions for ipecac syrup
have been revised to provide for water
or other clear liquids to be administered
following ipecac syrup. (See comment 28
above.) )

14. The drug interacticn precaution for
emetics has been revised to read "Drug
Interaction Precaution: Activated
charcoal will adsorb ipecac syrup. Do
not give activated charcoal until after
patient has vomited unless directed bya
health professional.” (See comment 29
above.) )

15. The adult dose of ipecac syrup has
been increased from 15 mL to 30 mL.
{See comment 32 above.)

16. A dosage of ipecac syrup for
children under 6 months of age is no
longer provided in the monograph. A
statement advising that ipecac syrup
chould not be given to children under 6
months of age unless directed by a
health professional has been added to
the monograph. (See comment 33
above.] v

17. The time interval between the first
and second doses of ipecac syrup has
been increased from 20 tc 30 minutes.
(See comment 35 above.) -

18. The directions for all poison.
treatment drug products have been
revised to include the statement “If -
previous attempts to contact a poison
control center, emergency medical
facility, or health professional were
unsuccessful, continue trying.” (See
comment 36 above.} _

19. The directions for poison
treatment drug products have been
revised to include the statement “Keep
patient active and moving.” (See
comment 38 above.)

20. The warning against use of
activated charcoal before vomiting has
occurred has been revised to read “Do
not give activated charcoal until after
patient has vomited unless directed by a
health professional.” (See commerits 29; .
43, and 51 above.) =
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21. Formulations for activated
charcoal now provide for dosage forms
other than a powder. (See comment 44
above.) )

22. The dosage for activated chareoal
has been revised to provide a range of
20 10 30 g. {See comment 46 above.)

23. The statement of identity for
dctivated charcoal, “adsorbent,” has
been revised to “poison adsorbent” or
optionally “emergency poisen
adsorbent” or “first aid poison
adsorbent.” {See comment 47 above.)

24. The directions for use of activated
charcoal have been revised to require
that the dose be administered in a
minimum of 8 oz of liquid. {See comment
48 above.) ; '

25. The statement “Repeat dose
immediately, i possible” has been
added to the directions for activated
charcoal. {(See comment 50 above.}

28. The contents of the poison
treatment kit have been revised to
provide for a content of one 30-mL
container of ipecac syrup and a
minimum of 1 adult dose of activated
chareoal (20 g). Although kit contents
are limited to 30 mL of ipecac syrup,
there is no restriction on the size or
number of containers of activated
charcoal in the kit. {See comment 54
above.)

27. The direction “Save the container
of peison” has been proposed for all
poison treatment drug products. {See
comment 56 above.) ’ .

28. The agency advises that those
portions of § 201.308 and § 368.21
applicable to ipecac syrup will be
revoked at the time that the final
monograph becomes effective.

The agency has examined the

-economic consequences of this proposad
rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 {48
FR 3806}, the agency announced the
availability of an assessment of these
economic impacts, The assessment
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12261. The agency
therefore concludes that not one of these
rules, including this proposed rule for
OTC poison treatment drug products, is
a major rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities ag
defined in the Regulatory Flexibility Act,
Public Law 96-354. That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an

individual rule might impose an unusual
or disproportionate impast on small
entities, However, this particular
rulemaking for OTC poison treatment
drug products is not expected o pose
such an impact on small businesses.
Therefore, the agency certifies that this
proposed rule, if implemented, will not
have a significant economic impact on a
substantial number of small entities.

The agency invites public comment
regarding any substantial or significant
ecenomic impact that this rulemaking
would have on OTC poison treatment
drug products. Types of impact may
include, but are not limited to, costs
associated with product iesting,
relabeling, repackaging, or
reformulating, Comments regarding the
impact of this rulemaking on OTC
poison treatment drug products should
be accompanied by appropriate
documentation. Beause the agency has
not previcusly invited specific comment
on the sconomic impact of the OTC drug
review on poison treatment drug
producis, & period of 120 days from the
date of publication of this proposed
rulemeking in the Federal Register will
be provided for comments on this -
subject to be developed and submitted.
The agency will evaluate any comments
and supporting data that are received
and will reassess the economic impact
of this rulemaking in the preamble to the
final rule.

The agency has determined that under
21 CFR 25.24{d}(9) {proposed in the
Federal Register of December 11, 1979,
44 FR 71742) this proposal is of a type
that does not individually or
cumulatively have a significant impact
on the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

List of Subjects in 21 CFR Part 357

OTC drugs, Poison treatment drug
products, Anthelmintic drug products,
and Cholecystokinetic drug products.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 201{p],
502, 505, 701, 52 Stat. 1041-1042 as
amended, 1050~1053 as amended, 1055~
1056 as amended by 70 Stat. 919 and 72
Stat. 948 (21 U.S.C. 321(p), 352, 355, 371})
and the Administrative Procedure Act
(secs. 4, 5, and 10, 60 Stat. 238 and 243 as
amended (5 U.8.C. 553, 554, 702, 703,
704)) and under 21 CFR 5.11, it is
proposed that Subchapter I of Chapter |

-of Title 21 of the Code of Federal

Regulations be amended by adding new
Part 357, Subpart A, to read as follows:

“x

PART 357-~I4ISCELLANEOUS
INTERNAL DRUG PRODUCTS FOR
OVER-THE-COUNTER HUMAN USE

Subpart A~Poison Treatment Drug
Products

Sec.

357.1 Scope.

357.3 . Definitions.

357.10 Active ingredients for poison
freatment.

357.14 Poison treatment kit,

357.50 Principal display panel of all poison
treatment drug products.

357.52  Labeling of activated charcoal drug
products. -

357.54 Labeling of ipecac syrup drug
products.

357.56 Labeling of poison treatment kits.

357.58 Other allowable statements for
poisen treatment drug products. -

357.60 Nonapplicability of § 330.1(g) to
poison treatment drug preducis.

Awthority: Secs. 201(p), 502, 505, 701, 52

Stat. 1041~1042 as amended, 16501053 ag

amended, 1055-1056 2s amended by 70 Stat.

919 and 72 Stat, 948 (21 U.S.C. 321(p), 352, 355,

371); secs. 4, 5, and 10, 60 Stat. 238 and 243 as

amended {5 U.S.C. 553, 554, 702, 703, 704).

Subpart A—Poison Treatment Drug
Products

§357.1 Scope.
{a] An over-the-counter poison

* treatment drug product in a form

suitable for oral administration is

-generally recognized as safe and

effective and is not misbranded if it
mests each condition in this subpart and
each general condition established in

§ 330.1.

(b} References in this subpart of
regulatory sections of the Code of
Federal Regulations are to Chapter I of
Title 21 unless otherwise noted. -

§357.3 Definitions.

As used in this subpart:

(a) Adscrbent. An agent that causes
another substance to adhere to its

“surface.

{b} Emesis. Vomiting,
(c} Emetic. An agent that causes
vomiting {emesis).

§ 357.10 Active ingredients for poison
treatment,

The active ingredients of the product
consist of any of the following when
used within the dosage limits
established for each ingredient:

(a] Charcoal, activated. The active
ingredient is in a formulation such that
the equivalent of one gram activated
charcoal mets or exceeds the standards
of adscrption for activated charcoal,
U.S.P,

f[tl;) lpebgc syrup. The active ingredient
of the product is powdered ; e 1
marketed as ipecac syrup, Upggafn{ttf
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quantity of 1 fluid ounce (30 milliliters)
only.

§357.14 Poison treatment kit.

The kit is a single outer package
jabeled according to §§ 357.50 and
357.58 that consists of one 30 milliliter
container of ipecac syrup identified in
§ 357.10(b) and a minimum of one dose
20 gram of activated charcoal identified
in § 357.10(a).

§ 357.50 Principal display panel of all
poison treatment drug products.

In addition to the statements of
identity required in §§ 357.52, 357.54, or
357.58, the principal display panel
contains the following information:

{a) The following statements should
appear in a conspicuously boxed area.

(1) “If possible call a Poison Control
Center, emergency medical facility, or
health professional for help before using
this product.”

(2) “If help cannot be reached quickly,
follow the directions” (manufacturer to -
indicate location of directions, e.g., ont
the back of the bottle).

(3) “Read the warnings and directions
as soon as you buy this product. Insert
emergency phone number(s) in space
provided on the label.”

{b} A space must also be provided for
writing in phone number(s) of the
appropriate Poison Control Center,
emergeficy mecical facility, or health
professional.

§357.52 Labeling of activated charcoal
-drug products.

In.addition to the labeling identified in
§ 357.50, the labeling of the product
containing the ingredient identified in
§ 357.106{a) contains the following:

(a) Statement of identity. The labeling
of the product includes the established
name of the drug, if any, and identifies
the product as a “‘poison adsorbent”
“emergency poison adsorbent,” or “first
aid poison adsorbent.”

(b} Indication. The labeling of the
preduct contains a statement of the
indications under the heading
“Indications” that is limited to the
phrase “For emergency use to adsorb
swallowed poisons.”

(c) Warnings. The labeling of the
product contains the following warnings
under the heading “Warnings™:

(1} “Do not give activated charcoal
until after the patient has vomited
unless directed by a health
professional.”

(2) “Do not use in persons who are not
fully conscious.”

{3) Do not use this product, unless
Jirected by a health professional, if
turpentine, corrosives, such as alkalies
(lye) and strong acids, or petroleum

distillates, such as kerosene, gascline,
paint thinner, cleaning fluid or furniture
polish, have been ingested.”

(d) Directions. The labeling of the
product contains the following ™
information under the heading
“Directions’™: ' :

{1) Oral dosage: 20 to 30 grams of

_activated charcoal in a minimum of 8

ounces of liquid or as directed by a
health professional. ’

(2) “Repeat dose immediately, if
possible.”

(3) “If previous attempts to contact a
poison control center, emergency
medical facility, or health professional
were unsuccessful, continue trying.”

{4) “Keep patient active and moving.”

(5) “Save the container of poison.”

§357.54 Labeling of ipecac syrup drug
products. » .
In addition to the labeling identified in
§ 357.50 the labeling of the product
containing the ingredient identified in
§ 357.10(b) contains the following:
{a) Statement of identity. The labeling

' of the product includes the established

name of the drug, if any, and identifies
the product as an “emetic.”

(b} Indications. The labeling of the
product contains a statement of the
indications under the heading
“Indications” that is limited to the

_phrase “For emergency use to cause

vomiting of swallowed poisons.”

{c) Warnings. The labeling of the
product contains the following warnings
under the heading “Warnings":

(1} “Do not usc in persons who are not
fully conscious.”

(2} “Do not use this product, unless
directed by a heaith professional, if
turpentine, corrosives, such as alkalies
{lye) and strong acids, or petroleum
distillates, such as kerosene, gasoline,
paint thinner, cleaning fluid, or furniture
polish, have been ingested.”

(3) “Do not administer railk with this
product.”

(4} "Drug Interaction Precaution:
Activated charcoal will adsorb ipecac
syrup. Do not give activated charcoal
until after the patient has vomited,
unless directed by a health
professional.”

(d) Directions. The labeling of the
product contains the following
information under the heading
“Directions’

(1} Adults and children 12 years of age
and over: oral dosage is 2 tablespoonsful
{30 milliliters of 1 bottle} followed by 1
to 2 glasses (8 to 18 ounces) of water or
other clear liquid or as directed by a
health professional.

(2) Children 1 to under 12 years of age:
oral dosage is 1 tablespoonful (15
milliliters or Y2 bottle) followed by 1to 2

glasses (8 to 16 ounces) of water or other
clear liquid or as directed by a health
professional.

(3) Children 6 months to under 1 year
of age: oral dosage is 1 teaspoonful {5
milliliters) followed by % to 1 glass (4 to
8 ounces) of water or other clear liguid
or as directed by a health professional.

(4) Children under 6 months of age: Do~
no administer unless directed bya
health professional.”

{5) “If vomiting does not occur within
30 minutes, repeat the dose.” :

(8) “If previous attempts to contact a
poison control center, emergency
medical facility, or health professional
were unsuccessful, continue trying.”

- {7) *Keep patient active and moving.”

(8} “Save the container or poison.”

§ 357.56 Labeling of poison treatment kits.

The individual components of the kit
must contain the labeling identified in
§§ 357.52 and 357.54. The outer label of
the kit must contain the information
identified in § 357.50 and, in addition,
the following: v

(a) Statement of identily. The labeling
of the product includes the established
name of the drugs, if any, and identifies
the product as a “Poison treatment kit,"
“Emergency poison treatment kit,” or
“Emergency first aid poison treatment
kit.”

(b) Directions. The labeling contains
the following information under the

" _heading “Directions”: “When

professional advice is not available, first
give ipecac syrup to induce vomiting;
after vomiting has occurred, give
activated charcoal to help adsorb any
remaining toxic substance.”

§357.58 Other allowable statements for
poiscn treatment drug products.

The following additional statements
may be included in the labeling of
poison treatment drug products, but
should not be included in conjunction
with the required labeling identified in
§§ 357.50, 357.52, 357.54, and 357.56:

(a} “For the treatment of poisoning.”

{b) “Emergency first aid treatment for
poisoning.” .

(c) “Emergency tredatment for
poisoning.” _

(d} “Emergency treatment for
accidental poisoning.”

(e) “For the treatment of accidental
poisoning.”

(£} “Emergency first aid treatment for
accidental poisoning.

(g) “Emergency poison treatment.”

{h) “First aid poison treatment.”

§357.60 Nonapplicability of § 330.1(g) to
poison treatment drug products.

The second portion of the warning
required by § 330.1(g) concerning
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accidenial overdose is not required on
poison treatment drug products,

Interested psrsons may, on or before
May 15, 1985 submit to.the Dockets
Management Branch {(HFA~305), Food
and Drug Administration, Rm. 4-62, 5800
Fishers Lane, Rackville, MD 20857,
writter comments, objections, or
requests for oral hearing before the
Commissioner on the proposed
regulation. A request for an oral hearing
must specify points to be covered and
time requested. The agency has
provided this 120 day period {instead of
the normal 60 days) because of the
number of OTC drug review documents
being published concurrently. Written
tomments on the agency’s economic
impact determination may be submitted
or: ot before May 15, 1985. Three copies
of all comments, objections, and
requests are to be submitted, except that
individuals may sabmit cne copy.
Comments, objections, and requests are

- comments on the dats are to be

to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief,
Comments, cbjections..and reguests
may be seen in the office above between
 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.
These dates are consistent with the
time periods specified in the agency's
final rule revising the procedural
regulations for reviewing and classifying
OTC drugs, published in the Federa!
Register of September 29, 1051 {46 FR
47730). Three copies of all data and
submitted, except that individuals may
submit one copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this document. Data and
comments should be addressed to the
Dockeis Management Branch (HFA-305)

(eddress above). Received data and
Gomments may also be seen in the office
above between 9 a.m. and 4 p.m.,
Monday through Friday.

In establishing a final monograph, the
sgency will ordinarily consider only
data submitted prior to the closing of the
administrative record on May 15, 1985.
ata submitted after the closing of the
adininistrative record will be reviewsd
by the agency only after a final
moncgraph is published in the Federal
Register, unless the Commissioner finds
goud cause has been shown that
warrants earlier consideration.

Dated: December 31, 1684,

Frank E. Young,

Commissioner of Food and Drugs,
Margaret M. Heckler,

Seeretary of Health and Human Services.
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