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- DEPARTMENT OF HEALTH AND the recommendations of the Advisory monograph for OTC laxative drug TN
_HUMAN SERVICES Review Panel on OTC Laxative, . products.
e Antidiartheal, Emetic, and Antiemetic This proposal constitutes FDA's

_Food and Drug Administration Drug Products, which was the advisary tentative adoption of the Panel's |

21 CFR P review panel responsible for evaluating  conclusions and recommendations an.

FR Part 334 data on the active ingredients in these OTC laxative drug products as modified
[Dockat Mo, 78N-035L) drug classes. Interested persons were on the basis of the comments received

Laxative Drug Products for Over-the-
Counter Human Use; Tentative Finat
Monograph

AGENCY: Food and Drug Administration.
ACTION: Notice of proposed rulemaking,

SuMMARY: The.Food and Drug .
Administration [FDA) is issuing a notice
of proposed rulémaking in the form of a
tentative final monograph that would

- establish conditions under which over-
the-counter (OTC) laxative drug
.produets are generally recognized as

. safe and effective and not misbranded.
FDA is issuing this notice of proposed .
rulemaking after considering the report
and recommendsations of the Advisory
‘Review Panel on OTC Laxative, :
.Antidiarrheal, Emetic, and Antiemetic
Drug Products and public comments on
an advance notice of proposed
rulemaking that was based on those
recommendations. This proposal deals
only with laxative drug products and is
part of the ongoing review of OTC drug
products conducted by FDA,
DATES: Written commients, objections, or
requests for oral hearing on the
proposed regulstion before the

. Commissioner of Food and Drugs by -
May 15, 1985. New data by January 15,
1988. Commentis on the new data by

. March 17, 1986. These dates are

congistent with the time periods
specified in the agency’s revised
procedural regulations for reviewing and
clagsifying OTC drags (21 CFR 330.10).
Writtén comments on the agency’s
economic unpact determinations by May
15, 1885.
ADDRESS: Wntten comments, cbjections,
new data, or reguests for oral hearing o

the Dockets Management Branch {(HFA-

305), Food and Drug Administration, Rm.
452, 5800 Fishers Lane, Rockville, MD
20857,
FOR FURTHER INFORMATION CONTAOT
William E. Gilbertson, Center for Drags
- and Biologics (HFN--210), ¥ood and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 3014434060,
SUPPLEMENTARY INFORMATION: In the.
Federal Register of March 21, 1975 (40
. FR-12002), FDA published, under
§ 330.10{a){8) (21 CFR 330.10(a)(6}). an
advence notice of proposed rulemaking
_ 1o establish & monograph for OTC .
'laxatwe. antiHmTal “emefic, and and -

invited 1o submit comments by June 19,
1975. Reply comments in response to
comrents filed in the initial comment
period could be submitted by July 19,
1975,
~ Ina notice published in the Federal -
Register of March 21, 1980 (45 FR 18368),
the agency advised that it had reopened
the administrative record of OTC
- laxative drug products to atlow for

consideration of data and information

- that had been filed in the Dockets
Management Branch after 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 a
tentative final monograph.

In accordance with § 330. 10[a}[10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch {HF A~
305), Food and Drug Administration
{address above), after deletion of a
small emount of trade secret
information. Data and information
received after the administrative record
was reopened have also been put on
display in the Dockets Management
Branch.

* Inresponse to the advance notice of X
proposed rulemaking, comments were’
received from 44 drug manfacturers, 2
frade asscciations, 3 consumaers, 1 State
government, and 1 university, Copies of
the comments received are-also on
public dispiay in the Dockets
Management Branch,

The advance notice of proposed
rulemaking, which was published in the
Federal Register on March 21, 1875 (40
FR 12902), was designated as a

“proposed monograph” in order to

L conform to terminology used in the OTC:
_ drug review fegulations (21 CFR 33010}, -

Similarly, the present document is
designated in the OTC drug review
regulations as & “tentative final
monograph.” Its legal status, hawever, is
that of & proposed rule. In this tentative
final monograph (proposed rale) to
_establish Part 334 (21 CFR Part 334),
FDA states for the first tinie its pusmon
ont the establishment of a monograph for
OTC laxative drug products, Final
-agency action on laxative drug products |
will eccur with the publicationat a
“Hutnre date of g fin

afmonograph—whialimie

. and the agency's independant

evaluation of the Panel’s report.
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 refiected in the following summary
of the comments and FDA’s responses to

The OTC procedural regulations {21
CFR 380.10) have been revised to

- gonform 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

" regnlations were unlawful to the extent

that they authorized the marketing of
Category IT drugs after a final
nionograph had been established.
Accordingly, this prevision has been
deleted from the regulations, which now
provide that any testing necessary to
resolve the safety or effectiveness issvep-
that formerly resulted in a Category Il
classification, and submission to FDA .
the results of that testing or any other
data: must be done during the OTC drug.
rulemaking process before the
.establishment of a finel monoegraph.
Although it was not required to do so
under Cutler, FDA will no longer use the
terms “Category 1" {generally recogmzed

- as safe and effective and not

misbranded), “Category II” (not

- generally recognized es safe and

effective or misbranded), and “Category
TII” {available data are insufficient to
classify as safe and effective, and
further testing is required) at the final
monograph stage, but wili use instead

.the terms “monograph conditions” (Qld

Category 1) and “nonmonograph
conditions” {0ld Categories Il and II).
This document retains the concepts of

" Categories I, II, and 1II at the tentative
" final monograph stage.

The agency advises that the
condittons under which the drug
products that are subject 1o this
monegraph would be generally
recogrized 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 .
Federa) Register. On or after that date,

no OTC drug products that are subject ™
at contain
nonmonograph conditions, i.e.,
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_conditions that would cause the drug to

be not generally recognized as safe and
effective or to be misbranded, may be
initially introduced or initially delivered
for introduction info interstate - °
comnerce unless they are the subject of
an approved new drug application
{NDA), Further, any OTC drug products
subiect 1o this monograph that are
repackaged or relabeled after the

effective date of the monograph must be |
.in compliance with the monograph

regardless of the date the product was

initially introduced or initially delivered .

for introduction into interstate
commerce. Manufactirers are )
encouraged to comply voluntarily with
the mondgraph at the earhest possible
date,

In the advance notice of proposed
rulemaking for OTC laxative drug
products (publiskied is the Federal

Register of March 21, 1975; 40 FR 12902),

the agency suggested that the conditions
included in the monograph (Category I}
be effective 30 days after the date of -
publication of the final monograph in the
Federal Register and that the conditions
excluded from the monograph {Category
i1} be eliminated from OTC drug
products effective 8 months after the
date of publication of the final |
monograph, regardless of whether
further testing was undertaken to justify

their future use. Experlence has shown
" that relabeling of products covered by
the monograph is necessary in order for -

manfacturers to comply with the
monpgraph, New labels containing the
monograph labeling have to be wriften,
ordered, received, and incorporated into
the manufacturing process.. The agency
has determined that it is impractlcal to
expect new labeling to be in effect 30

days after the date of pubhcatxon of the -

final monograph, Experiences has
shown also that if the deadline for.
relabeling is oo short, the agency is
burdened with extension requests and
related paperwork,

in addition, some products will have
tc be reformulated to comply with the
monograph, Reformulation ofien
involves the need o 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 fusther
reformulation is vequired, there could be
a further delay in having a new product
available for manufacture.

The agency wishes o establish a
reasonable period of time for relabeling
and reformulation in order 1o avoid an
unnecessary disruption of the'

___marketplace that gould not only result in

drug preducts. 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
manufactorers can order new labeling

and reformulate ﬂleir_pmducts and have .
. them in compliance in the marketplace,,

However, if the agency deiermines that
any labeling for @ condition included in
the final monograph should be
implemented sconer, a shorter deadline
may be established. Similarly, if a safety
problem is identified for a particular

" nonmograph condition, a shorter

deddline may be set for removal of that
condition from OTC drug products

Ali "OTC Volumes™ cited throughout
this, dogument refer to the submissions
made by interested persons pursuant to
the call-for-data notice published in the
Federa] Register of February 8, 1973 (38.
FR 3614) ot to additional information
that has come to the agency’s attention
since publication of the advance notice
of proposed rulemakmg The volumes *
are on public display in the Doc.kets
Management Branch.

The Advisory Review Panel on OTC |
Laxative, Antidiarrheal, Emetic and
Antiemetic Drug Products recommended
that diocty] calcium sulfosuccinate,
dioctyl potassium sulfosuccinate, and
dioctyl sodium sulfosuccinate (docusate
salts] be classified in Category I as stool
softener laxatives at adult oral dosages
of 50 to 360 mg within a 24 hour period
{see 40 FR 12913). However, after the
Panel's report had been submitted, FDXA
became aware of information in animal
studies raising questions about the
Panel's conclusions and
recommendations for these laxative
ingredients (Ref. 1).

The time necessary to complete a full
review and evaluation of these new
studies could result in a considerable
delay in the publication of the tentative
final monograph for OTC laxative drag
products.. Accordingly, the agency has
decided to remove eli discussion of the
safety and effectiveness of decusate
salis from this-document. The dgency
intends to publish a separate document -
in the Federal Register addressmg the
status of thege ingredients.

Reference
{1} Tera tolugv studies submitted 10 NDA

-10-586.

L The Agency's Tentative Conclusions’
on the Comments -

A. General C‘omments
1. Two comments contended that FDA

economic loss, but also interfere with

—---gonsumers-accessto-safe-and-effective

T~

’I’he agency responded to these
comments in paragraph 4 of the -
preamble to the tentative final order for
emetic active ingredients which was
pubiished in the Federal Register of
September 5, 1978 {43 FR 309544) and
reaffirms that response. _

2. Several comments urged a greater
role for phatmacists in the sale of OTC
drug products. One comment
recommended that OTC drug products
be available only through pharmacies, -
and two suggested that any labeling
sliggesting consuttation with'a physician
should mention a pharmanst as dn
alternative,

The agency responded to these
comments in paragraph 5 of the .
preamble to the tentative final order for

- antiemetic active ingredients which was

published in the Federal Register of July
13, 1970 {44 FR 41063) and reaffirms that

TESpOnse.. :

3. One comment stateéd that the Panel
recommendations violaté the objectives
and philesophy of the OTC drug review
in that the Panel appeared to be intent
on undermining the concept of self-
medication with OTC laxatives and that
it failed to discharge its obligations by
placing a number of long established-
laxative ingredients andlaxative
combinatione in Category IIL

The comment provided no basis for its
slatements. The Panel's
recommendations for OTC laxative drug
products are fully in accord with the
objectives of the OTC drug review as
stated in the applicable regulations (21
CFR Part 330}, By placing laxative
ingredients or combinations in Category
I1L, the Panel simply concladed that the
available data were insufficient to
permit final classification at the time the
Panel reviewed these drugs. .

4, One comment objected to the
Panel's recommendation that the
quantity of each active ingredient be
stated in OTC drug product labeling, on
the basis that section 502{e)(1}{A) of the
Federal Food, Drug, and Cosmetic Act
[the act) (21 U.S.C..352(e}{1)(A))
provides for quantitative ingredient
labeling only for prescription drug
products.

_ FDA responded to this objection in
paragraph 1 of the preamble to the
tentative final order for emetic active
ingredients [43 FR 39544} and reaffirms
that conclusion.

5, Several comments objected to the -
Panel's recommendation that all indctive
ingredients be listed on the labeling,
arguing that such a listing would be
meaningless, confusing, and misleading
to most consumers.

does not have the authority o establish
-.gubslantive rules. .

The agency responded‘t‘ (e —
comments in paragraph 2 of the
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preamble to the tentative final order for
emetic active ingredients (43 FR 30544)
and reaffirma that response.

6. One tomment ooted that on several
pages of the Panel's recommended .
monograph the abbreviation "gm" is
used for gram, yet 21 CFR 201.62(1)
{formerly 21 CFR 1.102(d)) states that the
only abbreviation that may be used for -

gram is "g".
The situstion outined in the comment

. was an editorial oversight. The OTC
drug labeling regulations cited in the
comment permit the vse of “g"” as the
only abbreviation for gram, Fur clarity,

- metric units have been filly written out
in this tentative final monograph.

. B, General Comments on Laxatives

7. One comment noted that the
product, Nature's Remedy Candy
Coated, had been cmitted from thg
“Data and Information Submissions™
section of the Panel's report {40 FR
12903) and requested that this omissien
be corrected.

As noted by the comment the product
was inadvertently omitted from the list
of submitted praducts, but the product
was considered by the Panel in reaching
its conciusions on OTC laxative drug
products.

8. A comment stated that the Panel
report was generally “antilaxative” in
atttude. _

It was the intént of the Pane! to set

OTC laxatives. The Panel believed that
many peopld have miscenceptions about
normal bowel function, particularly & .

- fear of dire consequences if the bowel is
not evacuated daily. The Panel believed
that this fear is unfounded and leids to
certain amount of nnnecessary use of
laxatives,

9. Comments stated that the Panel
“was confused on the role of OTC.

_ laxative medicines, The comments
noted that i was the Panel’s opinion
that sirple constipation could be
cotrected by a proper diet, and that
there are few vaild indications for the

.use of laxatives. The comments stated
that the Panel sonfysed the prevention
and medical treatment of constipation
with its symptomatic relief. Contending
that a consumer considering the use of
an OTC laxative is suffering from
constipation and is seeking relief
through self-medication, the comments
stated that it is not responsive to tell the
consumer how the condition might kave
been prevented by eating proper foods -
o1 drinking more fluids, The consumer
simply wants & laxative that will relieve
the existing-discomfort safely and
effectively. The comments concluded

. madequate information,

forth reasonable standards for the use of .

'Ope of the purposss of the Panel's;
general disoussion was to presenta
broad view of the problem of | ’
consiipation. The Panel recognized that
prevention of & medica] cordition or
disease is preferable to symptomatic
relief, and the discussion of diet,
adequate fluid intake, and exercise
provides guidance te consumers on how
to aveid or reduce constipation. The
Pane! believed, and the agency agrees,
that the public ought to understard that -
the use of all Jaxatives should be:
minimized.

10. Comments stated that the Panel
went beyond its charter in making
statements concerning the advertising of

" laxative products, and that such

statemenis regarding OTC laxative
advertising ﬁre not onl{ based upon
ut also were

highly inappropriate for i.nc]usnon ina
scientific report.

The OTC drag review procedums do
not preciude a penel from expressing its
concern about OTC drug edvertising.

. The Federal Trade Commission (FTC) -

has the primary responsibility for
regulating OTC drug advertizing. FDA
does, however, have the authority to
regulate JTC drug advertiging that -
constitntes labeling under the Federal
Food, Drug, and Cosmetic Act. Under
the act, a manufacturer can be
prohibited from advertising & drug to
treat a condition for which there are no

‘adequate directions for use on the label,

See, 8.g., United States v. Article of Drug
- B-Complex Chelings Capsules, 362

" F. 2d 929 (3d Cir. 1966); V.E Ifrons, Inc. v.

United Siates, 244 F. 2d 34 (10th Cir.},

‘cert, denied, 354 118, 923 {1957). In

addition, for ar OTC drug to be
generally recognized as safe and -

‘effective and not misbranded, the

advertising for the drug.must satisfy the
FDA regulations at § 330.1{d) (21 CFR
330.1{d)}, which state that the .
advertising may prescribe, recommend,
of suggest the drug’s use only under the
conditions stated in the labeling.

11. Several comments objected to the
Panel's statement that “the Panel found
no evidence for claims that any laxative
has a particular advantage for
individuals simply on the basis of sex,
age, or other demographic
characteristics.” [See 40 FR 12005.) The
comments suggested that this sentence

. should net be interpreted as precluding

a manufacturer’s directing a prometional
effort toward & particular demographic
group of potential users,'and that if a
product has characteristics that may be
preferred by a significant portion of g -

demographic group, then truthfyl '~ = fecommen

that this overview of consﬂpatmnwas —statements 1 that elfect should be

e ‘inappro‘pnate

. ‘ '

- allowed. _

R}

- The agency agrees with the Panel, No
evidence haa been presented to justify
labeling claims that any laxative has a
particular advantage for individuals
simply on the basis of sex, age, or other
demegraphic characteristics. Nor is the
agency aware of any characteristics of
laxative products, e.g., form, taste,
convenience, relative mildness, that may

- be preferred more by a significant

portion of one demographic group than
another. Such characteristics should be
applicable regardiess of the user of the
product. However, the ageticy has ho
objection to manufacturers directing a
promotional effort toward a pariicular
demographic graug of potential users as
long as there is no ¢laim of a particular
‘advantage based on demographic
characteristics.

12. A comment sugested that the
monograph set specific dosages rather
than exprese dosage requirements in
terms of daily dose limits or ranges. The
Comment further contended that the )
number of dosage units that could be
used to deliver the required amount of
ingredient did not have to be stated in
the monograph. The comment cited as
an example an ingredient whose daily
dosage limit is 100 milligrems (mg} and
stated that a recommended dosage of
iwo 50-mg capsules once a day could be -

-in compliance with the monograph, but
--that this specific dosage direction need

not be in the monograph.

Some of the Panel's recommeénded
dosages require clarification. For
example, where the Panel recommended
a daily dose of an ingredieat withouta
dosage interval, the agency has clarified

this to mean a single daily dose.

The monograph will not specify the
number or type of desage units, i.e., one
or more tablets, capsules, teaspoons,
needed to deliver the required amount of

_ an active ingredient. Manufacturers will

generally be free to chouse whether a
product should deliver the necessary
amount of ingredient{s} in ‘one or more
desage umits.

13. Comments stated that the Panel's
recommended labeling requirements
when added io the generai labeling
requirements for OTC drugs, will result
in a crowded and potentially confusing

. label that could defeat its intended

purpose of informing the layman. Some

of the comments stated that it would be

very difficilt to include all of the -

required information on the labeling of

small gize packages. One comment -

urged the Commissioner to carefully

consider the need for each P
dedstatementwitha view ta’ -

eliminating or modi the

nessenfa - - ——————
[eThents. -
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* The labdmgnf an OTC drug musi
contain infermation essentidl for the

safe and effective use of the drng by the

consumer, Laheling should not be
needlessly crowded or confusing and,
therefore, the agency has vonsolidated
ar deleted the Panel's tecommended
labeling wherever pessible. The agency
believes that any additional labeling
statements proposed for laxative
products will not be so pumerens as to
confuse the consumer, In addition,
manufacturers are freeto design ways
of incorporating all required information
on the package labeling, e.g., by using .

" flap labels or redesigning packages.

14. One comment objected to the
_ Punel's tecommended irdication for

laxatives in proposed § 334.50{a}(1) “for
the-short-term refief of constipation”.
'I‘he comrent sygued that the phrase

“short-term” duplicates the information
pru:ﬁéed in propoesed '§ 334.50{c}{3},
which warmns against using OTC
laxafives for longer than 1 week. The
comment alse argued that “ghort-term” _

" refers to the period of laxative use and

not to the degree of effectiveness of the
laxative. Conclading that it was
inaccurate and tnnecessary to identily
laxative products for “short-term reltef,”
the comment recommended deleting
“shori-ters™” from the indication. .

The agency agrees that “short-tarm”
should refer to the period of Yaxative use
and not to the degree of effectiveness,
The agency also agrees that the 1-week
uge limitation warning adequately

" defines the period of time.an OTC
_ laxative may be used. The Panel utilized

the phrase “short-term™ in an atiempt to
quaiily the indication for OTC Jaxatives,
. -which are intended for the relief of

occasional comstipation ard net in

treating clronic constipation. Chremic

. constipation may be a sign of a serious

-condition that requires-diagnosiz and

. ireatment by a doctor, Therefore, ‘the

‘ indmatwnhin o tentative final
monograph does not indlude the phrase
“shert-tersn,” and the indication is
revised lo state For the reliel o‘f
oecasional constipation.”

15, cormments nb}ected to ﬁw Panel's
view that the labeling cleims
“isregulurity” and "regularity” are
misleading. The Comments contended
that thege Yerms are readily understosd
by the confaner, that they serve a
substitute Yor the socially unacceptable
term “constipation,” and that there is
neither.a practical nor a legal basis for
banning their use, -

.The agency : s with the comment
that the teym “imregnlarity” should be
included in the monograph. The term .

understand. In addition, accerding te
Waebster's New Collegiate Dictionary .

-{Ref 1} “irregularity " is synonymous

with the tepn “canstipation.” Tharefore,
the agency has no objection to il nse

- and is propesing its use in the tentative

final monograph. However, the agency

.agrees with the Panel that the tevm

“regularity” is inappropriate for use in
the labeling of OTC laxative drug
products. “Regolar” is defined as
recurring or functioning at fixed or
uniform intervals Ref. 1). When used in
the contexd of howel habits, the term
“regulasity” implies that laxatives are
necessary to_maintdin an acceptable

frequency of bowel movernents. Because

there Is a normal range of freguency
from thres howel movements a day fo
three-per wesk {Ref. 2}, “regular” bowsl
movements are not essextial to health ar
well-being. Therefore, the agency agrees
with the Panel that the term “regularity™

-1s Category 1L

References

- {1] "Websler's New CoHegiate Dmtmnes‘y.
G. & €. Mertiam Co., Springhield, MA 1979,
s.v. irregularity and regular.

(2).Connell, AM, et g1, *Variation of ;
Bowel Habit in Two Popu!aﬁon Samples,”
British Medicol Journal, 230951008, 1965,

16. A comment took issue with the'
following statements in the Panel’s -
report: “The Panel has no objection to
statements regarding the source of the
laxative ingredient, However, the-
snggestion that a laxative is somehow

‘natural’ because of Hg source is
misleading, because it implies that the
preduct or ingredient is a ‘natural way’
to induce laxation. It is not considered
‘natural’ to take any laxative.” The
comment argned that manufacturers
should have the right to. make truthful
statements sbout the source of their
producis, i.e., that an ingredient is from
& natural seurce if that ig the case. The
comment stated that the determination
whether such a statement is misleading
mugt be made within the total context of

. its use. Another comment stated that

bran-rich cereals are natura) laxatives,
and their consumption iz a natural way
to provide the bulk in the diet that is
necessary for normal laxation.

The agency agrees that a
manufacturer should be allowed o
make truthfnl statements in its labeling
about the source of a laxative ingredient
contained in the product, If an
ingredient is in fact from a natural
source, then there is nip reason why such -
information may not appear in the
labeling of the product so long as this
information is net presented in such a

- has been witlely tsed-in the lubelingand—way- &WMQMML%mmM o proposed or
atvantage to the product in terms of tentative morographs within-the —

Twmmmw_smumm@m@

-~ advartising of laxative drug products

and isg 1&;:111 consmmers neadliy

encournges frequent ar prolopged use of
laxatives, The sgtency agrees with the
comment that & determination as to
whether such a statement is misleading
must be made within the context of its
use. l is the responsibility of the
manufacturer to pae information
regarding the source of a product
ingredient in a way that is not
misleading.

17. Stating that many laxative
preducts are prepared from wnsterilized
natural sources or contain ngredients
{hat readily support microbiological
growth, a comment uwged that
appropriate gafety tests for
contaminants like salmonells and
staphylocostrs be required for laxative
drug products composed ir whole or in
part of natural ingredients,

The agency agrees with the comment; .
all drug products should be free from.
microbiclogical contamination. -

. Manufacturing guidelines for preventing

microbiological éontamination are
covered by the Current Good
Manafacturing Practice Regulations
{CGMPR] (21 CFR Part 211); and all OTC
drug products are requived to be
manufactured in compliance with these
- regulations. The specific provisions of
these regulations concerning the
prevention of micrébiological
contarnination are conteised in 21 CFR
211.84{d){6) and 211.113. .

18. A comment stated that any
regulation that purports to ban truthful

- and clearfy understoad altemative
" language in consumer labeling is :
. arbifrary and capriciouns, and that such

* limitation s not autharized by the
enabling statutes, The-comment also
urged that statements describing
praduct attributes should not be
regulated by OTC drug monographs.

During the course of the OTC drag
review, the agency has maintained that
the terms that may be'used iman OTC
drug product’s labeling are limited to -
those terms included in a final OTC drug
monograph. {This poicy has become
known as the “exclusivity rule.”} The
agency's position has been that it is
necessary to limit the acosptable
labeling language to that-developed and
approvad through the OTC drug review
pracess in aerder to easure the proper
and safe use of OTC drugs. The agency
has naver vontended, however, that any
list of terms developed during the course

. of the review .exhangts all the

possibilities of ferms thet appropriately
can be used in-OTC drug labeling.
Suggestions for additional terms or for
other labeling changes may be
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petitions to amend monographs undet
" § 330.10(a){12). Por example, the labeling
- . proposed in this tentative final
monograph has been expanded and
revised in response to comments
.. received. -

During the course of the review, )
FDA's position on the “exclusivity rule”
has been gquestioned many times in
comments and.objections filed in
response to particular proceedings and

* in: correspondence with the agency, The
agency has also been asked by The
Proprietary Asspdiation to reconsider ifs
position. In a notice published in the
Federal Register of July 2, 1882 (47 FR
29002), FDA announced that a hearing
wouid be held to-assist the agency in
vesolving this issue. On September 29,
1962, FBA conducted an open pubdlic
forum at which interested parties

_presented their views. The forum wasa

=+ legislative type administrative hearing

- under 21 CFR Part 15 that was held in
response to a request for a hearing on
the tentative final monographs for -

' nighttime sleep-aids and stimulants
fpublished in the Federal Register of
Tune 13, 1978; 43 FR 25544). The agency’s
decision oh this matter wilt be '
announced in the Federal Register .
following conclusion of its review of the -
materiel presented at'the hearing,

Claims concérning nontherapeutic
characteristics of drugs (“tastes good”™}
or those aorelated to the characteristics
of the drug itself {4 out of 5 doctors
recommend”] ate not dealt with in QTC
drug monegraphs. Labeling claims of
this type are, however, subject io
regulatory. actions initiated under the
drug misbranding provisions of section
502 of the act [21 U.S.C. 352).

19. A comment suggested that . -
recommended § 334,50{a)(1) be revised
to read, *The labeling shall identify the
product as a laxative {or other térm of
similar import),” apd suggested -
"constipation remedy” or “for relief of
constipation” as commonly understood ~
and truthful alternatives that should be .
permitted. -~ - . :

The QTC drug review progrant
establishes conditions under which OTC
drugs are generally recognized as safé
and effective and not misbranded. Two
principal conditions examined daring
the review are allowable ingredients

" and allowable labeling, FDA has
determined that it is not practical—in
terms of time, resources, and other |
considerations—io eet standards for all

1abeling found in OTC drug products.
Accordingly, OTC drug monographa
vegulate only labeling yelated fn a
significant way to the safe and effective
use of covered praducts by lay persons.

OTC drug monographs establish———
~——————gliowable Tabeling for the following ___ e.g. "bulk-forming

jtems: product statement of identity,”
names of active ingredients; indications
for use; directions for use; warnings
against unsafe use, side effects, and
adverse reactions; and claims
coneerning mechanism of drug action.
The term “remedy” has been used for
inany years to describe varfous OTC
drug products. The agency believes this
term is unrelated to the characteristics
of the drug in question and, therefore,
does not relate in a significant way to
the drug's safe and effective use.
Accordingly, the term is outeide the
scope of the OTC drug review. Such

statements or terms will be evaluated by

the agency on a product-by-product
basis, under the provision of section 502

‘of the act (21 U.S.C. 352) relating to

labeling that is false or misleading.
Moreover, any statement or term that
is outside the scope of the monograph,

. even though it is truthful and not

misleading, may not appear in any
portion of the labeling required by the -
menograph and may not detract from
such required information, However.
statements and terms outside the scope
of the monograph may be included
elsewhere in the labeling, provided they
are not false or misleading.

The phrase “for relief of constipaiion”
is more appropriately an indication and
the agency is proposing the indication
“for relief of eccasional constipation” in
the indications section of this tentative
final monograph. {See comment 14
above.) ’

20. A comment suggested that the
Panel's defirition of laxative, i.e., “any
agent used for the relief of - :
constipation,” was too broad and could
be misundersiood, especially when -
applied to stool softener and lubricant
laxatives. According to the comment, -
the term “laxative aid" should apply to
substances that act salely to modify the
fecal contents and thereby aid or
facilitate a laxative response; while the
term “laxative” should apply only to

 agenis that act upon the myoneural

structures of the intestinal tract. The
comment concluded that the terms
“laxative” and “laxative aid” would
more precisely set forth the

pharmacologic activity of these different

drugs. . )
The Panel’s definition of laxative as

““any agent used for the relief of

constipation” includes all of the various

mechanisms of action of OTC laxatives.

‘The intended effect of these products is

- always laxation, even though this-effect

is achieved by different actions. -

- Subdividing laxative ingredients into

laxative and laxative aids would not be

‘helpful and could be confusing tothe——

tonsumer. The statements of identify,

-sofiener.”’ etc.

which will appear on the preduct’s
labeling, will adequately inform the
consumer as to the product's
characteristics. Therefore, a change to

- the definition of laxative is unnecessary. .

21, A comment siated thiat if was not ~
clear whether the labeling information
in the professional labeling section
[recommended § 334.20) is meant to
supplement the labeling required for the

OTC labeling of laxative producis or is
meant to be the only information
required for health professionals. The
comment argoed thal many warnings in
recommended- §§ 334.50 through 334.54
are unnecessary for health -
professionals, that recommended
§ 334.80 should specify that only the
information contained in the i
professional labeling section pead be . .
provided to health professionals, and
that information such as mode of action
and definitions ghould be omitted from
profeseional labeling, because health
professionals should understand this
information.

A similar issue was discussed in
comment 56 of the preamble to the .
Antacid Tentative Final Monograph,

. published in the Federal Register of
November 12, 1973 (38 FR 31264). There,
the agency stated that the warning :
statemenis appearing on OTC prodocts
should be included in professional
labeling. The health professional needs
this-information in erder to best advise
the consumeér as to the safe and -

" effective use-of laxative drog products.
Thus, the agency tentatively concludes
that labeling intended for health
professionals must include all labeling
required for OTC products as well as the
specialized professional labeling. The,
monograph has been amended
accerdingly. :

22. A comment objected to the Panel's
terms for classifying the mechanism of
action of laxatives, stating that these
terms are obsolute, confusing, and
inaccurate. The cominent argued that
because most laxatives atiract water
into the stogl, a laxative should be
defined as any substance that increases
waler in the stool. The comment further
argued that a separate classification is

" not needed for hyperosmatie, saline, or
stool softener laxatives, and that
stimulant laxatives do not stimulate
anything, but act as the other laxatives.
The comment suggested replacifig the
terms “stimulant,” “saline,” -
“hyperosmotic,” and "stool softener,”
which were recommended by the Panel
for classifving certain laxatives, with
one of the following termsr————

ydrophoric” {to carry water),. .

- “gadi .ot “sodium-
retention laxative.” The comment stated
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that these terms more accurately
describe the mechanism:of action of 2
large group of lawatives, which, amounts
tq preventing sodium and water
sbsorption from the small and large
intestines. The comment added that this
group of laxatives could be subclassified
" into plant, syrrthetlc, or inorgamic
chemical groups.
The comment offered no data to
support a classilication of laxatives
_based on & particular mechanism of
action, Moreaver, the Panel stated that
the precise mechanisms of action’af
taxatives are unknown. With the
exception of the term hyperosmotic, the
. Panel’s recommended terms for
clasmfymg laxatives described the .-
general ways in which these laxatives
work and are undergtandable to most.
consumers, The word “hyperosmotic,”
which is applicable to only two rectal
'laxatives {glycerin and sorhitol), is
probably not well understood by
consumers, Gonsumers are more
familiar with the dosage forms of these
ingredients {enema. and suppository}
and the action that can be expected
from these prodacts. Becanse the word
“hyperosmotic™ is not needed and might
. be confusing, it will not be required on
the labeling of these dosage forms. It -
will, however, be retained in the
monograph for classification purposes
only. The terms proposed by the
~ conmument do not appear to be more
accurate than those recommended by
the Panel, 20d = subclassification of
laxative suhstances into plant,
synthetic, end inprganic chemeial groups
woidd not provide consumers with any
usefl information. Therefore, a
. reclaséifination of laxatives asing
different mechanism-si-action
terminolozy does not appear te be
" warragted and will not be proposed at
- 23 Numerons vomments disagreed
with recommended § 384.50[a}{1), which
requires the labeling of laxatives to
contain a statement identifying

" laxatives based on the action they have

in the bowel, #.g., “stimulant laxative,”
“bulkdorming laxative,” eté. The
- comments argued that identifying.
laxatives bry their epecific.action is
mesningless, confusing, agd misleading
to consumers, and "does nol provide
any useful information.” Twp of the
comments also contended that zequiring
these identily statements in the labeling
would viclate the regulatory
requirement that the identity statenient
be “in terms Hrat are meaningﬁtl to the
laymap” and that requiring themn was
beyond FDA's statutory auvthority. One

- of the comments further added that it—increasing the specifi spee.xﬁeﬁ dmge heyond

—was st clear wi!eﬂm- meamnwnded

-§ 334.50(a){1) teqmred only the identity
statement, e.g., “stimulant laxative,”
“hulk-forming laxative,” stc. to appear
on the labeling or whether the '
definitions of the identity statements,
contained in § 334.3, were dlso reguired
on the labeling. Mest vf fhe comiments
recommended deleting the pm;wsed
identity statements; others -
recommended that laxatives be
identified s:mply ag subsiances or
agenis thaf increase the bulk or water
content of the stool.

The agency does not agree that the
identity statements for laxatives should
be deleted irom the monograph.
Laxatives relieve constipation by. -
various actions, depending on how a
specific ingredient works in the hewel. -
The identity statements, such as

© “stimulant laxative,” “bulk-forming
- laxative,” etc., proposed in § 334.3,

describe in nontechnical terms the effect
a particular laxative product will have
in the bowel or on the stool, Such
information is necessary to provide

" consumers with adeguate directions for
. using OTC laxative products safely and

effectively, and is, therefore, withm
FDA's misbranding anthority wader
section 5U2(H{1) of the et {21 U 5 L.

3R

Thete appears to be no basis Jor
inciuding the definitions for each

* identity statemént in the labeling, a8
originally recominended in the advance

notice of proposed rlemaking in

§ 334.50{a}{1). The definitions will not
increase cimsumers’ understanding of a
laxative's activity nor provide

information that will increase the safety -

or elfectiveness of OFC laxatives.
Rather they may complicate and confnse
laxstive labeling. Therefore, any
reference 1o defiritions has been deleted
from § 334.50(a}{1].

The agency has also determined that ‘

in gddition to needing o know how a
laxative acts, consumers sheuld be
aware of how soom a laxative is .
expected to work. Each type of laxative

" will generally work within a certain fime

{Refs. 1 and 2). For example, bulk--

‘forming laxatives gererally act within 12

to 72 hours; lubricant laxatives genersily
act within 8 to 8 hours. This ioformation
would increase a consumer’s ability to
propesly select and use a particolar
laxative product. This information witl
also intrease the safety of daxative

" products because consumers will be

more likely to discontinue nsing a

Therefore, the agency s proposing in
the laxative tentative final a:mmogrﬂph
under the heading “Indications,” the -
following time frames within which the
different types of laxdtives are expected
to produce bowel movement:

Bulk laxatives—12 tp 72 hours

. Hyperosmotic laxatives—% to 2 hour
Lubricant laxatives:

Oral dosage forms—8 1o 8 hours ]

Rectal dosage forms—2 to 15 minutes
Salipe laxatives: k

Oral dosage forms—%: to § hours

' Rectal dosage forms—2 1o 15 mmutes
Stimulant lexatives:

Oral dosage forms—& to 12hours |

Ractal desage forms—% to 1 hour
Stoo] softensr laxalives:

Oral dosage forms—12 ta 72 hours

Rectal dosage forms—2 to 35 minates
Carbon dioxide-releasing suppositories—5 to

30 m“mutes
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24. A comment steted that gronping
pharmacelogically diverse and clinically

, oconirasting laxatives inte single

categories has xmfaidy attributad the
undesireble featuves of one ingredient to
all the ather ingredients in the group.
The comment argued thet pharmacologic
grouping becomes arbitrary when label
warnings, cantions, and limits of safe
treatment are imposed for a1l ingredients
of the group tather than on specific
ingredients within the group,

In the tentative final monograph
general wamings applicable to all
laxative ingredients are supplemented
by specilic warnings for individual
ingredients, thereby minimizing the
possfhility of unfair atiribution as
suggested in the comment. For example,
stimulant laxatives must inclode all the
applicable general warnings for
laxatives; tut bisacodyl, castor oil, and
phenelphthalein {individual stimulant
laxatives) must be Jabeled with
additional specific warnings.

25, Seversl comments contended that
the Panel’s recommended 1-week use
limitation warning [$ 334.50(c}){3)) ¢ 5
irrational, arbitrary, and enw
The comments.argued that the parel did
not provide evidence that laxatives are
harmiul if taken for longer than 1 week.

" Thevomments also poiizted out Bat the

particular produst and seek professional  Papel recogtitzad fhdt laxative therepy

agsistance if it does not act within a W#Nww
labeled time frome rather thag i some- e}éﬂﬂy persans zmﬂm

__Bfg_anﬂ_affeahw OTC

e

commeaismomenﬁeaiha! the 1-
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week limitation be changed toa
“prolonged use™ limitation. Others

- simply recommended deleting it

The agency considers the
recommended 1-week limitation on the
use of laxatives to be a niecessary

_warning for the safe use of these .

products, The comments provided no
data to indicate that any other fime
restriction would be more appropriate.
The suggestion fo replace the proposed
limitation with a “prolonged use”
limitation is unaccepiable. “A prolonged
use” limitation would be defined
differenfly by different pecple: some
might interpret it to mean 1 week, others
as continuous use over a year or longer.
Constipation lasting longer than 1 week
could signify & more serious condition,
such as deverticular disease of the
colon, irritable bowel, or cancer of the
colon. In such cases it is essential that
the person see a doctor at the earliest

.pessible time so that the condition can_

be diagnosed and correcily treated.
However, in some situations the long-
term use of laxatives may be necessary,
.2 in' some elderly persons suﬂ:’ermg
from certain disease ¢onditions and in
persons with heart ailments or other
conditions where straining should be
avoided. In these cases, laxative therapy
should be carried out under the care and
direction of a doctor so that regular

“therapy can be prescribed and the

person’s condition monitored regularly.
Therefore, the agency proposes toretain
the 1-week use limitation warning.

26. One comment suggested that the

" definition-of “short-term use” (i.e., “use
of a laxative for no longer than a 1-week

peried”) in recommended: § 334.3(k)
should be revised by adding the word
“daily” after the word “laxative” to.

- define more explicitly “short-term use.”

The definition of “short-térm use™ in
§ 334.3(k) as ongma]ly recommended
has been deleted in this tentative final
monograph, The use limitation warning
(proposed § 334./50{b){3) of the
menograph) adequately explains the
period of “short-term use;” therefore a
definition of “short-term use™ has not
been included in the monograph.

27. Several comments stated that the
signal wotd "warning” is too strong for
the types of cautienary statements - '

‘requireéd ot laxative products and

suggested that the term “caution™ be

--used instead. The comments argued that ..

the word “warning” should be used only
to highlight imminent physical hazards
associated with normal storage or use of
such consumer products as household

---cleaners, polishes, insecficides, and

packaging forms such as aerosols The

word ¥ caution” in recommended

§§ 334.50, 334.52, 334.54, 334.56, 334.60,
334.62, and 334.84, -

* Section 502{f}(2) of the Federal Food
Drug, and Cosmetic Act (21 U.8.C, 352
(F(2)), states, in part, that any drug
marketed OTC must bear in labeling
“, . . such adequate warnings . . . as
are necessary for the protection of
ugers,” Section 330.10{a)(4(v) of the OTC
drug regulations provides that labeling
of OTC drug products should include
warnings against unsafe use, side
effects, and adverse reactions, . ., .'

The agency notes that historically
there has not been a consistent usage of
the signal words “warning” and
“caution” in OTC drug labeling, For
example, in §§ 996.20 and 396.21 (21 CFR
360,20 and 369.21), which list "warning”

. and “caution” statements for drugs, the

signal words “warning” and “caution”
are both used, In some instances, either
of thege signal words is used to convey
the same or similar precautionary
information.

FDA has considered which of these
signal words would be most likely to
attragt gonsumers' atiention to that
‘information describing conditions under
which the drug product should not be
used or its use should be discontinued.
The agency concludes that the signal
word “warning” is more likely to flag
potential dangers so that consumers will
read the information being conveyed.
‘Therefore, FDA has determined that the
signal word “warning,” rather than the
word “caution,” will be nsed rontinely in
OTC drug labeling that is intended to
alert consumers to potentlal safety
problems,

28. A comment suggested that the
phrase “this product” in two of the '
warnings recommended by the Panel in
§ 334.50{c} (1) and (3} should be replaced
by “laxatives” or “Jaxative producis” to
avoid creating the implication that these
warning statements are applicable only
to particular product. The comment

" nioted thet these warnings applied

equally to all laxative products,

The agency agrees with the comment
that these warnings apply to all laxative’

products. Accordingly, “laxative
prodiocts” has been used instead of “this
product” in proposed § 334.50(b) (1) and
(3) of the monograph.

25, A comment recommended that the
warning statements in recommended
4 .334.80(c} (2] and (3), "I you have

noticed a sudden change in bowel habits.
- that persisis over a period of 2 weeks,

consult a physician before using a
laxative,” and "This product should not
be used for a period of longer than 1

. week —Eep—tumér—ﬁie_rdﬁ—?md——— Panel's definition-of a bulk-forming

-—supervision of a_phys " should be laxative becanse the comment was not
combined and reworded for clarity end = aware of bulk-form

brevity as-follows: “A laxative should
not be used longer than 1 week, except
upon the advice of a phyalcian. ifa
sudden change in bowel habits persists
longer tha 14 days, 2 physician should
be consulted.” -

The agency disagrees ‘that these
specific warnings shonld be combined.
Twa important and distinct issues are
identified in these warnings, and each

- one should be treated separately.

Patients who have noticed a change in
bowel habits that has persisted for at
leas! 2 weeks are instructed not to use a
laxative at all without first consulting a
physician. Patients who have temporary
constipation are wared not o use the
produet for more than T week. If at the
end of that time their bowel function has
not returned to norpal, they are
instructed to consult & physician,

30. A comment suggested that the
warning recommended by the Panelin
§ 334.50{c) {2), “If you have noticed a
sudden change in bowel habits that
persists over & period of 2 weeks,
consult 2 physician before usinga -
laxative,” be changed to allow 1 month
for change in bowel habits; The )
comment argued that 2 weeks is the
normal duration-of “ordinary intestinal
upset,” and the warning with an interval
of only 2 weeks would cause
unpecessary apprehension among many
CONSUMETs,

The agency disagrees that the 2-week
period in this warning should be
changed to 1 month. Changes in regular
bowel habits that persist for 2 weeks
may be a sign of a serious underlylng
medical iilness that requires diagnosis
and care by a doctor, The comment
provided no data demonstrating that
“ordinary intestinal upset” ususlly lasts

- 2 weeks or any medical justification for

exteniding the 2-week period to 1 month.

51. A comment suggested that croton
seed oil-and the kukuia out of Hawaii
could be investigated for their laxative
effect.

This suggestmn is outside the scope of
the OTC drug review process, which is
intended to determine those ingredients -
that are generally recognized ag safe
and effective for OTC use, The comment
included no data to substantiate the safe
and sffective use of these ingredients as
OTC laxatives nor ig the agency aware
of such data. inveshgat;an of new
laxative agents is the responsibility of
the drug mdustry. notFDA. -

C. Comments on.Bulk- Farmmg
Laxatives

32. Orie comment- ob;ected to the

ey —
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ini:feasiu’g bulk volume-and water either

more of less than other laxatives.

The Panel defined & bulk-forming
laxative in recommended § 354.3(c) as
an agent that promotes the evacuation
of the bowel by increasing bulk volume

_and water content of the stools. In

defining other types of laxatives, e.g.,
saline and hyperosmotic, the Panel did

" notattempt to quantify the amount of -

water increased in the stool, but enly
attempted to describe the action that
occurs. The agency believes that the
Panel’s definition of a bulk-forming

-laxative is accurate.

33. A comment criticized as biased
and scientifically unfounded the Panel’s
opinion that bulk-forming laxatives are
among the safest of laxatives. The
comment argued that the unsoundness -
and incensistency of the Panel's position
are illustrated by the Panel's own
statement that “conclusive studies
testing this hypothesis heve not yet
appeared”. (See 40 FR 12907.)

The Panel, because of its scientific
training and experience, had ample
expertise on which to base an opinion
that bulk-forming laxatives are among
the gafest of laxatives, The Panel’s
reasons for this opinion are that bulk-
forming laxatives are nof generally
ahsorbed from the digestive tract, and
that they increase the frequency of
bowel movements and soften stools by
holding water in the stool. The Panel
cited bran as a good bulk-forming
laxative, when accompanied with
adequate fuid intake. The comment
offered no evidence to support ts
statement that the Panel’s opinion is
scientifically unfounded, nor is the
agency aware of any scientific data

" inconsistent with the Panel's statement,

The Panel's statement that “conclusive
studies testing this hypothesis have not
yet appeared” was teken out of context
by the comment. This statement is part
of the Panel's comments on
relationships between intraluminal
pressure {p), tension of the bowel wall
(t), and the radius of the bowel lumen
{r), referred to as the Law of LaPlace, It
was this relationship {P=t/1] about
which the Panel stated that conclusive

. studies testing this hypothesis have not

yet appeared.
34. Numerous comments stated that
considering the safety of bulk-forming

laxatives and their proven and potentl&l ;

benefits for various indications, there is

“. no rational basis for restricting their

unsupervised use to 1 week as
recommended by the Fanel in

§ 834.50(c}{3) or for cheracterizing them

as appropriate only for short-term use as
recommended:-in. §. 334,

-*.'A"""——“reqmrements a5 applied to-bulk-farming . shauld be worded in such a manner as _

Il
i
B

comments noted that these labeling

laxatives were not supported by a
recommendation in the Panel’s report.
The comments also indicated that
dietary bran and other bulk laxatives
are essentially food derivatives that
replace fiber in many diets, and as such
are necessarily fit for longer use.
Therefore, the comments concluded that

bulk-forming laxatives should be exempt-

from the labeling in recommeénded
§ 344.50 (a){1) and [c){3),

Some of the ingredients in bulk-
forming laxative drug products,
especially those thal are present at
comparable levels in foods, may be
ingested for periods of longer than 1
week without risk of untoward health
effects. However, the agency believes
that & decision that any laxative product
should be used for longer than 1 week
should be made by a doctor. . .

As discussed in comment 25 above,
constipation lasting for longer than 1
week.could be a sign of a more serious
condition for which proper diagnosis
and treatment may be warranted.
Therefore, the 1-week use limitation
warning will be retained for bulk-
forming laxatives as well as all other.

.- OTC laxative drug products, The agency.

wishes to emphasize however, that this
limitation is applicable only to laxative .

~drug products and in no way applies fo

or is intended to reflect on the safety of
any high fiber foods or food
supplements such as bran or bran
cereal.

35, Beveral comments pointed out that
when the agency revoked the general

- warning requirement for OTC drugs in
* 21 CFR 330(i), i.e., “Warning: Do not

take this product concurrently with a
prescription dimg except on the advice
of a physician” {40 FR 11717}, it stated
that a general warning often goes
unheeded and thst a specific statement
for a drug or ¢lass of drugs will be more

effective. The comments stated that the -

Panel's suggested warning in § 334.52{bj
for bulk laxatives derived from cellulose
is virtuaily identical to this general

- warning and therefore is inappropriate.

One comment asked that the reference
to prescription drugs in this warning be
replaced with the specific drugs that
have been noted to react with bulk -

-laxative ingredients. These drugs are
- digitalis, nitrofurantoins and salicylates.

Two comments pointed out that the
Panel stated that the clinical
significance of the interaction between

cellulose derivatives and these three

drugs has not been established.

Therefore, the warning should be

deleted. In any case, thé comments

J{1). The - —further

drug interaction precaution is justified, it

to allow a physmxan to override the
warning.’

The agency agrees that 2 specific '
warning statement is preferable to a

- general statement when a clinically

significant adverse effect can be
attributed to a speclﬁc drug. However,
as the Panel stated in its report (40 FR
12907), the clinical significance of the
interaction between digitalis,’
nitrofurantoins, and salicylates has not
been determined. After evaluating
several references concerning the
reported interaction between these three

. drugs and cellulose derivatives, the

egency tentatively concludes that these
data do not warrant requiring a warning |
on'the OTC labeling of cellulose

. derivative bulk laxatives (Refs. 1, 2, and

3]. Johnson et al. (Ref. 1) and Kasper et
al. {Ref. 2} report that the mean peak
plasma concentration of digoxin taken
following a dietary fiber, such as
cellulose, does not vary significantly
compared with digoxin when it is taken

.alone. The tirae for digoxin to reach ils

mean peak plasma concentration is
longer when digoxin is taken following
the ingestion of a dietary fiber,
However, the elinical effects of the drug
are not substantially altered. Seager
{Ref. 3} suggests a similar occurrence
with nitrofurantoins. Because the
interaction between cellulose
derivatives and other drugs does not
appear to be clinically significant, the
warning has not been included in this
tentative final monograph.
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36. Several comments stated that the
phrase “'accompanied by adeguate
liquid intake” should be deleted
wherever it appears in recommended
§ 334.10 for bulk-forming laxatives, and
be replaced with a specification of what

“adequate™ liquid intake is. namely,"'the
ingestion of a full glass (8 ounices {oz]) of
liquid with each dose.” In conjunction,
the comments requested thiat the
warnings in recommended § 334.52{z){1)
"Drmk a ful] glass [8'0z2) of liguid with

nded

§ 334 52(3][2} for products containing

karaya {sterculia gum}, "Brink a full
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glass (& oz} of liquid immediately with
- each dose.”, be deleted because these -

warnings essentially duplicate the

labeling in recommended § 334.10. The

comments also stated that a direction to .

drink liquid with each dose is properly

" part of the directions for use, and is not

properly a caution.

The agency agrees with the
comments. The phrase “accompanfed by
adequate liquid intake" in the directions
for butk-forming laxatives is revised to.
read “Drink a full glass (8 oz} of liquid .
with each dose.” Because the phrase
“adequate liquid intake” no longer
appears in the Iabeling, the definition of
adequate liquid intake in recommended
§ 334.3(a] is-unnecessary and is not

. included in this tentative final

moriograph. The warnings for bulk-
forming laxatives in recommended

§ 334:52{a] (1) and (2] that advised
drinking a full glass. of liquid with each
dose repeat the labeling in § 334,10, and
therefore are not included in this
tentative final monograph. )

37. One comment questioned the
scientifig basis for requiring in the .
labeling of certain faxatives that & full
glass (8 oz of water be taken with each
dose. The comment contended that the
requirement was unnecessary because
the Volume of fluid éxchanged across
the intestinal mucesa far exceeds any
oral fluid ingestion, '

The recommendation in the Panel's
report for adequate fluid intake applies
only to bulk-forming laxatives. It does

. not restrict the fluid to water, but calls
for the ingestion of a full glass (8 oz} of
liquid with each dose {40 FR 12086). The
recommandation is part of the labeling
that the Panel conclnded was necessary
for Lhe proper use of bulk-forming )
laxatives because.esophageal
obstruction has ogcurred when bulk-
forming laxatives have been swallowed
dry, and the possibility exists that fecal
impaction or intestinal obstructon may
occur if adequate fluid intake is not
assurzd. Ne data were submitted to
show that a smaller amount of Hquid,
l.e., less that 8 oz of liquid, would be
sufficient to prevent the potential
dangers described above.

38, A comment recoinmended that -
dietary bran, such as is found in bran-
rich ready-to-eat breakfast cereals, be
specifically excluded from the proposed
regulations, and that continued sale and

..promotion of bran-rich bréakfast cereals
as mild laxatives be permitted. Another
comment made the statement that a
breakfast cereal containing bran has for

. 50 years made laxative claims, and that -

these claims were pefmissible as “eld

‘The meaning of “old drug claims”

.mentioned in the comiment is unclear.

Presumebly, the commenter is referring

. to the “grandfather clause” of the 1938

act which exempts certain drugs from
regulation as "néw drugs" under section
201(p] of the act {21 U.S.C. 321{p}). The
“grandfather clause” mentioned in the
comment would not apply, however,
unless the product in question were a
drug.-And, even if such a drug product

. did fall within the “grandfather clause"

with respect to the product's status as a
new drug, the preduct would remain
subject to the other provisions of the act
that apply to drugs. Moreover, te qualify
for the “grandfather clause” a product's
lebeling mast have remained unchanged
from 1938 to the present time, The
comment submitted 110 evidence that the
labeling of these products has remained
unchanged since 1938, .
The Panel's reference to “dietary
gran” has resnited in some confusion,
including the impression that all high
fiber food products, such as breakfast
cereals, would be subject to regulation
by the OTC laxative drug monograph.

" Bran cereals marketed solely as food

products are not intended to be subject
to regulation by the OTC laxative drug
monograph. Therefore, “distary bran" is
not included in this tentative final
monograph. The agency is aware,

- however, that bran has been marketed

and labeled for use as a laxative,
Therefore, “bran” is included in this
tentative final monograph fer those
products that are marketed as laxative
drug products. In order to avoid the
intpression that all high fiber food
products regardless of labeling would be
subject to the monograph, the term
“bran”, rather thas “dietary bran” is
used in the monograph.

A product that contains bran and that
makes & laxative claim is subject to
regulation ag a drug. To avoid such
regulations, it need merely drop the
laxative claim. Laxative claimsona .-
food product such as “the modern
laxative” 'would bring the food product
within the definition of “drug" in section
201{g){1}{B) of the act (21 U.5.C. 321.
(g){(1}(B)). In the absence of laxative
claims, bran cereals and other bran
products would be regulated as foods.
Claims such as “contains fiber, which

provides bulk to the diet,” or “food-fiber

cereal,” generally would be considered
to be descriptive statements-of the
cereal's food properties and would not
be considered drug claims. P

39, A comment contended that
breakfast cereal containing dietary bran
is alway ilk:

@

——and Cosmetic Act.

drog claims™ under the 1938 Faod. Drug,

therefore, the "adequate liquid intake”

recessary. The comment further stated
that it is inappropriate to describe a
bow! of cereal as a "dose,” and
suggested that the term “serving” would
more completely describe the form id
which cereel is consumed. )

. The required labeling statements for
bulk-forming laxative drug products are
not intenided for breakfast cereals
containing dietary bran that are sold as

and designed to be consumed as foods. _

Thus.the agency will not require such
food products to bear the required
labeling statements for bulk-formimg
laxatives, including the statement in
§ 334.10 regarding adequate liquid
intake. However, as discussed in
comment 38 above, if cergal products
contain a drug claim the product is then
subject to being regulated as a drug and
must then conform te the monegraph.
40. A comment stated that bran-rich
breakfast cereals are not drugs, and
restrictions on advertising that are
appropriate for drugs are not
appropriate for breakfast cereals. The
comment stated that the Laxative Fanel

-disapproved of any mention of a

laxative product’s good taste. The
comment contended that bran-rich
breakfast cereals with a laxative claim
should not be forced to discontinue the
use of “good taste” as an advertising .
claim. _ )

As discussed in comment 38 above,
the agency does not intend that bran
cereal food products be subject to
regulation by the laxative monograph.
The Panet's statements regarding .
palatability of products eoncerned drug
products. The agency does not chject to
truthful statements which accurately -
reflect inherent characteristics of a drug
product, but agrees ®ith the panel that
they should not be used in a manner to
support claims of effectiveress or to
promote freguent or eontinued use.

41. A comment stated that ’
recommended § 334.50(c) (4),.(5}. and (6),
which pertain to the amount of sodium,
potassium, and magnesium in the

maximuam recommended daily dose of a _

laxative product, should not be

applicable to bran-rich cereals. The

comment contended that recormmended
§ 334.10 indicated no upper dosgage

limitation for dietary bramn, and as such,
recommrended § 334.50(c) {4), {5}, and (6)

" would be urrworkable. The comments

further contended that sodium end

~~magnegium labeling i covered by .

nutritional labeling under food
regulations and that it would be
cumbersome and unnecessary to have
comply with {wo sets of [abeling on -
e I by -

®

As discuased in comment 38 above,

tabeling in recommended § 3341015 Tiot

bran-rich breakfast cereals would be
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suhject to the dmg labeling veqmrements
of the laxative monograph only if they
make a laxative claim. if a praduct
makes a drug claim there is no reason

. why that product should be exempt from
any requirements applicable to:similar

" drug products. If a bran cereal product

wishes to avoid drug labeling
requirements it need only avoid- makmg
a laxative claim. .
42. One comment queatloned whether
_ the water-relmnmg properties of .
polycarbophil, in vitro, have a
correlation with its laxative aetion.
. ‘The Panel presumed that
polycarbophil acts by retaining water’
iniraluminally and opposing :
. dehydration in the bowel. The
conclusion of effectiveness, however,
waas based on clinical studies that
demonstrated that polycarbophil
_ produced laxation. As stated in the
response to comment 22, the exact
. mechanism by which most laxative .
agents produce laxation is unknowr,
Although knowiedge of these
mechanisms is desirable, it is not
" essential to a determination of safety
- and effectiveness.

43. A comment stated that it wanted
 to clarify that native carrageenan was -
an emuisifying agent and not &n active

ingredient of a particular produst, '
The Panel reviewed native
Jarrageenan as an active ingredient
. because it was listed on the label of a
- product subsnitted for review, The Panel
- believed that because this ingredient is
a hydrocolloid it had potential as-a bulk-
forming laxative, However, because of -

the lack of effectiveness data the Panel ’

- placed this ingredient in Category-
The agency agrees with the Pane ﬂxat
additional data are necessary before
this ingredient can be considered a
Category I laxative ingredient, Native
carrageenan could be used as an

- inactive ingredient (emulsifying agent)
becanse this ingredient is wid !:ﬁy used in

.- the food industry as a stabilizer and
.demuicent; FDA does not object to
native carrageenan being included in
laxative products as an inactive
ingredient. However, its name should
ot be placed or the label in a8 manner
that would mislead the consumer into
thinking that it is an active ingredient,

‘44. One comment requested that

recommended § 334.10{b} “Cellulose-
derivatives,” be revised o include
alpha-cellulose {powdered cellulose) as
a Category I bulk laxative. The comment
submitted data {Ref, 1} that, it claimed,

-demonsirate the safety and -

effectiveness of alpha-cellulose for OTC -

_ use as a bulk laxative, .
After reviewing all of the available
1ata, the agency believes that

———————argifiddequate {o establish-general

_ {persons with not more than three

‘recognition of séfety and effectiveness
of alpha-cellulose.as an OTC laxatwe L
.. unclear whether the dosage refers to the -

ingredient. . -

. As evidenced by the FDA GRAS Food
Ingredient Report (FDABF-GRAS-024), -
cellulose is generally recognized as a

. safe ingredient. Alpha-cellulose

undoubtedly has potential ag an orc
laxative ingredient, as several

_semisynthetic celluloses
_(methylcelldose and sodium

carboxymethylcellulose) are already
included in the proposed monograph for

OTC laxative drug products. However,
- general recognition of effectiveness has
" ot been demonstrated by the submitted

studies. The subjects in the submitted
studies were selected on the basis of

slowest transit times and lowest daily

fecal cutputs, and do not meel the . .
definition of constipated subjects

spontaneous evacuations per week}.

. Because laxatives are intended to

relieve constipation, effectiveness .
cannot be established by studies in
asymptomatic individuals;

While it could be argued that a!pba—
cellulose should be included in the
monograph because of its similarity to

the gemisynthetic cellulose derivatives,

the agency notes that the dose of the
celluloge derivatives recommended by
the Panel in the proposed moncgraph is

‘4 to 6 g whereas the dose used in the
- submitted studies was 14 g celhilose

plus 6 g pectin. Although the comment
concludes that pectin is an inactive .
ingredient, the difference in the dose of

- the cellulose is not explained. Therefore,

the agency concludes that a clinical
study, similar in design to these

- gubmitted {but In constipated subjects)

is mecessary before alpha-cellulose can
be included in the monograph.

The agency's detailed comments and
evaluation on the data and its

. recommendation for additional utudies

are on file in the Doekets Management

) Branch (Ref. 2)
" Refmm )

{1) Comment No. CP. Docket No. 78N-036L, .
Dockets Management Branch.

(2] Letter from William E. Gilhertson, FDA.
to Harold C. Anderson, Syntex Corporation,

ANS LET 009, BPacket No. 7BN-03&L, Dockets ]

Management Branch:

D. Comments on Hypemsmatic -
Loxatives :

45, Several commentis requested

- clarification of the dosage for glycerin

suppositories in recommended

§ 334.12({a}. One comment pointed ot

that the Panel had concluded that
glycerin is safe in the amounts usually -
used rectally, but then went on to

ﬂdult dose and SUPPOR

-. under 6 years of age . . . ."

suppas:tory as the on]y e

dosage range for children under 8 years
of-age, One comment stated that it is-

fotal weight of the supposltory or to-the
weight of glycerin in each suppository.
The comznents. stated that marketed
adult glycerin suppositories range from 2
tod g og[ glycerin per suppositories range -
from 1 to 1.7 g of glycerin per -
suppository. The comments

. recommended that the monograph
- ghould more closely reflect what has
‘been marketed. One comment aiso noted
- that recommended § 334.12({a) made no

specific mention of dosage levels for
infanrts or for children 6 to 12 years of
age. The coinment stggested that the
dosage be clarified by revising the = . -
Panel's final sentence in § 334.12(a) to
read "Adults'and children 8 years or
older. . .” and by revising the second

" . gentence to read “Infants and children

The agency agrees that the dosages

" for glycerin suppositories should be
.clarified and behé:res that the Panel’s

recommended dosages for glycerin
suppository refer to the weight of the
glycerin in each suppositery. Based on
the information provided by the -
cormments and the agency’s independent
survey of marketed glycerin suppository
products (Rel. 1 through 4), the agency
has determined that most glycerin )
-guppositories are manufactired and
marketed according to “The United
States Pharmacopeia” {USP) .
specifications, and that adult
suppositories contain between 2and 3 g

. of-glycerin, and children's suppositories

contain between t and 1.75 g of glycerin.

" The tentative final monograph reflects

these ranges.

- Also, the dosages recommended by
the Panel in § 334.12(a) need to be
_revised to indicate that the adult dosage
‘range is the same es for children 6 years
of age and over, However, a8 discussed

. in partIY paragraph 2. below,

congtipation in children under 2 years of
age should be diagnosed by a doctor, -
_Therefore, dosages for children under 2

. -years of age are included in the

. monograph-only under professiunal :

labelmg

' Referances

(1) Letter from M. K. Laboratories to
Michael Kennedy, FDA, Naovember 6, 1081,
‘OTC Volume 05LTFM, Docket No 78N-033L,
Dockets Management Branch, .

- {2) Letter from E. R. Bquibb and Son, Inc.;

- toMichael Kennedy, FDA. October 23, 1852,
OTC Volume 08LTFM, Docket No, 78N-036L,
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statement in recommended
§ 334.56(a)(1) that warns agains! the use
of mineral oil by pregnant women and

. bedridden patients. Only one of the
submitted studies (Ref. 2 inclided )
pregnant women, and no mineral ofl was
administered in that study. Because data

- are lacking to support the comments’
argument, the agency concurs with the

- Panel that lubricant laxatives should not
be given to pregnant women. The Panel
pointed ont that ingested minera! oil
may lower prothrombin levels. probably

. secondary to impaired vitamin K
absorption, and therefore the regular use
.of miners! ol in pregunancy may
predispose the newborn to hemorrhagic

orally twice daily in divided doses with
the first dose taken on arising and the
second dose taken at bedtime and
nieither dose at mealtimes.” :
The agency agrees thal the warnings, -
dosage, and directions for use for both
mineral oil and raineral oil emulsion are
confusing and require clarification, The
difference in directions for use between
mineral oil and mineral oil emulsion {8
. not adequately justified. Mineral oil
emulsion is merely a different
formulation af mineral oil; mineral oil is
the active ingredient in mineral oil
- emulsion, Therefore, this teniative final
monograph provides for warnings and
- directions for use for mineral oi! only.

OTC Voliime 08LFFM, Docket No. 78N-036L.
Dockets Management Branch. ‘ B

(4} Letier from ER. Squibb and Son. Inc.. to
Michael Kennedy, FDA, February 3, 1982,
OTC Volume 08LTFM, Docket No, 78N-036L.
Dockets Management Branch.

46. One.comment recommended that
the warning for products containing -
glycerin in recommended § 334.54{a}{1),
i.e., “For rectal use only and not for oral

- use. Large doses of glycerin if taken
orally can lead to serious toxic effegts,”
be shortened to “For rectal use onjy.”
The comment sizted that this shortened
statement plus the mandatory warning
in § 330.1(g}, “In case of accidental
ingestion, seek professional assistance

~—————— —-berevised to read, "Adult oral dosageis

&

or contact a Poison Contrel Cenier
immediately,” are sufficient te convey
the fuli intent of the warning, and that
the other statements are redundant.

" The agency agrees with the comment
and is proposing that the warning read

*'For rectal use only.” Consursers are

generally aware of the mode-of
administration of suppository dosage
forms. The phrase “for rectal use only™
is suifficient for those who are unfamiliar
with this dosage form. While it is
unlikely that these products would be
ingested, the mandatory warning in .

-§ 330.1(g) (21 CFR 330.1(g}) about

accidental ingestion informs consumers
of the preper action to take in case of
accidental ingestion. .

E, Comments on Lubricant Laxatives '

47. Two commants suggested that the
first phrase of the caution for mineral oil
in recommended § 334.56[a){1), “to be
taken only at bedtime,” should be
deleted because this information is
already provided in the "Directions for -
use” in recommended § 334.14{a).

Three other comments disagreed with
the wording of the dosage for minera! ofl
emulsion in recommended § 334.14{h)
which states, “Adult oral dosage is 15
mL io 45 mi, of mineral oit component of
emulsion administered orally twice
daily with ihe first dose taken on arisin,
and the second dose taken at bedtime
and neither dose at mealtimes . .-, "
The comments argued that this dosage
statement could be misinterpreted to
mean that 15 to 45 mL should be taken
twice daily; giving a maximum daily
dose of 30 to 90 mL, although the Panel
clearly meant 15 to 45 ml. to be the
maximum daily dose, to be taken in two
equally divided doses. The comments -
also peinted out that the children's
dosage statment in recommended
§ 334.14(b) could be similarly
misinterpreted. One of the commentis
suggested that recommended § 344.14(b}

15 mL te 45 mL daily of mineral oil

The emulsion formufation is not -
included in this tentative final
monograph, although manufacturers
may choose to formulate mineral oil as
etther the plain ol or as an emulsion.
The directions for use will provide for a
minimum adult does of 15 mL with a
total maximum daily dose of 45 mL. For

. children over 6 years of age, the

minimum dose is 5 mL with 2 maximum
total daily dose of 15 mL. Mineral oil is
most often taken at bedtime, but
restricting its administration to a
particular time of day is unnecessary
except that it should notbe
administered with meals because of
potential interference with the
absorption of fat-soluble vitamins.
Because some persons prefer to take

mineral oil in divided doses, the agency -

is proposing that directions for use

provide that products may be labeled so ‘

that the dosage may be administered in

1 either a single daily dose or in divided

doses provided that no doseis taken at.-

" mealtimes. The agency believes that

these directions more accurately reflect
the current usage of mineral oil. .

48, Two cominents objected to the
statement required for mineral vil
products in recommended § 334.56{a)(1}
thet warns against the administration of
mineral ail “i0 pregnant women, to

" bedridden or aged patients.” The

comments argued that the caution was -
unwarranted in view of the considerable
body of evidence {Refs. 1 through 6)
supporting the safe and effective use of
mineral oil in such patients and in view

_ of the general warning in recommended

§ 334.50(c)(3), which limits the OTC use-
of laxative products to 1 week. One of .
the comments argued that “since
difficulties in absorbing vitamins A, D,

E: and K occut very rarvely and then only.

under conditions of chronic use of
lubricant laxatives, the caution is not
necessary because use is limited to t
week."”

_The agency congludes that the studies

disease (40 FR 12912),
Additionally, only one of the

submitted studies {Ref. 3) dealt
extensively with bedridden patients,

and, again, no mineral oil was

administered. Because data are again

lacking to support the comments’

. argument, the agency concurs With the
Panel that lubricant laxatives should not
be given to bedridden patients because

the ingested mineral oil may be
aspirated and cause lipid pneumonitis
{40 FR 12912). In view of thé lack of
data, the agency does not believe that
the 1-week limitation in recommended

.§ 334.50{c){3) would assure the safe use

of mineral oil in pregnant women or
bedridden patients. ~ . . .

The other submitted studies (Refs, 1.
4, 5, and 6} offer sufficient evidence to
support the safe use of lubricant
laxatives, such as mineral oil by aged
patients, The Panel was primarily
concerned that the absorption of a
number of dietary nutrients, ingindirg
fat-soluble vitamins, may be impaired
by the ingestion of mineral oil during or
after meals. Labeling that directs
persons nat to take mineral oil with
meals can reduce the possibility of

- mineral ¢il interfering with the

absorption of vitamins in aged patients.
Also, the Panel's warning against the
use of mineral oil by the aged =~
apparently was based on a coacern that
aged patients have a debilitated or :
“worn out” gastrointestinal tract. The
submitted studies, however,
demonstrate that the gastrointestinal
tract does not “wear out” with age and
that clinical observation of ‘
gastrointestinal problems in older
patients differs hittle from younger
individuals (Refs, 1 and 6). Based on
these data, the agency believes that a
warning against the use of mineral oil
laxatives by a particular group of adulis
because of their age ts unwarranted
without further sound medical rationale

submitted by the comments (Refs. 1

~compoment of emulsiomadministered- — —through 6} do-not-support deleting

supporting specifivage limitations:
fore. the agency has deleted the  ~
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phrase “or aged” from the warning
statement required for mineral oil
products in this tentative final
monograph.

In addition, in the Federal Register of
December 3, 1982 (47 FR 54750), the
agency published a final rule amending
the general drug laheling provisions in
Part 201 {21 CFR 201.63)} to include a'
warning concerning the use by pregnant
or nursing women of OTC drugs
‘or systemic absarption, The .
final rule states that, where a specific
warning relating to use during
pregnancy or while nursing has been -

" established for a particular drug product

in an NDA or for a product covered by
anOTC drugﬁnal monograph, the ‘
specific warning shall be used in plece
of the general warning, unless otherwise
stated in the NDA or in the final OTC

drug monograph. While the warning
recommended by the Penel covers use of

mineral oil during pregnancy, it does not

refer to its use by nursing mothers. -

. Therefore, the following additional

statement is being proposed in this
tentative final monograph for mineral
oil: "As with any drag, if you are nursing
a baby, seek the advice of a health -
professional before using this product.”
Accordingly, in this tentative final
monograph the agency proposes that the
specific pregnancy and nursing :
warnings discussed above for mineral
oil supersede the general warning -

-required uncer § 201.68.
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4. Two commients maintained that
the statement recommended for mineral
oil products in § 334.56{a){1) that warns
against giving mineral oil “to persons
having recent episodes of vomiting or

atien, or te-personshaving — — that there is no serious
abdomjnal pam" isredundantand = the electrslytic balanced

‘the word “doctor” in

duplicates the general warning for all
laxatives in recommended § 334.50(c}{1),
which states, “Do not use this product
when abdominal pain, nausea, or
vomiting are present.” The comments
suggested revising the warning to
eliminate the statement conceraing
vomiting, regurgitation, and abdominal
pain from the specific mineral oil
warnings in recommended § 334.58.

- 'The agency agrees with the

" commentis. Accordingly, recommended

§ 334.56 has been revised to delete the -
phrase “to persons having recent
episcdes of vomiting or regurgitation, or
to persons having abdominal pain.”
53.One comment requested that the:
phrase "except on the advice of a
physician” be added to the drug
interaction precaution in recommended
§ 334.56{a}(2), i.e., “Do not take this
produet if you are presently taking a
stool softener laxative.” ,
The agency agreeswith the comment
that situations may exist in which a
physician might choose to use or
combine drugs for 2 medical reason. In
other recent tentative final menographs
the agency has adopted the phrase
*unless directed by a dogtor™in place of
phrases such as “except on the advice of

. a physician.” Accordingly, the drag

interaction precaution in recommended
§ 334.56 has been revised in the' .
tentative final monograph to read, “Do
not take this product if you are presently
taking a stool sofiener laxative unless’
directed by a docter.” The tentative
final monograph also includes the option
of using either the word “physician” or
OTC laxative
labeling.

F, Comments on Saline Laxaiives

" 51, Two comments stated that the
warnirg for saline laxatives in
recommended § 334.58{a), which states,
“For oecasional use only. Serious side
effects from prolanged use or
overdosage may occur,” is Innecessary
and redundant. The comments pointed
out that the general warning in
reconmmended § 334.50{c){3), which
states, “This product should not be used
for a period of longer than 1 week
except under the advice and supervision
of a physician,” restricts the prolonged
use of any laxative, One comment
further noted that the Panel’s statement
at 40 FR 12910 that saline laxativea
should be restricted to ocoasional use

. only, as serious electrolyte-disturbances

have been reported with their long-term
or daily use, is not supported by any of
the references cited by the Panel for
saline laxatives. The comment
submitted & reference cla

with the use of a kit containing
magnesium cifrate {Ref. 1). The
comments contluded that there wasno

‘clinical justification for singling out

saline laxatives such as magnesium
citrate for disturbing electrolyte balance
and recommended that § 334.58(a) be
deleted from the monograph.

The agency has reviewed the data
cited by the comment end believes that
they do not provide a basis for deleting
the-warning. Magnesium citrate was
admizistered once to each patient as
part of a bowel cleansing regimen in
preparing patients for barium x-ray.
Although none of the patients
experienced any electrolyte

disturbances, the data do not provide

information regarding the Panel’s
concerns about electrolyte disturbances

" from long-term use of galine laxatives.

However, the general warning
recommended by the Panel in

§ 334.50(c)(3} restricts the use of any
laxative to not longer than 1 week.
Therefore, the specific warning in -
recommended § 334.58(a) is unnecessary
and is not included in the tentative final
monograph. -

Reference

(1) Irwin, G. A. L..]. E. Shields, and_W w.
‘Wollf, “Ciearer Roentgenographic
Visualization of the Colon,"

Gostroenlerology, 87:47-50, 1974, .

52. Two comments noted that

recommended § 334.16(a)(2] states that _

magnesium citrate preducts may be
formulated in combinations with the

. sequestering agents, citric acid and

anhydrous sodium citrate, to allow
magnesium to be held in solution as a
complex. The comments pointed out that
the monograph for magnesium citrate

* golution in “The National Formulary”

lists potassium bicarbonate in the prime
formula and provides for sodiom
bicarbonate as an alternate ingredient
(Ref. 1). The comments. proposed that
recommended § 334.18{a)(2) be revised
to permit the use of potassium citrate as
an alternate ingredient to sodium citrate.
Since submisaion of the comment,
magnesium, citrate oral solution has
been added as an official article to the
USP {Ref, 2}, The agency has no
objection to the use of different
sequestering agents for magnesium
citrate formulations because these
ingredients are not active ingredients

" and do not contribute-to the laxative

effect of the product. The agency points

out that the OTC drug review ia

primarily an active, pot inactive

ingredient review. Inactive ingredients
ed o ihe

m&@%—mﬂvm
disturbances to  monographs. The L
e requirements of § 339.1{e] (21 CFR-
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330.1(¢)] that they be suitable
ingredients that are safe and do not
interfere with the effectiveness of the:
product. Because the purpose of the
OTC drug review process is to ‘
determine the safety and effectiveness
of OTC drugs. the OTC advisory réeview
panels occasionally made i
recommendations with respect to
inactive ingredients; these
recommendations were made to call
attention to those inactive ingredients
that could potentially interfere with the
safety and effectiveness of the product.

In the case of the inactive ingredients in

magnesium citrate solution, the agency
is unaware of any evidence to
demonstrate that they could poteniially
interfere with the safety and '

- effectiveness of the product. Therefore.

the specific sequestering agents for
magnesium citrate solution which had
been recemmended by the Panel are not
included in the tentative final
monograph.
References

“{1} “The National Formulary.” 14th Ed..
American Pharmaceutical Association.’
Washington, pp. 389-390, 1975. :

(2) "The United Stales Pharmacopeia.” 20th
Revision, United States Pharmacopeial
Convention, Inc., Rockville, MD. pp. 459-460,
1980.

53. Two comments submitted a
number of studies {Refs. 1 through 4) to
show that one of the major professional
uses of magnesium citrate solution is for
the preparation of the colon for x-ray
and endoscopic examination. Based on
these studies, the comments requested
thai recommended § 334.80 be ameded

. to allow the following professional

labeling claims for magensium citrate:

“For the.preparation of the colon for x- -

ray and endoscopic examination,” One
comment further proposed that the claim

_ “for use in preparation of the patient for

surgery” also be allowed.

The agency has reviewed the -
submitted studies and believes there is -
sufficient evidence to support the use of
magnesium cilrate as part of a bowel
cleansing regimen in preparing the
patient for surgery or for preparing the
colon for x-ray or endoscopic
examination. However, none of the
studiés used magnesium citrate solution
alone to evacuate and cleanse the colon.
in each of the studies, magnesium citrate
solition was used with either bisacodyl.
-enemas, overhydration, or dietary
restirctions as one part of an overall

- regimen in preparing the patients for

surgery, or preparing the colon for x-ray
or endoscopic examination. '

Therefore: the agency is proposing in

be limited to the following: “For use as -

part of a bowel cleansing regimen in

. preparing the patient for surgery or for
preparing the colon for x-ray or
endosopic examination.”

The agency's comments and
evaluation on the data are on file in the
Dockets Management Branch [Refs. 5 .
and 6).

References ; :

_ {1) Comment No. Co0015, Docket No. 78N-
0361 Dockets Management Branch
. {2) Commen! No. C00043, Docket No. 78N~
036L, Dockets Management Branch.

(3) Sloan, R, D., et al., "What is the Bes1
Way to Prepare the Colon for Radiological
Study?” Moedern Medicine, 38:198--201. 1970.

{4) win, G. A. L., et al,, *Clearer
Roenigencrgraphic Visualization of the
Colon." Gestroenterology, 67:47-50, 1974.

(5] Letter from William E. Gilbertson, FDA.
1o Richard Neimeth, National Magnesium Co..
Coded ANS LET 012, Docket No. 78N-036L. -
Dockets Management Branch.

{6) Letter from William E. Gilbertson. FDA.
to Warren L. Myers, Warren-Teed
Pharmaceuticals Division of Adria
Laborateries Inc., Coded ANS LET 011,
Docket No. 78N-038L, Dockets Managemen!
Branch.

54, One comment requested that
recommended § 334.16(b) be revised to
include an infant dosage for milk of
magnesia {(magnesium hydroxide}. The -
comment pointed out that an infant
dosage for milk of megnesia was
submitted to the Panel for evaluation,
but that neither the Panel’s minutes nor

" the preamble to the monograph reflect

any consideration of this issue. Noting
that its laxative product, which contains
milk of magnesia and is labeled for use
in infants, has been marketed for over 25
years, the comment argued that there is
nething in the medical literature that
would cast doubt upon the continued'
use of an infant dosage for milk of
magnesia. .

-~ Magnesium hydroxide has been used.

for the relief of constipation in infants.
The available literature indicates that
‘the magnesium hydroxide dosage
generally recommended for infants is
0.035 to 0.043 gram per kilogram per
dose (Refs. 1 and 2). However, as

discussed in part 1L paragraph 2, below. -

the agentcy believes that constipation in
children under 2 years of age could be
indicative of a more serious condition
that should be diagnosed by a doctor.

~ Therefare. dosages for children under 2 -

years of age are included in the
. tentative final monograph only under
professional labeling.

References

{1} Pingl, E. “Laxatives.arnd Cathartics.”in

the tentative final monograph that the

- .--——C—ategw—l—professiﬁﬂaiiabe}iﬂgc}ai-nt—srhﬂwdiied 3

*The Pharmacological Basis of Therapeutics,”

AGOaN

P,
‘Gilman. The Macmillan Publishing Co., New

York, p. 1005, 1980. . : .

{2} Shirkey. H.C., editor, “Pediatric
Therapy.” 6th Ed.. The C.V. Mosby Ce.. 5t.
Louis. p. 1219, 1980. : -

55. Two comments noted that the
daily dosage range for magnesium

" citrate as expressed in milljequivalents

{mEq) magnesium ion is listed in the
recommended monograph as 77 to 126
mEq magnesium ion in § 334.16{a] under .

. Subpart B—Active Ingredients and as 77

to 141 mEq magnesium fon at 40 FR
12910, The comments conteded that both

- calculations for mEq magnesium ion

were incorrect and noted that the mEq
stated for the magnesinm ion neither
conformed to the volume limits of the
usual daily dosage range for magnesium
citrate'solution, nor to the magnesium
oxide limits, as listed in the monograph
for magnesium citrate solution in the
“National Formulary” (Ref. 1). The
comments further contended that the
upper limit of 18 g for the daily dosage
range of magnesium citrate i

- recommended in § 334.16(a) éhoﬁld be

extended tg 25 g bacause the usual daily
dosage of magnesium citrate solution
varies from 200 to 350 mL. . .
The agency agrees wi‘th he comments
that the daily dosage range for
magnesium citrate as expressed in mEq
magnesium fon is in error. However, the
agency does not believe that there is a
need to state the dosage for- :
administration in milliequivalenis
because such information could be

- confusing to consumers. The agency also

agrees that the upper limit of the daily

" dosage range of magnesivm ciirate

should be extended to 25 g. Based on
submissions to the agency, producls
currently marketed, and other available
information, the agency notes that
magnesium citrate, when used as a
laxative, is usually formulated and
administered as an oral sclution within -
the requirements of the USP. Magnesium
citrate oral solution, (see comment 52
above) contains in each 100 mi, 5.8 to
7.1 g of magnesium citrate equivalent to
not less than 1:556 g and not more than
1.9 g of magnesinm oxide (Ref. 2). The
usual daily dosage for magnesium
citrate oral solution is 200 to 350 mL.
Baged on the lower and higher limits of
the amount of magnesium citrate in 100
mL of solution, the usual daily dosage .-
would contain 11.6 to 24.8 g of
magnesium citrate. The agency is.
expanding the dosage range for '
magnesium citrate for use as a laxative
from11toi8gtoilto 25 g to be
compatible with the USP requirements.
Therefore, the following directions for

use are included in the tentative final

aie:
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“Aduolis and children 12 years of age and
over: oral dosage is 11 to 25 grams.
Children 8 to wader 12 yedrs of age: oral
dosage is 5.5 to 12.5 grams. Children 2 to
under 6 years of age: oral dosage is 2.7
to 6.25 grams. The dose may be taken as
a single daily dose or in divided doses.
Children under 2 years of age: consult a
docter.”

References

{2) “The National Formulary,” 14th Ed.,
American Pharmacéutical Association,
Washington, pp. 38¢-200, 1075, ‘

{2] "The United States Pharmacopeia,” 20th
Ed., United States Pharmacopeial
Convention, Inc., Rockville, MI3, pp. 459480,

- 1980,

. 56, Four comments objected to the
phrage “taken in dividend doses” in the
total daily dosage for magnesium citrate
in recommended § 334.16(a) and for .
magnesium hydroxide in recommended
§ 334.16(b}. Several of the comments
stated that the phrase “in divided
doses” is not applicable to the
administration of niagnesium citrate and
magnesium hydroxide because these
laxative mgredients are usually’
administered in single doses, that is,
“once daily or at bedtime, or as directed
by a physician.” Ope of the comments
pointed out that magnesium citrate
solution is packaged in a single-dose
container and each unit cannot be used
more than once. Another comnient
stated that magnesium hydroxide when
used as an antacid is given in divided
dosed., but when used as a laxativa is
given as a larger single dose. Ths
comments pointed out that, in the
absence of safety or effectiveness

questions, there is no reason to prolghit -

a single-dose administration of these
ingredients. Some of the comments
requested that the dosage regimen
perrait both single and divided dosage
directions. Others suggested a single
- - dosage, once daily or at bedtime, or as
_direcied by a physician.

‘Magnesium salis, magtesium citrate,
magnesium hydroxide, and magnesium
sulfate when used as laxatives are
generally administered as 2 single dgse
once per day (Refa. 1, 2, and 3). The
agency is not aware of any evidence
contradicting the safety or effectiveness
of these laxative {ngredients when the
recommended fotal daily dosage is
administered either in a single dose
once per day or in divided doses.
Therefore, the tentative final monograph

" provides for both single daily deses or
. divided doses of the magnesium salts,

References
{1} Fingl, E., * ‘Laxatives and Cathartics,” in

__ “The Ph bg;sal—ﬂasm—ﬁ'hmpm&"_‘r_m of the patient for s
e sthEd. edased by L:8. Goodman and A;W&on 1

Gilman, The Macnﬂlan Pubhshmg Co., New
York, p. 1005, 1860,

2 Swmyard EA, “Gastrointestinel
Drugs,” in "Remington’s Pharmaceutical
Sciences,” 16th Ed., edited by A. Osol et.al.,
The Mack Pub]ishmg Ca., Easton, ‘PA. pp. 738
and 744, 1980.

(3] Awiado, DM, “Krantz and Carr's
Pharmacologic Pringiples of Medigal
Practige,” 8th Ed., The Williams and Wilkine
Ceo., Baltimore, D844, 1972,

-57. Three comments reguested a y
revision of recommended § 334.58(b),
which provides for storage of
magnesium citrate solution in a celd
place (refrigerator femperature) to retard
decomposgition. The comments pointed

out that this statement was appropriate

for magnesium citrate solution prior to

- the modification of the manufacturing

process in which a pasteurization step
was introduced. The comments further
pointed out that the requirements in the
“Nationa} Formulary” for magnesium
eitrate solution call for storage.at
controlled room temperature or it a cool
place {Ref. 1). Therefore, the comments
requested that § 334.58(b) either be
deleted or replaced with the storage,
statement in the “National Formulary”.

" Magnesium citrate in oral solution is
an official article in the USP [Ref. 2).
Therefore, the agency agrees that the
storage conditiens for magnesium citrate
in oral salutien shonld conform to the
current official compendium, which
requires storage at confrolled room
temperature or in a ceol place. The USP
defines “controlled room temperature”

as between 58 and 86 'F (15 and 30 "C) -

-and “cool place™ as betweean 46 and 58
“F and {8 and 15 "C) [Ref. 2). Therefore,
this tentative final monogreph states
that magnesium citrate when formulated
in oral solution should be stored at
temperatures between 48 and 86 °F (8 .
and 30 "C).

Rsfermma

n “The National Formulary,” 14:]1 Ed.,
Ameriean Pharmacentjical Association,
Washinglon, pp. 389-380, 1875,

(2] “The United States Pharmacopeia,” 20th -

Revision, United States Pharmacopeial
Convention, Inc., Rockville, MDD, pp. 8 and
450-460, 1980,

58. One ccrmment.submitted & number
of references {Ref. 1) to show that the
phosphate salts admiristered either
orally or rectally are useful therapy fm‘
preparing the colon for x-ray,
endoscopic examination, and for
preparing the bowel for surgéry. The
comment requesied that recommended
§ 334.80(a), which conizins the
professional labeling for products
containing phosphute salts, be amended
to allow the claim “For usein

€ COi0H TOF X-ray

and endoscapic examination,” In
-additivn, the comment reguested that
the upper limits for the daily dosage’
range for orally administersd sodium’
biphosphate snd sodium phosphate in
recommended § 334.16(d) be expanded
" from 19.2 g to 21.3 g for sodium _
hiphosphate and from 7.2:gto 8 g for
sodium phosphate for these professional
labeling indications.

_ The agency reviewed the submitted
studies and agrees with the comment

_ that phosphate salts are useful therapy

for use in preparation of the colon for x- .
day and endoscopic examination or for
the preparation of the patient for
surgery. However, in most of the
submitted studies phogphate salts were
not used alone, but were used as part of
an overall bowel cleansing regimen,
which included overhydration, dietary
restrictions, and/or other laxative

- agents. Accardingly, the professional

labeling section of the monograph for
phosphiate salts, has been amended to
include the foHowing indication: “For
use as part of a bowel cleansing regimen
in preparing the patient for surgery or -
for preparing the colon for x-ray or
endoscopic examination.” Alsg, the
studies sabmitted did not cantain
sufficient data to justify an increase in
the upper Emit of the dosage ranges for
sodium phosphate and sodium

" biophesphate, However, in this tentative

final monograph the agenoy is
expanding the dosage ranges for-
phosphate salts to be compatible with -
the USP as follows: (1) Sodium
phosphate/sodium biophosphate
solution, Oral dosage. Adults and
children 12 years of age and over: oral

' dosage is sodium phoshpate 3.42 to 7.56
grams, and sodium biphosphate 9.1 to
20.2 grams in.a single daily dose.
Children 10 {0 under 12 years of age:

. oral dosage is sodium phosghate 1.71 {0
4.78 grams and sodium biphosphate 4.5

" to 10.1 grams in a single daily dose. -

Childrem 5 o under 10 years of age; QOral
desage is sodium phosphate 0.86 t0.1.89
- grams and sediinn biphosphate 2.2 to
5.05 grams in'a single daily dose.
Children under 5 years of age: consult a
dootor. Erema dosage, Adults and ’
children 12 years of age and over:
enema dosage is sodium phogphate 6.84
to 7,568 grams end sedium biphosphaie
18.24 o 20,28 grams in a single daily
dose. Children 2 to.under 12 years of
age: enema dosage is sodinm phosphate
3.42 10 3.78 grams and sodium
biphosphate 9.12 10 10,08 grams in a
single daily dose. Children under 2 years
of age; congult & dogtor
odfum phospﬁa!e. Adulis and

i B . B0 m

dosage fs 3.42 to 7.56 gramein a smgle
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daily dose, Children 10 to under 12 years .
of age: orakdosage is 1.71 to0 3.78 grams
in & 'single daily dose,Children 510
under 10 years of age: oral dosage is 0.86
10 1.89 grams in a single daily dose...
Children under 5 years of age: consulta
doctor.

(3) Sodium biphosphate. Adults and
children 12 years of age and over: oral
dosdge is 4.5 to 20:2 grams in a single
daily dose. Children 10 to under 12 years
of age: oral dosage i8 2.25 to 10.1 grams
in a single daily dose, Children 5 to
under 10 years of age: oral dosage is 1.12
to 5.06 grams in a single daily dose.
Children under 5 years of age: consuita
doctor,

The agency's commenis and
evaluation on the data and its
recommendations are on file in the
Dockets Management Branch [Ref 2).

References

(1) Comment Nos. Coa002 and Co0022,
Docket No. 78N-036L, Dockets Management
Branch.

(2) Letter from William E. Gilbertsun, FDA.
to Fred T. Wickis, C. B, Fleet Co,, ANS LET

_ 008, Docket No, 78N-036L, Dockets

Management Branch.

59. One comment stated that the usual
daily dosages recommended for the
phosphate salts {disadium phosphate,
sodium phosphate, sodium biphosphate,.
and monosodium phosphate] as stated
in the table at 40 FR 12911 and in

.recommended § 334.16(d} are unclear
" because disodium phosphate and
monosodiom phosphate are synonyms
for sodium phesphate USP and sodium
biphosphate USP, respectively. The
comment recommended that the names
monosodium phosphate and disodium
phosphate, along with their
. corresponding dosages, be deleted. The
comument.shiggested that the monograph
slate that only the USP names, with the
designated chemical formulas and
molecular weights for sodium phosphate
and sodium. biphosphate, be allowed in
all labeling to avoid error in interpreting
which salit is meant. Another comment
stated that the milliequivalents
ssed for the jonization products of
_the phosphate salts should have been
caleulated for the products resulting
from ionization in aquecus solution, as
would be ingested by the consumer,
rather than the phosphate ion species -
released by alkaline degradation.
‘agency agrees with the comment
that the names, and the dusages for the
phosphate salts as stated at 40 FR 12011
and in recommended § 334.16{d} and
§ 334.35(a)} are confusing. Disodjum
____ phosphate and monosodium-phosphate
are synionyms for Sodium phosphate and
iphasphate, respectively.

However, only the official names of

"

these ingredients, i.e., sodium phosphate
and sodjuin biphosphate, need to be -
designated in the mpnograph. Also, .
becanse these ingedients are official
compendial articles there is no.need to
specify their molecular weight and
chemical formula in the monograph.

Although the agency agrees with the
comment that the milliequivalents
expressed for the ionization of
phosphate salts should have been-
calcutated for the products existing in
aqueous solution, in this tentative final
moefograph the agency states the dosage
in grams of sodium phosphate and
sodium biphosphate. {See comment 58
above.)

60. One comment submitied an
enpublished study in response to the
Panel's recommendations at 40 FR 12819
for further definitive, weli-designed
studies to establish a safe end effective
laxative dase for tartaric acid and :
tartrate preparations (Ref 1}. The
comment stated that the study supports
the safety of tartaric acid and tartrate
preparations and supporis reclassifying
them from Category I to Category I for
use as a laxative,

The Panel recommended that the -
usual daily dose of tartrate: preparations
when used as laxatives (5 to 10 g} was
probably safe, but that additional data
were necessary to justify an increase’in
the total daily dose beyond 10 g. The
submitted study was designed to
determine the extent of absorption and
metabolism of sodium 4C-tarirate in the
rat and in humans and to study
quantitatively the effect of tartrate
ingestion upon the acid-base status in .
humans, From the results in one phase
of the study, consisting of the
administration of sodium C-DL-tartrate

- orally and parenterally to humans and

rats, intestinal absorption was
calculated as 18 percent of the dose in
humans and .81 percent in rats, of which
the greater portion in both bumans (14
percent) and rats (70 percent] was-
excreted in the urine, Because the 3C-
labeled tarirate was excreted as
respiratory carbon dioxide to a greater
extent after oral than parenteral
administration, the authors concluded
that the main site of tartrate metgbolism
is in the intestine. Studies measuring
tartrate metabolism and ¢arbon dioxide
liberation from intestinal bacteria
confirmed this conclusion. In the acid-

. base stadies, che subject was given 24 g

and anaiher 30°g per day of unlabeled -
sodium Z-tartrate. The authors found no
evidence of renal toxicity in the two

_sublects as assessed by maintenance of

normal creatl.mne clearance and the .
T, the
authors indicated, based on the welght

“ofthe & Gol8 T

_ effect was slight and questioned the

reputation of the tarirates as laxatives,
Although the study provides :

" information to establish the gafaty of

tartrate preparations in the dosages
normally used in OTC laxative
formulations, additional effectiveness
data are needed before tartaric acid and
tartrate preparations can be generally -
recognized as effective for oral use as -
OTC laxatives. )

The agency's comments and
evaluation on the data and its

' recommendation for additional studies

are on file in the Dockets Management

_Branch {Ref. 2).

References

(i) Wrong, ©. M., et al., “The Metabolism
of Tartrate in Man and the Rat,” draft of
unpubjished paper, Comment No. C0078,
Docket No. 78N-036L, Dockets Managemem
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ANS €082, Docket No, 76N-034L, Dockets
Managemexnt Branch.

G Comments on Stimulant iaxatwes

61. One comment stated that there
was ambiguity in the Panel's definition
of “stimulant Jaxative” in recommended
- § 534.3(2), which siates, “An agent that
promotes howel movement by vne of
maore direct actions on the intestine,”

‘because this defipition could

conceivably be interpreted to inchids
every clinically active laxative agent.
Aceording to the comment, saline and
hyperosmotic laxatives would be
included within the definition because
they act directly on the intestine by
increasing intestinal water content,
thereby promoting bowel movement;
bulk laxatives would be includad |
because they increase motor activity of
the colon through pressure stimulation
by increasing intestinal bulk and water
content. The lubricant laxatives would
also be included because they exert ane
of more direct actions on the intestine
by coating the intestinal wall to
lubricate the passage of the intestinal
contents. The comment recommended.
that stimulant laxative be defined as

* “ap agent that promoles bowel

movement by increasing peristalsis in
the colen through direct stimulation of
neuro-muscular components of the
intestinal wall." The comment

concluded that this definition does not
" include saline and hyperosmehc o
laxatives whigh do not increase
peristaltic activity by direct neuro-
muscular stimulation of the colon, but
act through an iniervening
pharmacologic

ated that shmulm

—
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do not “stimulate™ anything, but act in
the same manner as the other laxatives,
In defining stimulant laxative, the

Panel provided a general definition that -

it felt would be applicable to all*
stimulant laxatives. The panel
recogmzed that some of the so-called

" “stimulant laxatives” have recently
been shown to promote laxation by

means other than stimulation, but the
exact mechanism by which they |
promote laxation is net known {40 FR

12908). Until the precise mechanisms for-

the “stimulant laxatives" have been
defined, there is sound basis for
changing the Panel's definition.

82. One comment disagreed with the
Panel's recommendation that all .
stimulant laxat_ives bear the class
‘warnings in recommended § 334.60{a}
{1), (2}, and (3). The comment argued
that the'ingredients classified as
stimulant laxatives are markedly
different from one another in terms of
chemical composition, clinical
pharmacology, and site of intestinal
action, These differences result in wide
variations in therapeutic response and
clinical toxicity for the individual
ingredients. The comment recommended
amending the warnings and caution
statements so that they properly reflect -
the clinical use experience reported for-
cach ingredient, rather than have class
~arnings for the stimulant laxatives.

The. agency agrees with the comment,
The class warnings for stimulant
laxatives contained in recommended
§ 334.60{a) (1), (2), and (3] are not

" incladed in this tentative final

monograph. (See comments 83, 84, and
65 below.) The agency believes that the
general warnings for OTC drugs in

§ 330.1(g) (21 CFR 330.1(g)), the general
OTC laxative warnings in recommended
§ 834.50(c}, and the ingredient-gpecific
warnings for bisacodyl, castor oil, and .
phenolphthalein, wiil provide consumers
with adequate warnings for the use of
stimulant laxatives. The specific
warnings are based on each ingredient’s

. specific clinical pharmatology, clinical
- toxicity, and therapeutic response. Thus,

as recommended by the comment, the
warnings for the stimulant laxatives in
the tentative final monograph are now
limited to ingredient-specific warnings.
-63. Numberous comments objected to
the Panel's recommended warning for
stimulant laxatives in § 334.60{a)(1),
which states, "Caution: Prolonged or

continued iise of this product can lead to
laxative dependency and loss of normal

bowe! function,” They also obiected,ta
the following portion of the warning in
recommended § 334.60{a)(2): "Ser[oua

because the general warning for all OTC
laxative drugs in recommended

§ 934.50{c)(3) already warns that oTC
laxatives should not be used longer than
1 week excpet under the advice and.
supervision of a physician. Therefore,
according to the comments, concerns
about serious sids effects, loss of normal
bowel function, and laxative

. dependency from prolonged use are not

an issue. Several of the comments
argued that because the Panel could not’
define the term “dependency” (in '
recommended § 334.60{a)(1)). the

. warning should be deleted. Other

comments argued that the warnings
should not apply to specific stimulant
laxatives. One comment cited 23
references (Ref, 1) in support of its
argument that prolonged use of
standardized senna during elinical .

studies did not cause serious side effécts .

or lead to laxative dependency. One of
the references, an articlé by Abraham
(Ref. 2}, describes a method for treating
chronic constipation through the
prolonged use of seena with gradusally
reduced doses given until regular bowel
rhythm has been established and the

_need for a laxative is eliminated. The
comment argued that this demonstrates
that senna does not cause
“dependency.” Another comment cited
an articte by Dreiling, Fischl, and

- Fernandez (Ref. 3) in support of its

contention that the prolonged use of
bisacodyl does not cause serious side
effects, The article reported a clinical
frail in which b:sacody] wazs given for as
long as 24 weeks and in doses as hlgh as
20 mg per day without causing serious
side effects “from prolonged use.” The
commenis all recommended that
§ 334.80{a)(1) and the portion of ~
$ 334.60{a)(2) that concerns prolonged
use, be deleted from the monograph.
The agency agrees with the cornments
that the warnings regarding prolonged
use should be deleted from the
monograph. The warning in
recotiimended § 334.50{c}{3), which
limits the use of laxative products to not
longer than 1 week, is sufficient to warn
consumers against the prolonged use of
OTC laxatives. The agency has also
reviewed the references cited by the
comments and believes that
standardized senna concentrate and
bisacodyl uggd under professional -
supervision do not cause serious side

. eftects from prolonged use or lead o .
laxative dependency. Thus, the warning -

in recommended § 334.60(a)(1), and that
portion of the warning iri recommended
§ 334.80{a){2) concerning prolonged use,
do not appear warrdnted for stimulant

Reference
" (1} Comment No. 37, Douket No. 78N—0301..

~ Dockets Management Branch.

(2} Abrahams, A., “A Re-educative -

_ Regimer for Chromc {functional)

Constipalion,” The British Journal of Elinitai
Proctice, 18:1-5, 1964,

(3} Dreiling, D. A, R. A. Fischl, and 0.
Fernandez, “The Therapeutic Usefulness of
Dulcolax {Bisacodyl], A New Nonpurgative
Laxative,” Amerfoan Journal of Digesiive

Disease, 4:311-320, 1959,

64. Several comments objected to the

- portion of the warning in recommended

§ 334.60(2)(2) for stimulant laxatives
which states that “Serious side effects
from . . .-overdose can occur.” The
comments recommended deleting this -
portion of the warning because it is
repetitious of the general overdose
warning for OTC drugs in § 330.1(g)
which states, "In case of accidental
overdosage, seek professmnal
assistance or contact a poigon contrel

" cenier immediately.”

The agency agrees with the
comments. Therefore, that portion of
recommended § 334.60(a){2) concerning
overdose is not included in this lentative
final monograph. In addition, the -

" remainder of the warning in

recommended § 334.60(a)(2) cnncémmg
prolonged use is also not included in

_ this fentative final monograph. (See

comment 83 above.) -

65. Several comments argued that t}le
Panel's recommended warning in
§ 334.60{a)(3) which states, “This '
product should be used only
occasionaily, but in any event nolonger
than daily for 1 week, except on the

" advice of a physiclan,” is unnecessary.

The commeénts pointed out that the

" warning in § 334.80{a](3) is nearly

identical to the general warning for all
laxative drugs in recommended

- § 334.50(c)(3), which states “This

product should not be used for a pendd
of longer than 1 week except under the
advice and supervision of a physician,”

. The comments stated that the warning

in-§ 334.60{a}(3) is repetiticus and,
therefore, should be deleted.

‘The agency agrees that the warnings
in recommended §§ 334.60(a)(3) and
334.50(c){3] provide similar information.
‘To eliminate such redundancy,
recommended § 334.60{a}(3) is not

" included in this tentative final
__monograph, -

66. A comment asked whether -
danthron acts on the mucosa or the
intramural nerve plexi and whether
there is any possibility of nerve damage.

- Although the precise mechanism of -

laxatives a3'a group and are not -~

e

ageur.” Some of the comments srgu_d
that these warnings were unnecessary

-monograph.’

— actiof of danthron isa not known, the

" action—direct irritant effect on the .
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mucosa and stimulation of intramural

nerve plexi. The Panel noted, however, -

that both theories lecked experimental
confirmation. The agency is unaware of
any data supporting the poss:bxhty of
nerve dathage when danthron is used as
recommended for OTC use for no longer
than 1 week, -

67. Onie comment pointed out that the

dosage statement for danthron in
recommended § 334.18(e) does not
contain a pediatric dosage and that the
usual pediatric dosage for
amthraguinone- -type stimulant laxatives,
such ag danthron, is one-half the adult
dosage for children 8 to 12 years of age

- and one-fourth the adult dosage for

children 1 to 8 years of age. The
comment recommended that the
monograph be revised to include the
following pediatric dosages for
danthron:
Children § to 12 years of age: 37.5 mg daily
c]gldfeni tosyearsofage 9.4t0 37.5 mg
aily

The usual p‘edmt.nc dosages that the
comment recommends for danthron are
limited to the senna-type
anthraquinenes. According to Goddmg
{Refs. 1 and 2}, Ewe (Rel. 3), Thompson

. (Ref: 4}, and Breimer and Baara (Ref-5),

danthron differs from the senna-type
anthraquinones in that the active

- gomponents of the senna-type

anthraquincnes ave thein-glycosides
containing a glucose molecule which
“pratects” the active components from
systemicsabsdrption. Thus the active
components are not released from the

glucose until they reach their active site -

in the colon. The dctive componentis of
danthron, however, are "free
anthraquinones,” which lack the glucose
molecule and are substantially absorbed
systemmally before reaching their active
site in the colen. Becduse a considerable
amount of danthron is absorbed before
reaching its site of activity, it is less
effective than the senna-type
anthraquinones at a given dose. Also,

because it is more readily absorbed into

the system than the senna-type
anthragiinenes, danthron may be more
systemically toxic. Therefore, the
propotticnate doses that apply to the
genna-type anthraguinones cannot be
applied to pediatric deses of danthron
without scientific data to support the
safety and effectiveness of a specific .
pediatric dose. The. comment did not
provide such data. - - -

References -

{1} Godding. E. W., “Hazards of
Multilaxative Mixtures,” British Medwrzl

the Anthraguinones,” Pharmacology,
14(Supplement 1}:78-101, 1976,

{3} Ewe, K., “The Physlological Basis of
‘Laxative Actmn," Pharmacology. :
20{Supplement 1}:2--20, 1980,

{4} Thompson, W, G., “Laxatives: Clinical
Pharmacology and Rationa] Use,” DMgs
19:49-58, 1980, '

{5) Breimer, D. D., and A, J. Baars,
“Pharmacokinetics and Metebelism of
Anthrayuinone Laxatives,” Pharmacology,
14{Supplement 1}:30-47, 1978,

66, One comment pointed out that the
professional labeling “for preparing the
colon for x-ray or endoscopic
examination” is provided for some of
the anthraquinones, but not for
danthron. The éomment requested that
this indication alsc apply to products
containing danthron. No data were
submitted to support this request.

The senna-type anthroaquinones are
the only anthraquinone ingredients that
condain professtonal labeling. Az

- pointed out in comment 87 above,

danthron reportedly is less effective
than senna at a given dose because.its
sotive components are substantially
absorbed into the system before
reaching the active site in the colon. The
active components of the senna-type '
anthraquinones appear to be
“protected” from systemic absorption
through their molecular structare which

.includes a glucose molescule. Data

demonsirating that danthron is effective
for use in “preparing of the colon for x-
ray or endoscopic examination” are
necessary before the agency can include
this professional indication for danthron
in the monograph. The comment did not
provide any data; therefore, this
indication is not included in this
tentative final monograph.

69. Objecting to the classification of
senna as a stimulant laxative, one
comment argued that recent methods of
investigation, described by Jones and
Godding (Ref. 1), indicaie that laxation
resulting frot: senna is accompanied by
the absence of interaluminal pressure
and the rapid transport of colonic .
contents which, according to the
comment, is almost the reverse action of
stimulation. The comment stated that
the Panel insisted on classifying senna
ag d "_stimulant" as.a matter of
convenience. The comment contended
that. although the exact mechanism of
action for senna may not be known, the

ingredient should nof be classified “asa .
matter of convenience,” but on the basis’

of scientific information,

The Pangl reviewed the text cited by
the comment (40 FR 12909} and
considered the mechanism of action for

confirmation. The comment provided no,,
new data to show that these .
mechanisms are now accepted as
scientifically sound.

Chemicaily, senna is identified as an
anthraquincne as are the other
“stimulant” laxdtives such as cascara .
sagrada, danthron, etc. The major active
- components of the anthraquinone
laxatives are anthragquinone glycosides
(Ref. 2. Although the properties of the
individual anthraquinone laxatives vary
with the precise type of glycoside
present and the ease with which the
" glycosides are released from the original
molecule (Ref. 3), they are chemicelly
related. Because this chemical
relationship is known and the precise
mechanism of action is unknown, the

_ agency believes that there ie little

justification for abandoning the

" traditional “stimulant” clagsification as

_ used by the Panel,

References

(1) “Management of Conshpahon." edited
by_]onas, F. A. and E. W. Godding, Blackwell
Scientific Pubhcahans. Londen, p. 105, 1872,

(2} Godding. E. W, “Thetapeutics of
Laxative Agents with Special Reference to
the Anthraquinones,” Pharmacology, 14
{Supplement 1):78-101, 1978,

{3) Fingl, E., “Laxatives and Cathartics,” in
“The Pharmacological Basis of Therapeutics,”
5th Ed., edited by L. 8. Goodman and A, -

" Gilman, The Maomillen Co., New York, P
977, 1975,

70. Serveral comments questioned the
Panel's recommended dosages for senna
preparations in §'834.18(h). The
cofnment pointed cut that 7 mL senna
fluid extract is prepared from 1 g of
senna leaf powder and requested that
the dose for senna fluid extract be

- expanded from the 2 mi.dose

recommended by the Panel to 0.5 to 2
ml to correspond to the recommended
dose for senng leaf powder {40 FR
12909). The comment also stated that'
senne syrup is prepared from a 110 4

- dilution of senna fluid extract; therefore,

the dose for senna syrup should be four
times that allowed for senna fluid
extract. The comment requested
expanding the dosage for senna syrup,
from the 8 mL dose recemmmended by the
Panel to provide for a range of 2 o 8 mL.
The comment also stated that the

- parefithetical phrase “(single dose)"

following the heading “Senna
Preparations” in the Panel's- -
anthraquinone dosage table at 40 FR
12909 was confusing and should be
clarified. Another comment pointed out
that the Panel did not provide for a

rectal dose of senna, even though data. .

(2} Godding, E. W., “Therapeutics of

setmadiscussel d‘by‘thm‘éit. The
Panel poinied out that th

‘—hmﬁvr,‘tgmﬁ—vﬁﬂ-mf:ecial Reference {¢

mechanisms lack experimental

on a suppository containing senna pod

" Panel. The comment requested that the
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agency provide Tor a suppository dosage -

*orm in the monograph: with an adult
dose of 0.8 to1 g onice or twice daily and
a dose for children over 60 pounds- that
.is ope-half the adult dose, ©= .

The dgency agrees that the Panel's
recommended dosages {or senna
preparations are confusing and require
clarification, The available data, :
inchiding the submissions made to the -

. 'Panel aswell as additional references
“.. [Refs:1 thréugh 16), show that it is

-generally accepted that the active
" ¢onstituent in the various senna. -
- - préparations is sennosides A and B. In
many of the submissions'to the Panel.
.the dose of the various senna
preparations was standardized to the .
-sennosides A and B content. Because
' the active constituent in the senna
compounds is sennosides A and B, the
agency is providing in the tentative final
monograph a dosage for sennosides A
and B only. The allowable sources of
sennosides A and B, i.e,, senna, senna
pod concentrate, and senna fruft extract,
are listed in the tentative final .
monograph, but specific dosages for
.gach individual preparation {e.g.. senna-
syrup, senna fuid extraet, etc.,) are not
provided as the Panel had
recommended, Manufacturers may
market their-products in the formulation
of theéir choice using any of the
allowable squrces of senna provided
that the equivalent dosage conforms to
the sennosides A and B dosage provided
. in the tentative final monograph,

In determining the dose of sennosides
Aand B to be included in the
monogzaph, the agency found a wide

‘variation in the single oral dose of the

marketed products, from 12 mg up to 180
mg equivalent sennosides A and B. The
* single dose for most of the products
ranged from 12 to 50 mg eqmvalenl

. sennosides A and Bwith the provision

of a repeat dose later in the day,
resulting in a maximum total daily dose

of 100-mg equivalent A and B. The dose
- ‘for children 8 to 12 years of age was -~
one-half the adult dose and for children -

'2to 8 years of age the dose was one-
quarter the adult dose. Beceuge most of -
the marketed senna products fall within
the sbove dosage schedule, the tentative
final monograph reﬂects thls dosage
schedule.’

The agency is aware of ons product
with a single adult dose of 160 mg -
-equivalent sennosides A and B. -
However, this higher dose is not
intended for general laxative purposes:-

it is-used to cleanse te colon for x-ray or -

endoscopic examination. Although the

——— —ageﬂcyheheves this-higher-de

aay remajn OTG, it is proposing that the.
“idication be limited 1o the following:

o

_*“For use as part of a bowel cleansing

regimen in preparing the colon forx-ray
or endgscopic-exdamination.” In addlticm,
in the tentative final monograph the -

- agency is proposing the following -

warning for these products in lieu of the
general warnings in-recommended -
§334.50(c) (1) through. {4): “Do not use
this product unless directed by a
doctor,”

- The agenecy has reviewed the data -

- submitted on the suppository dosage

form of genna containing 652 mg senna
pod concentfate (equivalent to 30 mg

- gennosides A and Bj and concludes that

itis sufficient to establish general
recognition of safety and effectiveness
as an OTC laxative. Thirteen stndies in
2,289 patients were presented. to support
the safety and effectiveness of this -

" preparation. In 11 studies the senna

suppositories were used alone, and in
the other 2 studies they were used ag
part of a bowel cleansing regimen in -

. preparing the bowel for sigmoidoscopy. -

The suppositories were usually inserted
once or twice daily. The suppositories
were shown to be effectivein
approximately 90 percent of the . :
patients. Based on these data the agency.
has included in the tentative final .

monograph a suppository dogage form of

30 mg sennosides A 'and B to be used -
once or twice daily, Because none of the
submitted studies were conducted in
children, a children's dose is not
included in the monegraph at this time.

References

{1) OTC Volume 080029,

(2) OTC Volume 090058,

(3) OTC Volume 090064

(4] OTC Volume 080077.

{5} OTC Volume 090078,

{6) OTC Volume 090680,

{7} OTC Volume 0S0081.

{8) OTC Voelurne 050082

(9) OTC Vohime 030083,

{10} OTC Volume 090084,

{11) OTC Volume 080085,

{12) O1C Volume 080088,

{13} OTC Volume 090087. -

{14} OTC Volume 020088,

{15) "The Anthraquinone Laxa!.wes.“
Proceedings of a Symposium, Phormacology;

-14 [Supplemant 1):1-108, 1976, .

{18) “Natural Anthraquinone Drugs v
Proceedings of the 2nd Symposium on the
Anthraquinone Laxatives, Pharmacology. 20

{Supplement 1):1-134, 1980.

"71, One comment suggested that the’

“adult oral dosage of cascara sagrada

extract of 200 mg to 400 mg daily in :
recommended § 334.18(c)(4) be changed -
to permit & lower limit of 100 mg to
conform with the dosage stated in the ‘
“British Pharmacopeia™,

o ¢ did not . o
to establish that 100 mg is an effective - .
"dose fGT cascara sagrada exract, mor

does the “British Pharmacopeia” contain

such data. Cascara sagrada.extract was ..

recognized in an official United States -

.compéndium (Ref 1} at the time of the

Panel'sreview, and the usual.oral

. dosdge was stated-as 300 mg. The Panel

expanded this dosage to permit a wider .
range of 200 te 400 mg based on the data
it reviewed. The current official United -
States compendia do notstate & usual
dosage for cascara sagrada extract: -
Therefore, in the absence of addmonal
data demonstrating that a dosage of 100
mg of cascara sagrada extract is’ :

effective, the dosage is not revxsed inthe .

tentative final monograph.

Reforence

{11."The National Formulary™, i4th Bd.
Amerigan Pharmaceutical Association,

'Washington, p. 123, 1975.

72. One comment suggested thatthe

‘ phrase "or adjust to individual

requirements” be added to the required
dosage statements for senna. The
comment stated that consumers should
be allowed to adjust the dosage because
vaﬂatlons in laxative responses from .

person to person and in the same person

at different times are well known, The
comment pointed out that the Panel
recognized that the smallest dose of a

‘laxative that is effective is the optimal

dose to use (40 FR 12005} and that Jones
and Godding {Ref. 1) recognized that -
sublaxative doses of senng pod give
symptomatic relief from &olonic pain.

The comment conclyded that, although a.

dosage range is given for some senna

" ingredients, individuals should be given

latitude to adjust theif own particular .
dose, even if it does not fall within the
limits set by the Panel.

The dosage ranges and single doses
provided in the monograph for senna
ingredients are thie minimum effective
dose and the maximum safe dose for -
most consumers. This determination is

‘based.on a-teview of the scientific data, -

including the text cited by the comment,
and marketing experience for the

' _ingredients..A dose lower than that

provided in the monograph may produce
a laxative effective in some individuvals
and-a dose above the maximum may be
safe in some individuals. For most
consumers, however, decreasing the

dose below the minimum effective leval

may not result in effective Jaxation, and

. increasing the dose above the maximum
~-safe dose may result in-the-consumer’s

.ingesting more drug than is necessary to

. .achieve laxation, thus c.reatmg a nsk of

side effects. . . .
The:labeling of senna pmducts mll

tain-directions for use that reflect a
safe and effective dosage. The' dosage

T TEENNE
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account the varying requirements of
some individuats and reflects safe and
effective upper and lower limits for a-
majority of consumers. Therefore, the
agency does not believe that the phrase

“or adjust to individual requ;rements" is -

necessary in the labeling.
Reference:
{1) "Management of Constipation,” edited

- by F. A Jones and E. W. Godding, Blackwell
. Scientifi¢c Publications, London, p. 42, 1972,

73. One comment disagreed with the

Panel’s recommended oral dosage and

- directions for bisacodyl. The cumment
requested that the dose of 5 to 15
recommended § 334.18{b) be fo!fowed
by the phrase “(ususily 10 mg} * * * ",
which, according to- the comment, is the
labeled does on a currently marketed -
bisacodyl product and which is
gupported by the bulk of the existing
clinical data. In further, support, the
comment contended that an article by

Wolcott (Ref. 1) reported that a dose of 5

mg of bisacody! caused cramping and
failed to produce an adequate laxative
effect in some patients. One comment
disagreed with the Panel's
recommended directions for taking
bisacody! at bedtime. The comment
contended that there is no clinically |
valid reason for such a restriction and
that for some consumers, e g.,
housewives, it may be more convenient
to take bisacodyl in the morning. The
comment recommended revising

§ 334.18(b) accordingly.

Although bisacodyl is most often used
in a dose of 10 mg, there is no reason to
add “(usually 10'mg)” to the dosage
information contained in the monograph.
The Panel reviewed data that supports
* the safety and effectiveness of the 5 to

15 mg dosage range, and the agency
agrees witli the Panel's
recommendation,

The agency believes the comment has
misynderstood the article by Wolcott *
{Ref. 1), Wolcott reported that only 25 of
15Q patients required a dose of
bisacodyl greater than 5 mg while only a
“few of the patents expenenced

-moderate cramping.” Further, Wolcott
studied chronically ifl patients with
severe elimination problems, ard such
patients do not represent a population

" who would normally take-an OTC

laxative drug product without
professional supervision.

The agency agrees that there is no

_clinically valid reason for restricting the. - -

. use of b:sacodyl to any particular time
-of day and is nat including any such
reference in the tentative final
monograph. Also, information on the

._ansumemhmﬁﬁmt—m

mfonnatlon to choose the time of day

. for taking bisacody] that is best suited to

their schedule.

. Reference

(3] Wolcoett, LE, "Laxatmn in Patients with
Cronic Disease Utilizing Bisacodyl,” Archives
of Physical Medicine and Rehab;!natmn. .
44:375-377, 1963.

74. One comment suggested several
revigions in the Panel's recommended
warnings for biszcodyl in § 334.60{(h).
The comment pointed cut that there are

- two dosage forms of bisacodyl, a rectal

suppository and an oral enteric-coated
tablet, arid that some warnings apply
anly to the enteric-coated tablet and not
the suppository. The comment
recommended placing these warnings
under & section specifically intended for
bisacodyl enteric-coated tablets, Onse
comment stated that the warning in
recommended § 334.60(b)(2), which
warns against the use of bisacodyl
enteric-coated tablets in children under
3 years of age, should be revised to
warn against use in children under 6
years of age except under the
supervision of a doctor because many
children between 3 and 6 years of age
are not able to swallow an enteric-
coated tablet without chewing it. The
comment alse painted out that in the
recommended warning in § 334.60(b)(4),
“Thig product may cause abdominal
discomfort, faintness, rectal bummg
and mild cramps,” “rectal burning"

-applies only to the suppository. The

comment suggested including the
complete werning For the bisacodyl
suppository only and deleting the phrase
“rectal burning” for the enteric-coated
tablet.

.The agency agrees with the comment.

‘In the tentative final monograph the
warnings are separated into one section
“for the enteric-coaied tablets and

another for the suppository. The
tentative final monograph is also revised

' o warn against the use of bisacodyl

enteric-coated tablets in children under
6 years of age, unless directed by a
docter, because children between 3 and
6 years of age may bave difficulty
swallowing the enteric-coated tablet
without chewing it. These tablets should
not be.chewed because gastric irritation
may occur if the enteric coated is
destroyed (Ref. 1).

" Reference )
{1} Fingl; E.; "Laxatives and Cathartics,” fn

"“The Pharmacological Basis of Therapeutics".
5th Ed., edited by L.S. Goodman and A. -
Gilman, Macmillan Publlshmg Co., New York.
Pp. 876986, 1975,

_ bisacodyl: “Store in a cool place at -

temperatures not above 86 'F (30 °C)."
The comment pointed out that FDA has
long recognized the USP definition of -
“cool” as any temperature between 46
and 59 °F (8 and 15 *C}. The comment
stated that FDA should continue to use
this.definition and should delete the
word “cool” from the statement in

§ 334.60{b){5). The comment also
suggested that the Centigrade equivalent
required in this statement be opiional
because few people in the United States
relate exclusively to Centigrade
temperatures, The comment '
recommended revising § 334.80(L)(5} to
read, “Store at temperatures not greater
than 86 *F.”

‘The agency agrees that in view of the
USP definition of the word “cool” (Ref.
1}, the word “cool” should be deleted
from the statement in ' § 334.60(b}(5), but
disagrees that the Centigrade equivalent
should be optional irs this statement, The
agency, however, will depart from the:
USP format of using only Centigrade
temperature by also requiring the
Fahrenheit temperature to be stated,
because consumers are more familiar
with Fahrenheit temperatures, In the -
tentative final monograph the agency is
revising this statement to read as
follows: “Store at temperatures not
above 86 °F (30 c)"

Reference -

{1) “The United States Pharmacopem" 20th
Revision, United States Pharmacopeial ’
‘Convention, Inc., Rockville, MD, p. 8, 1980. *

76, Ong comment requested that the
professional labeling for bisacodyl in
recommended § 334.80(f) be expanded
to include its nse in postoperative care,
in colostomies, for chronic constipation
and bowel retraining, in antepartum
care, in preparation for delivery, and in
postparium care, The cobunent -
submitted date {Ref, 1) which, it
claimed, demonstrates the safety and
effectiveness of bisaeodyl for these
professional uses.

Based on its evaluation of the data
submitted and the National Academy of
Sciencef/National Regearch Council's
{NAS/NRC]} drug efficacy study reports
for bisacodyl, published in the Federal
Register of May 24, 1972 (37 FR 10521),
the agency tentatively concludes the
following:

Postoperatwe care, antepartum care.
preparation for delivery, and postpartum
care are simply specific professional use
indications for an effective laxative. As’
such, they are acceptable for bisacogyl

i abeling. The
reached the same conclusion with.

labeling régarding expected time of j&nﬂ.nnmment
—————agtion {see comment 23 above) will - follo language in recommended
= or producis conlaining

respect to these claims, -
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The data do not support the
professional use of bisacodyl in
colostomy care, In this regard, only ene
study (Ref. 2) was submitted. The study
suggests that less irrigation was

- required with bisacodyl, but the study
was conducted using an oral selution of -
bisacodyl rather than the currently
marketed dosage forms of tablets and
sisppogitories. In additton, the :
presentation of the data is rudimentary
and the data are too seriously deficient
in detail to permit a compleie
evaluation. This stedy was also
reviewed by the NAS/NRC and found
legs than convincing,

The data de nol support a-claim for
the use of bigacadyl in chronic
constipation, The NAS/NRC appeared
to consider bisacodyl effective for
chronic constipation but feli that the full
range of possible toxic effects from. long
continued use was not fully known. A
study by Mandel and Silinsky {Ref. 3)
showed hisacodyl more effective than
‘elycerin suppositories in a gronp of
elderly end chronically constipated
people but did not address the guestion
of chronic use of bisacodyl. Two - .
additional studies {Refs. 4 and 5) tend to
support the initial effectiveness of
bisacadyl in chronic constipation;
however, the daia are insufficiently
characterized to provide strong support
for this claim. In two other studies {Refs,
8 and 7), the data are too seriously

. deficient in detail to permit any detailed
evaluation. The reraining study [Ref, 8}
is irrelevant hecause it compares only
single doses of several agents. No study

" assesses the chronic (continued] use of
bisacodyl in chronic constipation. As
such, sdditional data are necessary
before a professional use claim of
chronic constipation may be made for
bieacodyl.

The data do not support the ‘
professional use of bisacodyl in bowel
retraining. The NAS/NRC appeared to

- consider bisacodyl eifestive for bowel

“retraining but felt that the full range of
possible toxic effects from long
continued use was not fully known. Four
studies were submitted in support of the
bowel retraining claim (Refs. 9 threugh |
12}. The studies submitted were
generally open studies, which eoffered
minimal to ng date, or merely provided
the opinion of the investigstor,
Essentially the studies provided no
evidence to indicnte the usefulness of
bisacodyl in a program of bowel
rettaining. -

The egency’s comments and
evalustions-on the data and ita
recommendation for additional studies

are on file in the Boeket&gianngemeaiy—— aﬁm } and notes that the
anch{Ref 131, r
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'77. One comment recormended that
the duaily dosage of 756 to 900 mg for
dehydrocholic acid recommended by the
Panel in § 334.18(f) be changed to 750 to
1,000.mg. The comment pointed out that
the “National Formulary” (Ref. 1)
provides a dosage of 500 mg three times
daily, which gives a maximum daily
dose of 1,500 mg. The comment stated
that, in view of the low toxicity of
dehydrocholic acid, an increase in the
maximum daily dose from 900 mg to
1,000 mg should be acceptable. Lasily,
the comment pointed out that the
“Physicians’ Desk Reference” (Ref. 2)
and “Facts'and Comparisons” (Ref, 3} .
list only 2 250-mg tablet strength for
dehydrocholic acid and, a3 such, the
recommended 900 mg maximum daily
dosage would be difficuit to obtain, -

‘The agency has reviewed the data
submitted to the Pan

" agenta when use

to be marketed as a 250-mg tablet with a

. dosage in multiples of 250 mg, ie., one or

two tablets three times a day. This
dosags provides a maximum daily dose
of 1,500 mg. Alsy, in the minutes ofits’
November 18, 1973 meeting, the Pamel

. found. dehydmd:ohc acid ta be safe and
_ effective at a maximum daily doss of .

1,500 mg. Therefore, the dosage for
dehydrocholic acid provided in the
Panel's zeport and recommended |
monograph is in ervor and the tentative -
fina] monograph is revised to provide for -
a daily dose of 750 to 1,500 mg. |

Raferences

(1) “The National Farmulary *14th Ed,
American Pharmaceytical Association,
Washington, pp. 171372, 1875, :

{2) “The Physicians’ Desk Reference,” 20th
Ed., Medical Economica Co., Oradell, NJ,
1975,
_ [3) “Facts and Comparisons,” Facts end
Comparisons, Inc., S5t Louis, 1975.

{43 OTC Velume 090078,

{5) OTE Volume 050097,

78. One corament pointed out that &
harmlesa pink or orange discoloration
may appear in alkaline urine when
Jaxatives containing phenolphthalein

_ are used and urged that an explanation
" gtatement to that effect be included in

the laheling. Another comment
suggested that such 2 statement might
mislead the consumer Into thinking that
discolored urine was always to be

-disregarded, whereas discoloration may

indicate the presence of

- glomerulonephritis, tumers, and other -

gerioua conditions.

The Panel was aware that up to 15
percént of a therapeutic dose of
phenolphihalein may be absdtbed and
excreted by the kidaey,; giving a pink
color to alkaline urine (40 ¥R 12010},
However, the Panel apparently did not
consider this discoloration to be of -
signification concern to requirea
warning. The agency concurs with the
Panel's decision and agrees with the
second comment that requiring a

- warning about pink or orange )
* discoloration may mislead consumers. A

warning would be more confusing than
helpful and is not necessary for the
short-term safe use of QTC Inxatives
vontaining phenoclphthalein.

H. Comments on Stoo] Softfmer .
Laxatives '

79, Several conunents objecteﬂ 10 the

" classification of “'stool solieners” as

“laxatives.” The comments contended , -
that it was incorrect and misleading ta .
apply the term “laxative” to these -

o iticrease peristal’nn actjvity or ast

; ' 4
penetratp and soften the stool to ease



'%

21.44-_ =

: Federal Register:/ Vol 50, No. 10 [/ .Tuesdsy, January 15, 1885 /[ Proposed Rules -

passage One cemmenl axgued that the
use of the term “laxative” in connection
with single.ingredient stool softeners

- would be misleading becausge it would .-
- - imply 1o consumers that the prodoct
.. would promote a relatively quick -
laxative effect. One comment urged that
single-ingr.edient stool softenera as .

labgled asa “a stool softener and.aid in -

" . the relief of constipation.” Another

-comment suggested that such products -

; be labeled a3 "non-laxative congtipation
. remedies” and/or “for the. pre.vention
" and treptment of constipation

... . The agency disagrees with these -

- nommenta for several reasons. Stool
softeners. are chemically distinct from
other classes of laxatives in that they
are surface-active agents that lower -

aurface tension. Mixed in the stool, they :

.allow sufficient water and fat.
penetrgtion to have a snftemng effecton’
‘the stool, thus permitting easier bowel
movement {Kef. 1). Althiough stool -
softeners affect the stool rathet then the
.bowel, their action is consistent with the
broad definition of 4 laxative as being
‘aity agent used for the reljef of
constipation.”. This definition of
luxatives does not distinguish whethet
_the agency acts on the bowsl to increase
. peristaltic activity ar on the stool itself,
_ 8o leng-as it acls lo relieve canstipatmn.
. The mote of action of staol softeners is
_not sufficiently different from that of
other laxative agents to warrant their
différentiation from other fypes of
. laxatives, but these products should he
_ labeled s “stool softener laxatives™ in
order to provide the best information 1o -
“the consumer. .
The agency is proposing in the
'tentative finial monograph that a time .
frame for expected relief of constipation
be included in the labeling of stool
. softener laxatives (see commernt 23
_above.) Therefore, it appears unlikely
 that the consumer will be misled into
expecting “quick” !axatmn w1th a stcol
softener haxatwe ‘

Reference

: {1} Fingh E., '-‘Lﬂxsnves ‘and Catbamcs” i}
“The Pharmacologicel Basie of Therapentics,”
5th Ed,, edited by LS. Goodman and A :

R Gﬁman. Macnillien Pubhshmg Co., Inc,, ‘Wew -

" York, pp. 977-086, 1975,

B0, Twa comments argued that the

- . warning in recommended §334.50{c}(3)
and § 334.62{a) limiting use to 1 week

. should not apply to single-ingredient
stool softerrer laxatives. The comments -
argued that this limitation was . .

- inappropriate because sipol softeners
act on the stool and not on the bowel,
thus their action does not affect bowel

__ﬂiggg_s_ﬁ.d that the labeling restnct:on be
.revited to rea& saufion:
. X

pralonged use unless directed by &
physician.” Several other comments
contended that the general warning in
recommended § 334.50{c)(3), “thiz
product should not be used for a perjod

- of longer than 1 week except under lhe

advice and supervision of a physician

- and the specific ingredient warning for

stool softeners in recommended

. § 334.82(a}, “This product should be.
used only occasionaily, but in any event. -

no longer than daily for 1 weék,” are

. -duplicative and that the specific

warning in.§ 334.62(a) shoukd be
eliminated.

Althaugh stool softeners do not act
directly on the bowel, they do sofien the
stool and thereby aid in evacuating the
stool, thus relieving conatipation. As
discussed by the Panel in its report {40
FR 12008}, when it {s necessary to use
any laxative, including stool softeners,
to facilitate the evacuation of the bowel
for more than 1 week, the cause of the

constipation should be investigated by a

dactor because a sudden change in
bowel habits may be an indication of -

. serious disease.-

However, the agency agrees that the
Zeneral waming in recommenided
§ 334.50[c)(8) is: duplicative of
recommended § 334.62(a) and thersfore,
the Panel's recommended warning in
§ 334.62{a) is not included in the

. ientative final monograph.

§1. One comment reguested that d-
calcium pantothenate be classified as a
Category 1 stool softener ingredient,
contending that the Panel's -

- classification of d-calcium pantothenate

as a Category 1 stimulant laxative was

incorrect. According to the comment, d-

calcium pantothenate has been andisa

- stool softerier, not a stimulant, laxative.

The comment submitted one clinical
study (Ref. 1), which, it claimed,
demonstrates that this ingredientjs a -

- Category I stool softener laxative, The ' -

comment also stated that, to its

.. knowledge, o untowerd side effects

have heen experienced with a
combination product containing d-

" calcium pantothenate.

‘The agency notes that * ‘calcium
pantothenate” is the USP and USAN

name for “calcium D-pantothenate.“ The

only study submiited.in support of the
classification of calcium pantothenate .
as a Category I stool softener was -
conducted using calcium pantothenate
in combination with the Category I
stimulant laxative danthron, The study .
{s inadeguate hecause no comparison
was made between the combination and
the two ingredients contained in the

. combination when used alone. No-

objective measurements or analysis
were made, e.g: Stoof
nsit.t

. The unl data ana!yms -

that is provided with the study is an

analysis of “panelist's preference”,

whigh is not a valid measurement of

laxative effectiveness. Further, no data - ;
are provided that support the comments © - -
claim that calcium pantothenate is a

stool softener laxative as opposed to the -

. Panel's classification as a stimulant

laxative, Therefore, it will be necessary
to provide additional effectiveness data
before the agency may reclassify
calcium paitothenate as a Category 1

" gtool softener laxative. Although the . -
Pane) also recommended at 40 FR 12918

that safety studies should be provided,

" the agency believes that further safety

studies are unnecessary. Pantothenic -
acid, the active constituent of calcium
pantothenate, is 8 common water-
soluble vitamin that is present in alt
human tissues. It has no outstanding
pharmacodynamic action-and s
essentially nontexic. .

The agenty's comments and

. evaluation on the data ere on file i in the
~ Dockets Management Branch [Ref 2}

‘Reféerences

{1} €omment No. 23. Dockal No. 7BN-DBBL,
Dockets Management Branch.

'{2) Leiter from William E. Gilbertson, FDA,
to Raymond Spector, CF. Kirk Laboratories,
Inc., coded ANS LET 0608, Docket No, 78N-
0361, Dockets Management Branch.

I Comment on Miscellaneous Laxatives -

$2. One comment requested that
recommended § 334.22 be revised to
provide for a carbon dioxide-releasing
suppository cansisting of 0.6 g sediim
bicarbonate and 0.9 g potassium -
bitartrate, releasing appmximately 20

_ m}. carbon dioxide per suppository. The

comment submitted two references in
support of its request {Refs. 1 and 2},
Thé comment stated that the diregtions
for use are the same as for the product
jdentified in recommended § 334.22{a).

The two studies submitted by the
comment support the inclusion of the
suppository in the monograph. The o
study be Boiton and Benson {Ref. 1) was - .
an open irial in which 321 patients were
given one rectal suppository on the

‘ moming of the second post-partum day
- to re-establish bowe! function, The

patients were questioned and 705
percent reported that they experienced -
effective bowel movements. In 61

" percent the urge to evacuate vccurred

within 30 minutes after administering
the suppository. Banner (Ref. 2) reported

v thatuse of a single suppositery. was

successiil in approximately 60 0 65
percent of patients, Use of a second. -
suppository 30 minutes after the first -
one in some patients increased

& percent. He also - -
concluded that the suppostiory:
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satisfactory substitute for enemas
Juring the postpartum state, The Panel
5120 FR 12913 recognized the safety anﬂ
effectiveness of carbon dicidde-
releasing suppositories by inchuding
another carbon-dioxide-releasing -
suppository in fhe monograph
{vontaining sodium biphosphate, 'sodmm
acid hate, ¥nd sodium -
bicarbonate). Although Hre tartrate]

. bicarbenwte suppository releases less
carbon dioxide tharn the one in the
recommended monograph (90 ml. as
compared with 230 mL), experience with

this suppository demonstrates is safety”

and effectiveness. Therefore, the tartrate
suppository is included in this tentative
final monograph.
References
(1) Boltos, R. ., md R C. Benson, A
Unigue Post Partsm Rectal Suppository,” .
Glsteirics end Gynecodogy, 13501603, 1959
(2} Banner, E. A., “Rentel Suppesitories as
Substitutes for Brens in the Pest Partum
Period,” Staff Meetings of the Mayo Clinit,
28:587-568, 1953, -

J. Comments on Lzm:mve Combma&mns

83; Several comments ob]ected to the
Panel's recommendation to limit the
nuinber of iaxative active ingredients
aliowed in a combination product {40 FR
12922). The comments criticized the
Panel for seeking an absolute

_prohibition against combinations of
three or more active ingredients based
solely on-what the comments
characterized 2% subjective and -
arbitrary -cpinion. The comments stated
that the Panel's recommendsation was
not foundedupon scientific
decumentation and conflicts-with both
the Panel’s and FDA's expressed - -
willingness to permit manufacturers to
show the rationality of a combination
laxative product by demonstrating that

_ each ingredient makes a therapentic
contribution to the overall effectivencas
of the product. One comment stated that
a prohibition against combiniug more
than two ingredients required data
establishing a possible risk of texicity,
synetgistic effect, allargies, idiosynerativ
reactions, or drig interactions,

The agency agrees with the comments

that a fixed limit need not be set on'the
niznber of active ingredients a laxative

drug prodect may contain. However, the -

agency believes the consumer is litde
served by a product containing multiple
ingredients if laxation can be achievéd
salely and effectively by a sthaller

number of mgredients. Both the General -

Guidelines for OTC Drug Combination
Products {Ref. 13 amd ahe regtﬂatmns al

OTC drug pmduct may combme two O

_ingredients provided the produtt meets

the combination pelicy in &ll respects.
If & manufdcturer can show that s
laxative cormbination meets the general
guidelines for OTC combinaticn drug
products, the agency will have no
objection to the product centaining two
or more Category I laxative ingredients.
However, the comments did net submit
any data to support specific
combinations containing more than two
laxative active ingredients. New data in
support of such combinations may be
submitted for up to 12 menths fellowing
the publication of this document. Also,
the agency has evaluated the Panel's
combination formula in récommended
§ 334.31(b} in relation to marketed
combination laxative products, the

- regelations (§ 330.10{a}(4}(iv]), and the

combination guidelines (Ref. 1} and

concludes that the formula allows these .

combinations of laxative.ingredients
identified in § 354.32 {o meet these
criteria for safe and effective OTC use.

. Combinations containing mere than two

laxative ingredients would alse have to
comply with-the requirements of this
formula. Any manufacturer wishing to -
matket 2 produoct that is not-within the .
specifications of the formula may submit
data to support such & request.
Reference

{1) Food and Drug Administration,

" "General Guidelines for OTC Drug

Combination Products, Segtember 1878,"
Docket No. 78D-0322, Dockets Management
Branch,

B4, Several comments stated that the
Panel failed to provide a mechanism for
marnufacturers to have Category Il and

. Category Il combination drug products

reclassified to Category I status except
through a citizen petition or a new drug
application, Further, the comments -
argued that the Panel, by limiting the
Category I combinations to those listed

. in recommended § 344,32, was denying
.manufacturers the oppmhmrty to

develop and submit data in the future
for establishing additional combinations

" as Category L. The comments urged the

agency to reject the Panel's
recommendation, - )

The agency agrees that the Panel was
in error in implyingthat the only

mechanism for reclassifying Categery II

or Category IH combinations was
through a-citizen petition or the new

.drug procedures, There are several

mécharisms by which daja cafi be
submitted to reclassify Category T and
10 combirations to Category 1. The OTC
drug review regulations provide for new
daia to be submmed durmg the Bﬁ-dﬁy

the Panel‘é report New da“ta a.nd

-information to support condiiions

exclnded from the manmgraph may he

- filed for 12 months Iollowing the = .

publication of this tentative finai -
monegraph in avtordance with the

~ revised Category I procédures

published in the Federal Register en
September 28, 1981 {46 FR 47736}. In a}l
cases, data demonstrating a
combination to be generally mmgmzefi

- as safe and effective must be submitted

before a new combination can be
inciuded in the monograph.

85. One comment expressed, the
opinion that one of the underlymg policy
reasons for the OTC drug review is 1o
facilitate the reformulation of -
combinaiien products. Specifically, the
comment stated that where a
combination contains a Category T
ingredient, the manufacturer should be
permitted to replace the Category HI
ingredient with a similar Calegery 1 -
ingredient, so long as the product is
otherwise apprepnately formulated and
labeled.

The agency agrees with the-concept
expressed by the comment but points

. out that the combinationproduct

resulting from such 2 reformulation must
be among the Category I combinafions -
listed in this tentative final monograph.
86, Ope comment was concerned that
the Panel made no judgments with
respect to the rationality of the
combinations it recommended for -
Catsgory 1l status, The comment noted
that, in approving Category J
combinations, the Panel applied :ts
criteria for determining Category 1

.combinations {40 FR 12921}, and in 50 .

doing actually expressed a judgment
that only these combinations are .
rational concurrent therapy for a

significant proportion of the target

population. The commen! concluded
that it should not be “presumed" that all

“other combinations are irrational in the

absence of an express judgment by the .
Panel.

The agency ‘agrees, The Pangl did not
express an gpinion regarding the
rationality of every specific @

-~ combination, Thetefore, there may be

rational combinations that are not
specifically listed in Category L. °

87. Two comments gbjected to the
Panel restricting the allowable OTC
laxative combination’s to those listed in
recommended § 33432 One comment

argued that specifying the ingredients
“allowed in'# combination as s done in

recommended § 334.32 fi.e, from
individus] products] is inapprapriate.
The comments suggested that any
cumb matmn oE-CategoryI lngred.uauts

laxatwes, be perrmtmdas lﬂng as the

combination is m accord with the
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general standards st&tei:i in
§ 330.10{a}(4) ard the combination -

policy stated in § 330:10{a}{4)(iv).

These coniments were submitted
before the agency's guidelines for OTC
combination products became available
in 1978 (Ref. 1}, Paragraph 6 of these
guidelines states that final OTC drug
monographs wil] list the specific
ingredient combinations permitted for
marketing under the monograph. Thus,
the Panel's recommendations in § 334,32
are consistent with the current
guidelines.

Reference §

{1} Food-and Drug Administration,
“General Guidelines for OTC Drug -
Combination Products, September 1973,”

Docket No. 78D-0322. Dockets Management -

Branch.

88. Several comments recommended
revising recomimended § 334.32 to st

-permitted combinations by -

pharmacological class rather than by
specific ingredient, The comments
pointed out that the specified:
combinations of ingredients actually
represent 10 types of cambinations by
pharmacological class, i.e., bulk/bulk,
bulk/lubricant, bulk/ stlmulant. bulk/
stool soffener, lubricant/stimulant,
lubricant/saline, saline/stimulant,
stimulant/stimulant, stimulant/stogl
softener, and stoo} sofiener/ -
hyperosmotic. The comments argued
that because the Panel found the

. specific ingredients in each of these

pharmacolegical classes to be safe and
effective, every ingredient in each class
should be safe and effective in a
combination and should be
interchangeable.

Criteria for establislung combinations

" as Gategory I are provided in the OTC

Combingtion Guidelines (Ref. 1). .
Paragraph 6 of these guidelines states,
“In those cases where the data are
sufficient to support a finding by the

_agency that severa! ingredients in a

therapeutic category can be considered
interchangeable for purposes of - .
formuleting combinations, the
monograpFwill so state and list those -
ingredients. This is the preferred
approach and will be done whenever
supporied by data and the opinion of .
experts.” Therefore, the agency agrees
with the concept of listing combination
drug products by pharmacological class,
but does agree that sufficient data have
been provided to allaw all of the .
laxatives in each class to'be
interchanged randomly for the purpose
«of forming combinations, Further, as
pointed out in comment 22 above, the
precise mechanisms of action of laxative

'mmwn and

msufficlent dalg avmlﬂhl&nn_lhmn

combined effects, Therefore, the
combination section of the tentative
final menograph is revised to group the
Panel's recommended combinations by

' pharmacological class: However, it has

not been revised to allow all of the
ingredients in a class to be used
interchangeably. Combinations for
which adequale dats exist have been

~ included in the moncgraph. However,

data are necessary to establish the -
safety and effectiveness of other specific
combinations or to demonstrate that the

. specific ingredients in a

pharmacological class are chemically
and pharmacological interehangeable.

Reference

{1} Food and Drug Administratmn “Ganeral
Guidelines for OTC Drug Combination®
Products, September 1078," Docket No. 78D-
0322, Dockets Management Branch,

88. Two comments requasted that the

- monograph be expanded to include

“bowel cleansing systems,” i.e.,
products containing seversl different
laxative ingredients for sequential
administration at specified intervals, for
use in evacuating the bowel prior tor
surgery, colon x-ray, or endoscopic
examination. The comments contended
that this special use of laxatives is not
covered by the Panel's recommended -
monograph even though such products
are being sold OTC. The comments -
submitted studies {Refs. 1 and 2) on the
use of two different bowe! cleanst

“ systems: (1) Magnesium citrate ora

solation, bisacodyl tablets, and
bisacodyl suppositories and (2)
magnesium citrate oral solution,
phenoiphthalein, and sodium -
hicarbonate-sodinm bitarirate [carbon-
dioxide releasing) suppositories.

‘The agency reviewed the data
submitted by the comments and |
Tentatively concludes that the two
bowe! cleansing systems are generally
recognized as safe and effective for use

. In evacuating the bowel prior to surgery, .

colon x-ray, or endoscopic examination.
The agency agreea with the comments
that thege bowel cieansmg systems

" should be included in the OTC
monograph and is proposing a statemeit’

of identity and a definition for these
products in this tentative final
monograph. However, the agency does
not believe that bowel cleansmg
systems should be used for general
laxative purposes and, therefore, is

. - propesiag to-limit their indication to the

following: “Por use as part of a bowel
cieansmg regimen in prepa.rmg patients
for surgery or for preparing the colon for
x-ray or endoscopic examination. In

addition, the followi

proposed for these products in lieu of

§ 334.50(c)(1) thry (4): “Do not use this
product unless directed by a doctor.”
The agency also recognizes that in most”
of the submitted studies the bowel
cleansing system was part of an overall
regimen that incduded everhydration
and certain dietary restrictions.
Therefore, in-addition to the appropriate
directions for uge for each laxative
component of the bowel cleansing -

- system, the-ageficy is proposing to
. require manufacturers to supply

information regardlng fluid and dielary
restrictions.

References
[t} Commeni No, 000015, Dacket No. 78N~

_ 2036L, Dockets Management Branch.

{2} Comment No. C00043, Docket No. 78N-
00361, Dockets Management Branch,

90, One comment argued that the

. Panel’s restriction on the concurrefit use

of vitaming and minerals with a laxative
should not apply to.dietary bran
products that are sold as cereals. The
comment pointed out that FDA favors
the fortification of cereals with vitamins
and migerals (see the Federal Register

" of june 14, 1674; 39 FR 20889). The

gomment also disagreed with the Panel's
position that a significant target
population does not exist for concurrent
use of laxatives with vitamins and
minerals. The comment étated that

people over 50 years of age often require’
vitamins ard minerals concurrently with -

laxatives becuase if is well documented
that the elderly are often on inadequate
diets {Refs. 1 and 2), The Comment
goncluded that when the Panel stated
that vitamins and minerals should net

" be added to laxative products, the Panel .
- had drug type laxatives in mind and net .

cereals.

The agen
As discussed in comment 38 above the
agency does not intend to regulate in
this monograph high fiber cereals that
are offered only as foods.

References

{1) Rao, D). B., 'Pmblems of Nutrition in the
Aged,” journal of the American Gerialrms
Sociely, 8:383~367, 1973.

(2)Sinith, A. N. E.,, “Nutrition Survey and
Problems of Detection of Malnutrition in the
Eiderly,” Nutrition, 4:218-223, 1970.

‘g1, One comment concurred with the

* Panel's finding at 40 FR 12016 that there

is no evidence that the addition of
vitamins and minerals to a laxative
preparation contributes to a laxative
effect and that constipation and vitamin
needs-ordinarily bear no relationship to
each other. The comment noted,

. however, that the Panei apparently did

erais were unrelated

agrees with the comment,
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recognition by the Panel of the
“nstipating effect of iron. Fhe comment
Jinted out that its combination vitamin -
- and mineral products zlso contain a
. stool softener laxative. the comments
stated that these products have never
claimed a laxative effect and that the
stool softener ingredient is included
solely 1o overcome the constipating
effect of iron.

There are two aspects to this
comment: {1} The addition of vitamins/
minerals io a laxative drug product
intended primarily for laxative use and

{2} the addition of an ingredient to &
vitamin/mineral product for the purpose
of allevmtmg the constipating. effects of
iron.

In the first case, the Panel conc}uded
“that the addition of various vitamins
and minerals, includmg frace elements,

-0 laxative products is irrational
concwTent thereapy and places such
combinationg in Category IL"” The
agency concurs with this conclusion
because a target population which could

benefit from such combindtions has not -

.been adequately demonsirated.
Vitamin/mineral deficiency and
constipation do not routinely ocour
concurrently, thus the need for such-a

combination does not exist. In addition,

OTC laxative drug products are
‘ntended only for occasional short-term

se, whereas vitamins and minerals are
sormally taken daily forleng-term
dietary supplementation.

In the second case {the addition of an
ingredient to a vitamin-mineral product
to overcome the consbpa!mg effects of
iron), the agency recognizes that iron
.may be constipating in some people.
However, vitamin/mineral products that
are intended for dietary
supplementation are considered to be

foods and ingredients added to them are

also regulated under the food provisions
of the Federal Food, Drug and Cosmetic
Agt
92. One comment requested that3 g

psyllium seed {blond) and 30 mg
casanthranel in combinaticn be :
recognized as Category L. The comment
argued that both ingredients were

. Category I laxatives and that a similar
combination containing psyllium and
senna concentrate was recogiized as
Category 1. According to the comment,
the Panel's only reason for failing to
place the combination of psyilivm seed
{blond) and casanthranel in Category I

was that it waa.unaware that a product,

with only a slight difference in -
compasition fram the proposed Category

1 combination, had been marketed forzs .

snmulant laxatives and incleded a
tombination containing psyliium and
senna in the recommended ronograph:
Because senna and caganthranol are -
chemicaily and pharmacologically
related anthraquinone laxatives, the
agency believes it is rational to include
in the monograph the combination
mentioned in the comment. Accordingly,
this combination is proposed as
Category I in this tentative final
monograph.

. 93. A conhent requested that the
combination of karaya gum snd cascara
sagrada be added to the list of Categary
1laxative combinations recommended
§ 334.32. The comment submitted data to
establish that this combination of two -
Category | ingredients meets ali criteria
estahlished by the Panel, as well as all
criteria get forth in § 330.70(a}(4)(iv]) {21

- 'CFR 330.20{a)(4){iv}} for Category I

combination drug products.

“The agency has reviewed the data
subrmitted by the comment and has
Aetermined thatthe data provide
support for the safety of the two
ingredients when combined. The data
consisted chiefly of acute oral texicity
and Jaxative effectiveness studies in
Sprague-Dawley rats. Effectiveness
gtudies in humans are needed. These
studies should show that the.
conbination is, on a benefit-risk basis, .

equal to or betier than each of the active

ingredients used alore at its therapeutic
dose. Therefore, the agency considers
this combination a Category 11T
combination and has not included it in

 the tentiative final monograph.

84, A comment, which was
accompanied by a single supporting
study (Ref. 1), requested that the
combination of danthron {75 mg) and
sodium lauryl sulfate (256 mg) be placed
in Category Jaga combmatmn laxative
product.

The study cited by the comment was
designed to determine the adjuvant
effect of sodium Iauryl sulfate, at levels
of 100 to 200 mg, in buffering or Yowering .
the threshold of abdominal discomfort
from high doses {300 to BOD mg) of
danthron. No dala were presented on
the combination at the dosage levels
proposed by the comment nor were data
presented demonstrating any effect of
sodinm lavryl sulfate other than as a
pharmaceutical adjuvant to lower the
side effects of danthron. Therefore, the

_.combination is classified as Category I

and is not included in the tentanve final
monograph.

years with no known safety of  Reference
afi,’;ﬁtwenes!s probiems,
e Panél recognized the rgtg@lj.y___a.?%eweaﬁmompnund." Diseases of the
_____,,,___Aﬁsembmmg buﬁ(‘!i:@hves with CWW

I

95, A comment pointed out that data
for the combination of magnesium

* hydroxide and simethicone labeled for

the indieation “lower abdominal disiress

. as a concoinitant of constipation™ were

submitted to the OTC Miscéllaneous
Internal Drug Products Panel, but not 1o

" the Laxative Panel. The comment noted

that the Laxative Panel concluded at 40
FR 12921 that “products combining-
laxative ingredient{s) with other
ingredients having nonlaxative
pharmacelogic effects are considered
irrational unless it can be shown that
there is a significant target population
requiring concurrent treatment of
symptoms that require laxative(s} and

‘nonlaxative(s) in combination.” Because

data on the combinalion of magnesinm
hydroxide and simethicone were

" neither submitted to nor considered by

the Laxative Panel, the comment
requesfed that the agency not take any
clasgification action regarding this

. gombination until the QTC

Miscellaneous Internal Drug Products
Panel had completed its review of the

. tombination.-

The agency notes the Miscellaneous
Internal Pane] in its report on OTC
Digestive Aid Drug Products published
in the Federal Regisler of January 5, 1982
(47 FR 454), classified magnesium .
hydrenxide and simethicone, both alone
and in combination, in Category I for
the Ireatment of the symptoms of
immediate postprandial upper

- ahdominal disiress and the symptoms of
-intestinal distress (lower abdomlnal

distress). :

In addition, that Panel further -
concluded that the intestimal distress
syndrome (lower abdominal distress) is
self-limited, not attributable to any
known orgenic disease, and is not
accompanied by constipation or
diarrhea.

The comment included no data to
demonstrate the effectiveness of the.
combination of magnesium hydroxide
and simethicone or to show that there is
a significant target population reqmrmg
concurrent treatment of lower -
abdominal distress and constipation.-
Therefore, the agency is unaware of any
data to establish that lower abdominal
distress and ¢onstipation occur
concomitantly or that the cambination

‘of magnesium hydroxide and

simethicone is safe and effective for the
Accordingly, the comhmatmn ig*
Category Il'in this laxative tesitative
final monograph.

' ) 88, Two c.omments urged that -
(3) Marks, M. M.. “A Clinical , Clinical Eyalpation of 34.32(a) (10}, {11), {12), S

and {14) be revi
mineral pil emulsien as an slternative
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ingredient for combinations of plain
mineral oil with casamthranocl, cascara
sagrada, cagcara sagrada fluid extract,
and phenolphthalein, respactively, The
comments peinted out that a number of
the pertirient combination laxative drog
products considered by the Panel in
recommending these permitted

- combinations do in fact contain mineral

oil in the form of minersl oil emulsion.
The comments argaed that it is

inconsistent to classify plain mineral oil

as an allowable ingredient in these
combinations and to exclude mineral oil

emulsion ag an alternative ingredient in .

the same combination.
As discussed in comment 47 above,
the agency has-deleted reference to

~mineral oil emulsion from the
- “monagraph. Although manufacturers

may cheose to formulate the sllowable
mineral ofl combination in an emulsion
formulation, the moncgraph will list only
mineral oil as the active ingredient in
the allowable combinations.

97, One comment reguested that the
combination of calcium pantothenate
and danthron be clasgified as Category
1. The comment submitted data {Ref. 1)

" which, it claimed, demonstrate that the

combination of calcium pantothenate
and danthron is as effective as the
Category 1 combination of docusate
sodium and danthron.

The agency tentatively concludes that
the data submitted are insufficient to
support reclassifying the combination of

.. danthron and calcium pantothenate into

Category I. The same study was
submitted to support calcium

pantothenale as a single ingredient. (See

comment 81 ahove.) Because no
comparisons were mrade of the
tombination and the ingredient slone,
the contribution of the ingredients to the
combination kas not been shown. In
addition, the study had other problems
that have already been discussed in
commentt 81 above. Therefore, the
“combination of danthron and calcium
pantothenate remains in Catgeory [l in
this tentative final monograph.

Reference
1) Comment No. 06023, Docket No, 78N-

+ 038L. Dockets Managsment Bracch.

K. Comments on Data Pertinent for

" Laxative Ingredient Evaluation

98. Several comments addressed the

N testing guidelines recommended to move

a laxative ingrediept from Category I}
to Category 1. Some comments were
opposed to the guidelines, indicating
that they were unclear, unnecessary,
inconsistent, and possibly confusing.

One comment stated that mamufactarers
should be allowed to use other well-
contrelled and well-designed studies to

. obtain necessary data and should not be-
- restricted to using only the types of tests

mentioned in the guidelines.

The agency has not addressed spemf‘ ¢
testing guidelines in this document. In
revising the OTC dmg review
procedures relating to Category I,
published in the Federal Register of
September 29, 1981 (46 FR 47730), the
agency advised that tentative final and
final monographs will not include
recommended testing guidelines for
conditions that industry wishes to

“upgrade to monograph status. Instead,

the agency will meet with industry
representatives at their reguest o
discuss testing protocols. The revised
procedures also state the time in which
test data must be submitted for
consideration in developing ihe final
maonograph. (See also part I, paragraph
A.2 helow—Testing of Category Il and
Category III conditions.}
{l. Agency Initiated Changes

1. The Panel recommended infant
dosages for a number of laxative
ingredients and comments were
received recommending infant dosages
for stiil more laxative ingredients. (See
part [ comments 45 and 54 above]

The agency is, however, concerned
that constipation in infants may be a
sign of a more serious condition that
should be properly diagnosed by a
doctor. Such conditiens can include

gastroanteritis, Hirschsprung's disease, -
.congenital anal fissure, and anatomical

abnormalities (Refs. 1 and 2).

In a study of constipation-in 138
children, 14.5 percent {20) were found-to
have a disease that accounted for this
symptom, Eight of these children, age 1
to 3% years, were found to have anal
fissures 8o severe as to require-faitly
vigorous medical or surgical treatinent.

_ The remaining 12 children were found to

have a variety of problems including
anaiomical abnormalities of the anus

" and of the internal nervous system. The

fact that 14.5 percent of the total group
had diseases that accounted for the
symplon of constipation empasizes the
need for consulting a doctor in cases of
infant constipation (Ref 3).
Constipation is tare in breast-fed
infants who receive an sdeguate amount
of milk and in artificially fed infants
who receive an adsquate diet. The
criterion for determining infant
constipation is the nature for
consistency of the stool and not its
frequency. Most infants will have one or

T T T Uthercomments indicated-thatthe ___more stpols daily, but some infants will

‘‘‘‘‘‘‘‘ testing guidelines provided inadequate
time to complete the required festing mg‘jah

pass a stool of normal CoNSISIEACY O
Mewa}sﬂiasm%_hmmmef

In view of the relative rarity of si-mpir
constipation in infancy and the high ri
that it may be a sign of sarious disease,

- anatomical abnormality, or an -

inadequate diet that should be propeﬂy
diagnosed by a doctor, the agency is
proposing that dosages for children
under 2 years of age not appear in the
OTC labeling. Dosages for children
under 2 years of age are being included
in the tentative final monograph only
under professional labeling.

References

{1) Levine, M.D,, “Children with
Encopresis: A Descriptive Analysis,”
Bediatrics, 56:412-416, 1975, .

{2} Bentley, L.F.R., “Progress Report:
Constipation'in Infants and Children,” GUT,
12:85-00, 1971,

{3) Marcer, R.D., "Canst:patron." The
Pediatric Clinic of North America, 14175~
185, 1867,

{4} “Textbook of Pediatrics.” 11th Bd.,
edited by Wald E. Nelsor, W.B. Saunders
Co., Philadelphia, p. 208, 1879,

2. The agency concludes that the -

‘warning in recommended § 334.64[c),

“Rectal bleeding or failure to evacuate
may indicate a serious condition and a

‘physician should be conyulted”, should

apply to all laxative products and not
just to one specific class of laxatives.
Therefore, this warning is revised in this-
tentative final monogreph to read;
“Rectal bleeding or failure to havea
bowe] movement after use may indicate
a serious condition, Discontinue use and
consult your doctor.” The agency is -
proposing thet all laxative drug products
be labeled with this warning ag
specified in this tentative final
monograph at-§ 334.50(b)(4)}.

3. The Panel's recommended general
warnings for sodium containing
laxatives are not consistent with the
sodiutn warnings required for antaaid
drug products {21 CFR 331.30{b}{5}). To-
resolve this inconsistency the agency
proposes in this tentative final
monograph that the sodivm-restricted
diet warning apply lo all laxative
products containing more than 5 mEyg
{115 mg]} of sodium in the maximum
recommended daily dose and that the
kidney disease werning recommended
by the panel be deleted. The agency

‘proposes, howevet,-to retain the Panel's
_recommended warning requiring a

statement of sodium content per dogage,

_ unit for all Jaxative products containing

more than 1 mEq {23 mg) of sodium per
waximum daily dose because it is more . -
informative than the one in the antacid
menograph (21 CFR 331.30(e]]. The
agency invites comment og this
proposal.

| the

mly ——4 The agency-hasreviewedthe =~
. warnings for phosphate-centaining
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laxatives and notes that one warning

-wutions against oral use of phosphate-
sentaining laxatives by children under &
years of age. The dosage and directions
for use of such products in, this tentative
final monograph are for children 5 years
of age and over because these products
traditionally have been used in this age
group. In order to eliminate the
inconsistency the age limit in the
warning in this tentative final
toonograph is revised to 5 years of age.

5. The agency has reviewed the
Panel's definitions in recommended
§ 334.3 and has eliminated several terms
from this section &8s unmecessary and
redundant because their meaning is
clear within the context of the
monograph. However, two new lerms,
“carbon dioxide-releasing laxative” and

_ “bowel cleansing system,” have been

added to the definitions in § 334.3 of this
tentative final monograph because their
meanings are not adequately clarified
within the context of their use in the
monograph,

6. The agency recognizes that saline
laxatives may be irritating and cause
nausea if taken with insufficlent
amounts of liquid (Refs. 1. and 2). In
addition, saline laxatives are .
recommended to be taken with a fall
glass of water fo achieve their maximum

" effect (Ref. 3). Therefore, in this

.entative final monograph the agency
proposes the direction to “drink a full
glass {8 oz of liquid with each dose” for’
both bulk-forming and saline laxatives.

Referent:es

"[1) Grollman, A.. “Pharmacclogy and
Therapeutics,” Lea and Feblger Philadelphia,
p. 625, 1965,

[2) Bowman, W.C., and M.]. Rend,

. “Textbook of Pharmacology," Blackwell

Scientific Publications, Oxford, England, p.
25.34, 1980, _

{3} “United States Pharmacopeia
Dispensing Information—1981,” 2d Ed.,
United States Pharmacopeial Convention,
Ing., Rockville, MDD, p. 824,

7. It is unlcear whether the glycerin
enema dosage in recommended -
§ 334.12(a) refers to the total volume of
enema solution or to the amount of
glycerin in the enema solution. Because
the data on safety and effectiveness of
glycerin enema reviewed by the Panel
was for an 80-percent solution of

. glycerin [Ref. 1}, this tentative final.
monograph is revised to reflect that the -

dosage statement for glycerin enernia is

- foran ao-percent glycerin solution.

Reference
{1) OTC Volume 090025, Docket No. 78N—

036L, Dockets Managament Branch.

8. The agency has reviewed the

castor oil-containing products advising
against regular use {recommended
§ 334.80{c)}. The agency helieves that
the revised indications and warnings
proposed in this tentative final
monograph for all laxative drug
products sufficiently guard against
regular use. Therefore, the agency is not
including the Panel’s recommended
watnings for castor oil in this tentative
final monograph.

9. The agency has reviewed the
various studies submitted to support the

‘professional use of laxative ingredients

for use in preparing the colon for x-ray

- and endoscepic examination and/or for

preparing the patient for surgery. In -

“ most of the studies submitted the

jaxative ingredients were not used
alone, but were part of an overatl

" regimen which included overhydration,

dietary restrictions and/or other
laxative agents. Therefore, in this
tentative final monograph the agency
proposes to modify the professional
labeling indications for laxative
ingredients used for bowel cleansing
purpose to include the additional
phrase, “for use as  part of a bowel
cleansing regimen.’

- HI. The Agency's Tentative Adoptlon of

the Panel's Report

A, Summary of Ingredient Categories

and Testing of Category If and Catego:y
Hr Conditions

1. Summary of ingredient categones
The agency has reviewed all claimed
active ingredients submitted to the |
Panel, as well as other data and

. information available at this time, and ~

concurs with the Panel's categorization
of ingredients. For the convenience of
the reader, the following table is
included as a summary of the
categorization of OTC laxatwe actwe

ingredaents

Laxative acfive ingredients aory

Laxative active ingrediants ‘;g‘g

Bulk-forming laxatives:
Agar. i
Alpha ceftul : .

Carrag 2 n .
Carrag native fil,

E
gis
i

Plantago seeds
Payllam (hemiceliulose)

Panel’s recommended warnings for

Sorbitol ; ; L
Lubri : Mineral oil i
Safine laxatives: .

Magnewum mtn otal solulion. USP .......... 1

:
M

Sodium bﬁ:lwqph-h
Sodiurn phospt
Tartaric acid and salis.....

Stmulart laxatives:

Alca. I
. Aloin . i
FECETEEREI G L R - N——————— | N

UOT—— |}

L

Cascara e g 1.
Cesanthranol

Cascars uldexiract, aromatic

Calcum pantothénats ... ...
Calomeal

Docusale potessium sulfosuccinale
Docusate sodium sulfosuccinale,
Poloxarkal {polykof).-...c. H.
Carbon Dmadoﬁelemng Laxatives:
Released carbon dioxide from combined sodiom | 1.
hiphosphate, anhydrous, sodium acid pyro-
phosphate, and sadiun bicarbanate.
Holgased carbon dioxide from combined, sodium | I
*  biphosphate and sodium bitartrale.

lTobediscussedmaseparéherozmﬂeémmpuhli-
cation. -

2. Testing of Category Il and Category
Il conditions, The Panel recommended
testing guidelines for laxative drug

_ products {40 FR 12922). The agency is

offering these guidelines as the Panel's

“recommendations without adopting
- them or making any formal comment on

them. Interested persons may
communicate with the agency about the’ -

" submission of data and information to

demonstrate the safety or effectiveness
of any laxative ingredient or condition
included in the review by following the
procedures outlined in the agency’s
policy statement published in the

- Federal Register of September 28, 1081

(46 FR 47740) and clarified April 1, 1983

(48 FR 14050). That policy statement

includes procédures for the submission
and review of proposed protocols, .
agency meetings with industry or other
interestéd persons, and agency -

ications on 5i estdalE
and other information. i
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B. Summary of the Agency's Changes in
the Panel's Recommendations

FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopi
the Panel's report and recommended
monograph 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 Panel's

"- conclusions and recommendations

follows. o

1. Because of the number of changes
that have been made, as summarized
below, many of the section and
paragraph numbers have been
redesignated in this tentative final
morograph. In addition, Subpatt D has
been redesignated as Subpart G, and the
labeling sections of the monograph
placed under Subpart C. o

2. The following changes have been
made to conform to the format and
content of ather recent OTC drug
tentative final monographs:

a. A “statement of identity” section
has been added for each laxative drug .
categary. . ‘

b. The dosage information far each
active ingredient has been moved to the
directions section for the respective
laxative drug category.

c. In an effort to simplify OTC drug
labeling, the agency proposed in a
number of tentative final monographs to
substitute the word “doctor” for
“physician” in GTC drug monographs on

the basis that the word “doctor™ is more -

commonly used and better understood
by consumers. Based on comnments
received to these propaosals, the agency
has determined that final monographs
and any applicable OTC drug
regulations will give manufactarers the
. option of using either the word

"physician” or the word “doctor.” This
tentative final mionograph propuses that
option.. - - - :

d. The signal word “warning” is being

~-used in [abeling instead of the signal

word “cavtion.”" (See comment 27
above,) . .

3. Some of the Pane!'s recommended
dosages did not specify the dosage
interval but merely stated a daily dose.
The tentative final monograph clarifies

" that the recommended dose is to be
teken as a single daily dose. {See
comment 12 above.) .

-4. The indication statement for. =
laxative drug products has been revised
to "For the relief of occasional
conslipation” {which may be followed
by “(irregularity).”} (See comrment 14
and 15 above.) ’

required OTC labeling for a laxative -
drug product must be included in the
labeling provided to heaith :
professionals. (See comment 21 abave.)

6. The statement of identity for
hyperosmotic laxatives is simply . .
“laxative.” (See comment 22 above.)

7. The tentative final monograph
clarifies that the definitions of laxative
drug categories need not appear in-the
labeling. However, the timeframes
within which the different types of -
laxatives are expected to produce bowel
movement are required in the labeling,

- {See comment 23 above.)

8. The definitiori of “short-term use” is
not inclpded in the tentative final
monograph. (See comment 26 above.}

9. The phrase “this product™ has been
replaced with the phrase “laxative
products” in those warning statements
where the warning is applicable to al}
laxative produacts. (See comment 28
above.} - -

10. The drug interaction warning for
cellulose derivatives is not included in
the teritative final monograph. {See
comment 35 above.}

11, The phrase “adequate liquid
intake” in the directions of bulk-forming
laxatives hae been replaced with the
plirase “Brink a full glass (8 oz) of liguid
with each dose.” The warnings }
recommended for bulk-forming laxatives
that advised consumers 1o drink a full
glass of liquid with each doge have been

deleted because they are repetitious of

the statements in the directions. In -
addition, the definition of “adequate ,
liquid intake” is not included in the
tentative final monograph. {See

- tomment 36 above.)

12, The doseage of glycerin
suppositories has been clarified to
reflect the amount of glycerin-per
suppository, (See comment 45 above.)

13. The rectal use warning for glycerin.

products has been revised to read “For
rectal use only.” (See comment 46
above.) -

14. Reference to mineral oil emulsion
is not included in the tentative final
monegraph. The lentative final
monograph includes warnings and
directions for use for mineral il only,.
(See comment 47 above.)

15. The warning for mineral oil
products for persons who should not be
administered mineral oil has been _
revised and does not contain a reference
to “aged patients.” {See comment 48
above.) = . .

18. That portion of the warning for

" mineral oil products that warns not to
administer mineral oil to persons having -

recent episodes of vomiting,
regurgitation, or abdominal pain is not

- children under 3

17. The drug interaction precaution for
stool softener laxatives hasbeen .
amended to include the phrase “unless.
directed by, a doctor.” (See comment 50
above.)

18. Specific sequestering agents for
magnesium citrate in oral solution are
not included in the tentative final
monograph. {See comment 52 above.)

19, The dosage for magnesinm citrate
has been expanded to be compatible
with USP requirements, (See comment
55 above)) -

20. The professional labeling section .
of the tentative final monograph
includes a professional indication for
ragnesium citrate and phosphate salts.
(See comments 53 and 58 above.}

21, An infant dosage for magnesium

- hydroxide is included in the professional

labeling section of the tentative final -
monograph. (See comment 54 above.}
. 22. The directions for the magnesium-

* containing aaline laxatives have been

amended to provide for a single daily
dose. {See comment 56 above.)

23, The storage condition information
for magnesium citrate oral solution has
been revised to conform to the USP
specifications. {See comment 57 above.) .

24. The dosages for the phosphate
salts have been revised. [See comment
58 above.)

25. The directions for saline laxatives
in this tentative final monograph includs
the phrase “Drink a full glass {8 0z} of
liguid with each dose.” (See part 1.
paragraph 7 above.} :

26. The general warnings for stimulant -

laxative drug products are not included
in the tentative final monegraph. [See
comments 62 through 65 above.)

. '27. The dosages for the seona
preparations have been revised to
provide dosages for sennosides A and B

-only. (See comment 70 above.)

28. A suppository dose for sennosides
A and B is included in the tentative final
monograph. (See commerit 70 above.)

29. The Panel's recommended
monograph has been amended to
include a bowel cleansing indicetion for .
a high dose of sennosides A and B. (See
comment 70 above.)

30. The bisacody! dosage have been
revised to delete reference that the drug
should be taken-only at bedtime. {See
comment 73 ahove.)

31. The warnings for bisacodyl.
produgcts have been séparated into two

- ..sections—one for enteric-coated tables; -

the other for the suppository, {See
comment 74 above.}

32. The warning advising not to give
bisacodyl enteric-coated tablets to

- Fhe-professional-labeling section—included in the tentative fnal

' has been revised to clarify that the

maonograph. {See comment 49 ahove,) 7

revised to warn against the use of

yearsofagehasbeen . -~
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children under 8 years of age. (See
omment 74 above.)} -

33. The storage condition statement
for bisacady! products has been revised
to delete reference to the word “toal.”
{See comment 75 above.}

34. The dosage for dehydrocholic acid®

patient for surgery-to reflect their actual
use as part of bowel cleansing system.
" [See part I paragraph ¢ above.) .-
The agency proposes to revoke the
existing warning and caution statements
in § 369.20 for cathartics and laxativis
and for mineral oil laxatives at the time

has been revised to provide for a dose of  this monograph becomes effective. The

250 to 500 mg three times a day. [See
comment’77 above.} :

35. The specific 1-week use limitation
for stool softener laxatives is not
inciuded in the tentative final
monograph. (See comment 80 above.}

36. A carbon dioxide-releasing
suppository consisting of sodium
bicarbenate and potassium bitartrate is
included in the tentative final
menograph. (See comment 82 abave.)

37. The tentative final menograph
provides for bowel cleanging systems.
{See comment 89 above)) :

38. A combination containing psyllium
seed (blond) and casanthranol is
included in the tentative final
monograph. (See comment 92 above.}

38. Dosages for children under 2 years
of age are includéd only in the
professional labeling section of the

tentative final monograph. (See part I,

paragraph 1 above,}

40, The rectal bleeding warning
recommended by the Panel for the
carbon dioxide-releasing supposifories

as been revised and is being )

ecommended for al} laxative drug
products. {See part IL. paragraph 2
above.} ‘ .

41. The sodium warnings for laxative
drug produgis have been revised to
conform to the sodium warnings

required in the antacid monograph. (See .

part IL garagr&ph 3 above.)
42. The warning for orally-

-administrated phosphate-containing

laxative drug products advising against -
use in children hasg begn revised to be -
consistent with the directions for use.

‘(See part II. paragraph 4 above.)

43. The agency hag amended the
definitione section of the monograph to
deleie tmnecsssary ones dnd to add new
ones where necessary. {See part IL
paragraph 5 abave.}

" 44. The dosage for glycerin enema hds
been revised to reflect that the solution
is an 80-percent concentration of
glycerin. (See part II. paragraph 7
abave.) ‘ :

45, The agency has deleted the
specific warnings recommended by the
Panel fot castor vil from the tentative .
final monograph. (See patt IL paragraph
8 above.}

48. The agency has modified the.
professional labeling indications for

n-forx-ray-and enduscopic

sxamination and/or preparing the

agency also proposes to revoke the
existing regulations in § 201.302 for
minera] oil at the tinme the final
monograph becomes effective.

The agency has exarnined the

economic consequences of this proposed -

rulemeking in conjunction with other
rules resulting from the OTC drug
review. In & notice published in the
Federal Register of February 8, 1983 (48
FR 5808), the agency announced the -
availability of an assessment of these
economic trapacts. The assessment
determined that the combined impacts
of all the rules resulting from the OTGC
drug review do not constitute a major
rule according to the criteria established

- by Executive Order 12201, The agency
.therefore concludes that no one of these
rules, including this proposed rule for
O'II‘C laxative drug products, is a major
rule,

_ The economic assessment also
concluded that the overall OTC drug
review was neét likely to have a
significant economic impact on a
substantial mumber of small entities as

" defined in the Regulatory Flexibility Act,
Pub. 1. 96-354, That assessment _
included a discretionary Regulatory

Flexibility Analysis in the event that an |

individual rule might impose an unusuai
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC laxative drug -
products is not expected to pose such an
impact on amall businesses. Therefore,
the agency certifies that this proposed
rule, if implemented, will not have a
significant economic impacton a -
substantidl number of small entities.
The agency invites public comment -
regarding any suhstantial or significant
economic impact that this mlemaking.
would have on OTC laxative drug
products, Types of impact may include,
but are not limited to, costs associated
with products testing, relabeling,
repackaging, or reformulating.
Comments regarding the impact of this
rulemaking on OTC laxative drug
products should be accompanied by

appropriate documentation. Because thew

agency has not previsously invited =

.. specific comment on the economic

impact of the OTC drug review on
laxative drug products, a peried of 120

days from the date of publication of this ingredients. ' .
eral ———33414 LubHcantlaxative active ingredients.

laxative ingredients used in preparing __proposed rulemaking in the Fed

Register will be provided for comments

" submitted. The agency will evaluate any

comments and supporting data that are .
received and will reassess the economic
impact of this rulemnaking in the
preamblé to the final rule: ‘

. The agency has determined that under
21 CFR 25.24(a)(9) [propsced 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 enviornmental assessment
nor an environmental impact statement
is required. "
Section 334.66{d)(3) of this proposed
rule contains a collection of information
requirement. As required by section
a504(h} of the Paperwork Reduction Act
of 1980, FDA has submitted a copy of
this proposed rule to the Office of
Management and Budget (OMB) for its

" review of this collection of information

requirement. Other organizations and .
individuals desiring to submit comments
-on this coliection of information
requirement should direct them to FDA’s

-Dockets Management Branch [address

above) and to the Office of Information
and Regulatory Alfairs, OMB, Rm; 3208,
New Executive Office Bldg.,, -
Washington, DC 20503, Attn: Bruce
Artim, :

List of Subjects in 21 CFR Part 334

OTC drugs: Laxative drug products.

Therefore, under the Federal Food;
Drug, and Cosmetic Act {secs. 201(p),
502, 505, 701, 52 Stat, 1041-1042 a5
amended, 1050~1053 as amended, 1055~
1056 as amended by 70 Stat. 919 and 72
Stat, 948 (21 U.8.C, 32i(p), 352, 355, 371)), .
and the Adminigtrative Procedure Act
(secs. 4, 5, and 10, 60 Stat. 238 and 243 as
amended {5 U,8.C. 558, 554, 702, 703,

 704}), and under 21 CFR-5.11,itis a

proposed that Subchapter I of Chapter 1
of Title 21 of the Code of Federal
Regulations be amended by adding new
Part 334, to read as follows: .

PART 334-LAXATIVE DRUG

- PRODUCTS FOR OVER-THE-COUNTER

HUMAN USE
Subpart A--General Provisions

" Bec.

334.1 Scope.
3343 Definitions.

" 'Giibpart B—Active Ingredients

334.10 Bulk-forming laxative active
ingredients. )
334.12 Hyperosmotic laxetive active

33418 Sali f -
334.18 Stimulant laxative active ingredients.



‘ Subpart C—Labeling '

334.54 Labeling of hypemsmolic lax,atwe
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- Sec .
| 33420, Stool ‘softener laxative actwe :

ingredients [Réserved]. , )
334.22 Carbon dicxide-releasing lamdves,
334,30 Permitted combm&hom uf laxa&ive
‘active ingredients.

- 834.31- Laxative combination crneﬂa

33432 Bowel cleansing systers.

S,

334.50 Labelmg of laxahve drug pmducts. ‘

. . 33452 Labeling of bulkforming laxative

products,

" drug products.’

| 33456, Lﬂbeling of lubricant laxatwedmg '

products, -

334.58 Labeling of saline laxanve drug

products. -
334.80 Iabeling of atunulanl laxaﬁve drug
preducts.
33482 Labeling of stogl softener laxative
" drug products. i
33484 Labelingof carbon d:mde-releas{ng
laxative drug products.”
33466 - Labelmg of bowel cleansing systems
" identified in § 334.32.

33480 Professional labeling.

Aunthority; 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}); secs. 4, 5, and 10, 80 Stat. 238 and 243 as
amended [5 .S C. 553, 554, 702, 703 ?04]

Subpart A—Geneml Prowsmns

§3341 Scope. .

{a) An over—the-coumer laxative drug
product-in a form suitable for ora! or-
rectal administration is generally

.-recognized as safe and effective and is

not mishranded if it meets each
condition ip this part end each general

. conditicn established in § 330.1.

{b) References in this part to
regulatory sections of the Code of
Federal Regulations are to Chapter f of ~
Title 21 unless otherwise noted,
'§334.3 Definitions. ‘

As used in this part:

- (8) Laxalive. Any agent usad for the
relief of constipation. :

- (b} Laxation. To canse & bowel
movement.

{c] Consapatzon Infrequent or

" difficult bowel movement, :
{d} Bulk-forming laxqtive. An'agent ..

that increases bulk volume and water
content of the stool thereby promotmg
bowel movement. ‘

(e) Carbon dmx;de-releasm 2 ]axat;ve. ‘
. A suppository dosage form cantammn
. several ingredients that release cabon

dioxide, thereby inducing gentle -

_ pressure in the rectum which pmmotes
. bowel movement. .

{f) Hyperosmotic laxative. An agent

that attracts-water into. the stool thereby -

lmovement—
g} Lubricant laxative. An-agent-that .

tract thereby promonng bowel
movement.

[b) Saline laxative. An’ agent ihat
increases water in the intestine thereby
promoting bowel movement. ‘

(i} Stimulant laxative. An agent that

. promotes bowel movement by one or

more direct actions on the infestine.
-{j) Stool softener laxative. An-agent -

that penetrates and softens the stool

thereby promoting bowel movement.
(k) Bowel cleansing sysiem. A

i ~ laxative drug product containing several

different laxative ingredients for
sequential administration at specified
time iritervals, for use in cleansing the
bowel prior to surgery, colon x-ray, or
endoscopic exmination.

Subpart B—Active Ingredients

§ 334,10 - Bulk-forming laxative actlve
ingredients. :

The activé ingredient of the product
consists of any of the following when
used within the dosage limits .

‘established for each ingredient in

§ 33a.52(d):
{a] Bran.
{b) Cellulose (semlsynthetm)

ingredients.

(1) Methylecellulose,
(2) Sodium carhoxymeﬂlylcelhﬂose
{c) Karaya. ‘
{d}. Malt soup extract. .
{e} Polycarbophil.

- {f} Psylliium Ingredients. -
{1) Plantago ovata husks.
{2) Plantago geed.
(3} Psyllium (hemiceliulose).
(4) Psyllium hydrophyllic mucilloid,
(5) Psyllium seed. .
{6) Psyllium seed (blond)}.
{7) Psyilium seed husks.

§334.12 Hyperosmolic taxative aclive
ingredients, :

The active mgremenl of the product
consists of any of the following when
used within the dosage limits
astablished for each mgrechent in
§ 334.54(d):

{a) Glycerin,

(b) Sorbitol.

§334.14 Lubrlcant laxziive active
ingredients.

The active ingredient of the product
consists of mineral 0i] when used within
the dosage limit established in
§ 334.58(d). .

§ 334,16 - Saline Jaxative active Ingred!em

The active ingredient of the product
consists of any of the following when

- used within the dosage limits

esta_bl;shed f_or each ingredient-in

" {c) Magnesium sulfate. o

{d) Sodium phosphate/sodium
biphdsphate marketed as a solutum.

{e) Sodium phosphate. .

£ Sodmm biphosphate

§334. 18 summam Iaxstlve lcﬁvo
Iingredients. . .
. The active ingredient of the product

- “gonsists of any of the following when

used within the dosage limits -

- established for each ingredient in

§ 334.60 £d):
- {a} Aloce.
. {b) Bisacodyl.
{c} Cascara sagrada mgredlents.
{1) Casanthranol..
{2) Cascara fhiidextract, aromatic.
{3) Cascara sagrade bark.

{4) Cascara sagrada extract. N

" {5) Cascara sagrada fluidextract

{djCastorail. - )

{e) Danthron.

{f) Dehydrocholic acid.
- {g) Phenolphthalein.

¢h) Sennogides A and B from any of

thi following sources: senna leaf
powder, senna fluidextract, senna fruit
extract, senna syrup, senna pod
concentrate, or sennosides AandB
crystalline.

§334.20 ‘Stool softener iaxathre active
ingredients [Reserved].

§334.22 Carbon dioxidmleasing

_ laxatives,

“The active ingredient of the product
consists of the following when used

. within the dosage limits established in -

§ 334.84(d): .
" {a) Carbon dloxxde releaged from
combinied sodium biphosphate
anhydrous, sedivm actd pyrophosphate,
and sodium bicarbonate. -

{b) Carbon dioxide released from

-, gombined sodium bicarbonate and

potassium bltartrate.
§334.30 Pemﬂted comblnaﬂnm of active
laxative ingredients. ’

The active laxative méred:ents of the
product congisis of a combination of -

- ingredients listed below provided the

combination meets the laxative criteria
estabhshed in§ 334,31

{a) The following bulk laxative
ingredients may be combined provided
the combination is labeleci according to
§ 334.52: '

{1) Malt soup extract identified in

4§ 334,10{d) and psyilium seed (blond}

identified in § $34.10(f){86). -
{2} Malt soup extract identified in
§ 334.20(d) and psyllium seed lmsks

- ldentified in-§ 334. 10[3[7}

(31 Met

{a) Magnesium citrate.

12Vt

- ¥ 334 10{b)(1) and plantago ovata husks .

i lubrxcatgs the contents of the intestinal {b] Magnesium hydraxide.

e

“identifed in § 332 TOANT).
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[b} The folluwmg bulk laxative
gredient may. be combined with the
.ollowing lubricant laxative ingredient -
provided the combination is labeled
- according to §§ 334.52.. and 334.56:
Psyllium seed identified in § 334.10(f}(5)
and mineral oil identified in § 334.14.

{c) The following bulk laxative
ingredients may be combined with the
following stimuiant laxative ingredients
provided the combination is labeled -
according to §§ 834.52 and 334.60; .

(1) Psyllium (hemiceliulose] identified
in § 334. 10(1][3] and sermosides A and B
identified in.§ 334.18(h).

(2) Pgyllium seed (blond} 1dentzfied in
§ 834.10(f}(8) and casanthrancl
identified in § 334.18(c){1).

[d) Reserved]

(¢} the following lubricant laxative
ingredient may be combined with the -
following stimulant laxative ingredients
provided the combination ig labeled
according to §§ 334.56 and 334.60; .

{1} Mineral oil identified in § 33424
and casanthranol 1dent1ﬁed in
$93818(c)[1). :

{2) Mineral ofl identified in § 33414
and cascara sagradaextract 1dent1ﬁed in
§ 334.18(c)(4).

(3) Mineral ofl identified in § 334. 14
and cascara sagrada fluidextract
identified in § 334.18{c)(5].

. (4) Mineral oil identified in § 334.14

ad phenalphthalein identified in
4 334.18(g). 7

(f) The following lubricant laxative
ingredient may be combined with the
following saline laxative ingredient
provided the combination is labeled
according to §§ 334.56 and 334.58:
Mineral oil identified in § 33414 and -
magnesium hydroxide identified in

. § 934.18(b),

(g) The following saline laxative .
ingredient may be combined with the
following stimulant laxative ingredient
provided the combination islabeled .
according to §$§ 334.58 and 334.60:
Magnesium hydroxide Jdentxfied in
§ 334.18(c){4). -

- (h) The following stimulant laxative
ingredients may be combined provided
they are labeled according toi § 334.80;

. 13 Alos identified in § 334.18[a) and -
.casanthranol identified in § 334.18(c}{1).

(2} Cascara sagrada extract identified
in § 334.18({:][4] and phenolphthalein
identified in § 334.18(g).

§334.31 Laxative. _
- -[a)The-sum-of the precentages-of the -
effective dosage range (EDR) as
determined in paragraph {b} of this .
section for each active. mgredient in the

combinations permitted in § 334. 30 shall
nat ercent,

L max d—EDR (min) - -

-7 : 100=% EDR of each ingredient where:! - -

" 'EDR (max}=EDR {min) ’

{1) L maX d is the labeled maximum
daily dosage of the ingredient which
must be within the effective daily
dosage range for the ingredient
established in §§ 834.52, 334.54, 334.56,
334.58, 334.60, or 334.82.

(2). EDR {min} is the effective daily

dosage range (minimum) and EDR {max}

is the effective daily dosage range
{maximum) for the active ingredient
established in §§ 334.52, 334.54, 334.56,
334,58, 334.60, or 334.62.

§334.32 Bowel cleansing systems.

{a) A kit containing the following 3
laxative drug products for sequential
administration as specified in
$-334.66(d)(5): magnesium citrate .
identified in § 334.16(a) and bisacodyl
identified in § 334.18{b}in both an oral
dosage form and a supposxtory dosage
" form.

{b)-A kit containing the followirg 3
laxative drug products for sequential -
administration as speciﬁed in
§ 334.66({d](6): magnesium citrate
identified in § 334.16(a), phenolphthalein
identified in § 334.18(g} in an oral
dosage form, and carbon dioxide-.
releasing suppositories’ xdentafied in
- § 334.22(h). -

Subpart C—Labeling

§ 334,50 Labeling of faxative drug
products.

In addition to the labeling described’
in §§ 334.52, 334.54, 334.56, 334.58,
834.60, 334.62, and 334.84, the labeling of
laxative drug products contains the
following statements unless othermse
specified.

{a) Indications. The labeling of the
product contains a statement of the
indications under the heading
“Indications™ that is limited to the
phrasé "“For relief of occasional
constipation” [which may be followed
by “(irregularity}.”]

(b) Warnings. The labeling of the

" product contains the foHowing
- information under the heading
) “Wammgs * i applicable, the wammgs

-in-this section may be combined with -
the warnings in-§§ 334.58 and 334.60 to

eliminate duplicative words or phrases

so the pesulting warning is clear and
understandable.
{11"Do

exceed 160.p
.[b) The method used for detemum.ng

ingredieﬁt is as followe:

when abdommal pam. nausea, or

(2) "¥ you havé noticed a sudden
change in bowel habits that persists.
over a period of 2 weeks, consult a
doctor before using a laxative.”

{3) “Laxative products should not be
used for a period longer than 1 week
unless directed by a doctor.”

{4] “Rectal bleeding or failure to have

_a bowel meovement after use of a

laxative may indicate a serious

" condition. Discontinue use and cunsult

your doctor.”

(5) For pmducts containing more than
5 mz]lzequ: valents (115 milligrams)
sodium in the maximum recommended ' .

 daily dose, “Do not use this preduct if

you are on a low salt diet unless
directed by a docter.™

[B] For products containing more tlum
25 Im!bequz valents (875 milligrams}
potassium in the moximum. .
recommended daily.dose. * D'o not use

" this product if you have kidney diseass

unless directed by a doctor.”

{7) For products cortaining more than
50 mil]iequi valents [600 milligrams}
maghnesium in the.maximum
recommended daily dose. *Do not use
this produet if you have kidney disease
unless directed by a doctor.” '

(8) A produet containing more than 1
milliequivalent (23 milligrams) sodiam
per maximum daily dose shallbe -
labeled as to the sodmm conient per -
dosage unit.

(¢) Directions. The labeling of the
product contains the appropriate
directions identified in §§ 334.52, 334.54, -
334.56, 334.58, 334.60, 334.62, 334.64, and
334.66 under the heading *Directiens”
followed by “or as directedbya -

- doctor.”

. {d) The word physmiau may be
substituted for the word “docter” in any

- of the labeling statements in this
" subpart.

§334.52 Labeling of bulk-forming laxative
drug prodects.

{2) Statement of identity. The labeling

" of the product containing any ingredient

‘identified in § 334.10 includes the

--established name-of the drug, if any, and

identifies the product as a “bulk-formmg
laxative.”

(b) Indmatzons—--ather required
stotement. In addmon to the indication

contams a statement under the headmg

*Wuﬁx‘l‘g are present unless directed by

a doctor,”

“Indications™ that Is [imited to the
phrase: “This product generally



‘iw mentlﬁe&the -productas

2154 .- - Federal Register / Val. 50, No. 10  Tuesday, January 15, 1985 / Proposed VRuIeé

produces bowel movement m 12 to 72
hours.”

. [¢) Warnings. The labeimg of the
product contains the applicable

.warnings identified in § 334 S0fh) under

the heading “Warnings.”

(d) Directions. The labelmg of the
product contains the follo :
information under the heading

. “"Directions.”

{1} For products cantammg any
ingredient fdentified in § 334.10. *Drink
a full g]ass (8 ounces) of liquid with each
dose.”

(2) For products containing bran
identified in § 334.10{a). Adults and
children 12 years of age and over: oral
dosage is 6 to 14 grams. There is no
maximum ddily dose. Children under 12
years of age: consult a doctor.

" {8) For products containing
methylcellulose and sodjumn

" carboxymethylcellulose zdentfﬁed in .
. §334.70fb) (1} and (2). Adulis and

children 12 years of age and over: oral
dosage is 4 to 6 grams in @ single daily
dose. Children 6 to under 12 years of
age: cral dosage is 1to 1.5 grams in &
single daily dose. Children under & years
of age: consult a doctor.-

(4} For products containing karaya
Identified in § 334.10(c}. Adulis and
children 12 years of age and over: oral
dosage is 5 to 10 grams in a single daily
dose. Children under 12 years of age: -
consult & doctor,

{5} For products containing malt soup

extract identified in § 334.10(d). Adults
and children 2 years of agé and-over:
oral dosage is 12 to 64 grams in a single
daily dose. Children under 2 years of

“aget consult 'a doctor.

(6) For products containing
polycarbophil identified in § 334.10{s).

Adults and children 12 years of age and

over: oral.dosage is 4 to 6 grama in'a -
single daily dase, Children 6 to under 12

- years of age: oral dosage is 1.5 to 3
* grams in a single daily dose. Children 2
to under 8 years of ege: oral dosageia 1 -

to 1.5 grams in a single daily dose.
Children under 2 years of age: consult a
doctor. :

{7) For products containing any
psyliium ingredient identified in
§ 334.16{f). Adults and children 12 years
of age and over: oral dosage is 2.5 to 30
grams in & single daily dose. Children 8
to under 12 years of age: 1.25 to'15 grams
in a single daily dose. Children under 8
years of age: consult a doctor,

7 § 334,54 Labeling of hyperosmotic

laxative drug products.
{a} Statement of identity. The labeling
of the product containing any ingredient

(b} Indications—Other reguired
statement. In addition to the indication
identified in-§ 334.50(x), the product also
containg a statement under the heading .

““Indications” that is limited to the

phrase: “This product generally

) produces bowel movement in % to1

hour.”
{c} Warnings. In addition to the -

- warnings identified in § 334.50{b), the

labeling of the product contains the
following statement under the heading
“Warnings.”

{1) For products containing g]ycerm

7 identified in § 334.12(q). "May cause

rectal dlscomfort or a burning
sensation.”

{2} For products coniaining glycerin or
sorbitol idertified in § 334.12 {a) and (b),
“Far rectal use only.”

{d)} Directions. The }abeling of the
product contains the following -
information under the headmg
“Directions.” - ]

(1) For products containing glycerin-
identified in § 334.12(a)—(i} Rectal
suppositery dosage. Adults and children

- 6 years of age and over: rectal

suppository dosage is 2 to 3 grams -
clycerin in a single daily dose. Children
2 to under 6 years of age: rectal .
suppository dosage is 1 to 1.7 grams
glycerin in a single daily dose: Children
under 2 years of age: consult a doctor.

(i) Rectal enema dosage. Adelts and
children § years of age and over: rectal
enema dosage is 5 to 15 milliliters of an
80 percent volume;/volome solution in &
single daily dose. Children 2 to under &
years of age: recial enems dosage is 2ta
5 milliliters as an 80 percent volume/
volume sclution in a single daily dose.
Children under 2 years of age: consulta
doctor.

{2) For pmduars containing sorbitol

‘identifiod-in § 334.12(b). Aduits and

children 12 years of age and over: rectal
enema dosage is 120 milliliters as a 25 to
30 percent weight/volume aclution in &
single daily dose. Children 2 to under 12
years of ager rectal enema dosage is 30
te 60 milliliters as a 25 to 30 percent
weight/volume solution in a single daily
dose. Children under 2 years of age:
consult a doctor,

§3534.58 Labeling of lubricant laxative
drug products. . B}

{8) Statement of identity. The labeling
of the product containing any ingredient
identified in § 334.14 includes the

established name of the dmg, if any, and’

identifies the product as a “lnbricant
laxative.”

(b} In dzcatmns—-Otber mquired
statements.

identified in § 33ﬂ_n51udema_~.—m%%mniemmwmmennnen

. established name of the drug. if any,and .

M7 a statement under the heading -

.in'§'334.50(), the product also gontai

“Indications” that is hmited ta the
following: |
{1) Oral dosage forms. "I‘I'ns product-

" generally produces bowel movement in
"8 to'8 hours.”

-{2) Rectal dosage forms. “This product
generally produces bowel movement in
2 to 15 minutes.”

(c} Warnings. In addition to the
warnings ideatified in § 334.50(h), the
labeling of products containing mineral
il identified in § 334.14(a)} for ora! use
containg the following statements undar
the heading "Warnings.” .

{1) “Po not administer to children
under 8 years of age, to pregnant
womez, to bedridden patients, or to
persons with difficulty swallowing.”

{2} “As with any drug, if you are
nursing a baby, seek the advice of &
health professional before using this

" -product.”

(8) "Drug interaction precautzon' Do
not take this product if you are presently

* taking a stool softener laxative.”

{4) “Do not take with meals.” -

(5) The warnings in paragraph (c){1)
and {2) of this section supersede the
general warning required in § 201.83..

{(a) Directions. The labeling of ’
products containing mineral oil
identified in § 334,14 contains the

*. following information under the heeding

*Directions.”
{1) Oral dosage, Adulls and children, -
over 12 years . of age: oral dosage is a

‘minimum single dose of 15 milliliters to

a maximum daily dose of 45 milliliters,
Children 6 to under 12 years-of age: oral

.dosage-is a minimum single dose of 5
- milliliters to 8 maximurn daily dose of 13
. milliliters, The dose may be taken as a

single daily dose or in divided doses.
Children under 8 years of age: consult a
dactor.

{2} Bectal enema dosage Adults and
children over 12 yeers of age and over:
rectal enema dosage is 120 milliliters in
a single daily dose. Children 2 to under

~12 years of age: rectal enema-dosage is

60 milliliters in a single daily dose.
Children under 2 years of age. consuli a
doctoz,

§ 334.58 . Labeling of saline laxative drug
products.

- (#) Statement of identity, The labeling

“of the product containing any ingredient
. identified in § 334.15 inciudes the
_.established name of the drug, if any, and

identifies the product as a “saline
laxative.”
{b} Indications—QOther required

. statements. In eddition to the indication

identified in § 334.50{a), the product al;

contams a statement under the headmg

following:
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(1) Oral dosage forms. “This product
erally produces bowel movement in.
10 6 homrs.”. - .

(2} Rectal dosage forms “This product
generally produces bowel movement in
2 to 15 minutes.”

(<) Warnings, In addition to the
warnjngs identified in § 334.50(b), the
labeling of the product contains the
following statements under the headmg
llwa

{1} For pma’uc-ts containing
magnesium citrate identified in
§334.16{c) when formulated in oral
solution. "Store at temperatures
between 46 and 88 °F (8 and 30 °C).”

(2} For products containing
phosphates identified in § 834.16 (d}, {e},
or {fJ (i} “Do not use this product if you
have kidney disease unless directed by
a doctor.”

(i) Ora! dosage forms. “Do not give to
children under 5 years of age unless
directed by a doctor.”

(iti) Aecta! dosage forms. “Do not gzve

- to children under 2 years of age unless

directed by a docter.”

[d) Directions. The labeling of the
product contains the following
information under the headmg
“Directions.”

(1} Oral dosege forms. ‘Drink a full
glass 8 mmces} of Yiguid with each

o,

A For products con tammg

-aghesium citrate identified in
§ 334.16fa), Adulis and children 12 years
‘of age and over: oral dosage is 11 to 25
grams, Children 8 to under 12 years of
age: oral dosage is 5.5 to 125 grams.
Children 2 to under 6 years of age: oral
dosage is 2.7 to 6.25 grams. The dose
may be taken as a single daily dose or in
divided doses. Children under 2 years of
age: consult a doctor.

(8} For products containing

-magnesium hydroxide identified in ]
§ 334.26(b). Adulis and chiidren 12 years

of.age and over: oral dossge is 2.4 to 4.8
grams. Children 6 to under 12 years of
age: oral dosage is 1.2 to 2.4 grams.
Children 2 to under 6 years of age: oral
dosage is 0.4 to 1.2 grams. The duse may
be taken as a single daily dose or'in
divided doses. Chiidren under 2 years of
age: consult a docior,
{4) For produets containing

magnesium sueifate identified in
§ 334.16{c). Adulis and children 12 years
of age and over: oral dosage is 10 to 30
grams. Children 6 to under 12 ysars of
age: oral dosage is 5 to 10.grama. -
Children 2 to under 6 years of age: oral
dosage is 2.5 to 5 grgms. The dose ‘may
be taken as a single daily dose or in
divided doses. Children under 2  years of

%e: consult a doctor.

Identified In § 334.16{d} mafketed asa

. solution—i) Oral dosage. Adults and

children 12 years of age and over: oral

“dosage is sedium -phosphate 842 ta 756

grams, and Sodiuvm biphosphate 8.1 to

.20.2 grams in a single daily doge.

Children 10 to under 12 years of age:

- oral dosage is sodium phoaphate 1.71 to

3.78 grams and sedium biphosphate 4.5
to 10.1 grams in a single daily dose. |
Children 5 to under 20 years of age: oral
dosage is sodium phosphate 0.85 10 1.89
grams and sodium biphosphate 2.2 te
5.05 granis in a single daily dose.
Children under 5 years of age: consult a
doctor. .

{ii} Rectal enema dosage. Adulis and
children 12 years of age and over:

enema dosage is sodium phosphate 6.8 .
. to 7.56 grams and sodium bipkosphate

18.24 to 20.16 grams in a single daily
dose. Children 2 to under 12 years of
age: enema dosage is sodium phosphate
3.42 to 3.78 grams and sodium
biphosphate 9.12 to 10.08 grams in a
single daily dose. Children under 2 years
of age: consult a doctor.

{8) For products containing sodium
phosphate identified in § 334.16(€).
Aduits and children 12 yeers of age and
over: oral dosage is 3.42 to 7.58 grams in
a single daily dose. Children 10 to under
12 years of age: oral dosage is 1.71 to
3.78 grams in a single daily dose.
Children 5 to under 10 years of age: oral
dosage is 0.86 to 1.89 grams in a single
daily dose. Children under 5 years of
age: consult a doctor.

(7} For products containing sodium
biphosphate identified in § 334.26(f).
Adults and children 12 years of age and
over: oral dosage is 4.5 to 20.2 grams in &

. single daily dose. Children 10 to under

12 years of age: oral dosage is 2.25 o

- 10.1 grams in a singlé daily dose.
Children 5 to under 10 years of age: oral -

dosage is 1.12 to 5.05 grams in a single
daily dose. Children under 5 years of
age: consult a doctor.

§ 334,60 Labeling of stimulant laxatlve
drug producis,

(a) Statement of identity. The labeling.
of the product containing any ingredient

- identified in § 334.18 includes the
‘estahlished name of the drug. if any, and
- identifies the product as a stlmulant

laxative.”
(b) Indica trons—-Other required -

- gtatement. by addition to the indidation
" identified in § 334.50(a), the product also

contains a statement under the heading
“Indications™ that is limited to the
following:

or qumnmg soda i

generally produces bowel mov

WMM 612 hours,

: WW
{)-Oral desage forms—This produc {2] For products containing bisacody!l
W

{2)-Rectal dosage forms. “Tlus product
generally preduces bowel movement in
%4 t0 1 hour.™

{(3) For products cantammg
sennosides A and B In the dosage
specified in § 334.60{d}{13}. The product
should contain the following statement
under the heading "Indications” instead
of the statemerits required in :
£§ 334.50{a) and 334.60(b) {1} and (2):
“For use as part of a bowel cleansing
regimen in prepanng patienis for surgery
or for preparing the colon for x-ray or
endoscopic exsmination,”

(3] Wammgs In addition to the
warnings identified in § 334.50(b), the
labeling of the product contains the
following statements under the heading
“Warnings.”

(1) For preducts containing bisacody!
identified in § 334.18(b). “'Store at
temperatures not above 86°'F (30° C}.”

{i) Enteric-coated tablet dosage forms.
{a) "Do not chew tablets.”

{#) "Do not give to children under E
years of age, or lo persong who cannot
swallow without chewmg unIess
directed by a doctor.”

(¢) "Do not take this product within 1
hour after taking an antacid or milk.”

(d} “This product may canse

' abdom.lnal discomfort, faintness, and

cramps.”

- (i) Recia suppository dosage forms. |
*This product may cause abdominal
discomfort, fam!:nesa, rectal barning,
and mild cramps.”

(2} For products con tammg
phenolphthalein identified in § 334.18(g).
“If skin rash appears, do not use this
preduct or any other preparation
containing phenolphthalein.”

{3) For products containing
sennosides A and B in the dosage
specified in §.334.60{d){13). The product
should contain the following statement
under the heading "Warmngs instead
of the statements required in § 334.50(b}:
“Do net use this product unless directed

by a doctor.”

 {d) Directions, The labeling of the
product contains the following
information under the headmg
“Directions.”

(1) For pmdacts canzagm@ aloe
Identified in § 334.18(a}. Adults and
children over 15 years of age: oral
dosage is 120 to 250 milligrams in a :
single datly dose. Children 8 to under 15
years of age: oral dosage is- 80 to-120

" milligrams in a single daily dose,

Children 8 to under B years of age: oral

.dosage is 40 to 80 milligrams in a single

daily dose. Childten under 6 years of

dosgge. Adults and children 12 years of



-~ years of age: consulta dector.
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age and over: oral dosageis 5 to 15
milligrams in: a single daily dose.
Children 8 to under 12 years of age: oral
dosage is 5 milligrams in & single daily
 dose, Children under 8 years of age:

consult a doctor, ’

{ii) Rectal sappository dosage. Adilts
and children 12 years of age and over:
rectal suppository dosage is 10
milligrams in a single daily dose.
Children 8 to under 12 years of age:
rectal suppository dose is 5 milligrams
in a single daily dose. Children under &
years of age: consult a doctor,

(8) For products conteining

casanthranol identified in § 334.18{cJ{1).

Adults and children 12 years of age and
over: oral dosage is 30 to 90 milligrams
in a single daily dose. Children 2 to
under 12 years of age: oral dosage is 15
to 45 milligrams in.a single daily dose,
Children under 2 years of age: consulta
dogtor.

_ (4) For products containing aromatic
cascara fluidextract identified in
§ 334.18{c)(2] Adults and children 12
years of age and.over: oral dosage is 2 to
6 milliliters in a single daily dose.
Children 2 to under 12 years of age; oral

. dosage is 1 to 3 milliliters in a single

daily dose. Children under 2 years of
age: consulf a doctor,

{5) For products containing cascara
sagrada bark identified in § 334.28{c)f3).
Adults and children 12 years-of age and
over: ora! desage is 300 to 1000 -
milligrams in a single daily dose.
Children 2 to under 12 years.of age: orai
dosage is 150 to 500 mitligrams in a

.+ single daily dose. Children under 2 years

of age: consuli a dector.

(8) For products containing cascara
sagrada extract identified in .
§ 334.28(cjf4). Adults and children 12
years of age and over: dosage is 200
to 400 milligrams in a single daily dose.
Children 2 fo under 12 years o{age: oral
dosage is 100 to 200 milligrams in a :
single daily dose. Children under 2 years
of age: consult a doctor.

{7) Por preducts containing cescara
sagrada fluidextract identified in -~
§ 332.18(c)(5). Adulis and children 12
years of age and over: oral dosage is 0.5
to 1.6 milliliters in a single daily dose.
Children 2 to under 12 years of age: oral
dosage is 0.2Z5 to 0.75 milligrams in a

single daily dose. Children under 2 years

of age: consult a doctor.

(8) For pmducts containirng. casfar ail
identified in § 334.18{d). Adults and
childrer 12years of age and over: oral
dosage is 15 1o 60 xmlhhters in & single
datly dose. Childrer 2 o under 12 years
of age: oral dosage is 5 to 15 milliliters in
a single daily dose. Children under 2

{9) For ;mdacts centaining danthron
Tt} ifie

children 12 years of age and over: oral
dosage is 75 to 150 milligrams ir a single
daily dose, Children ynder 12 years of
age: ‘congult a dogtar.

{10} For products containing
dehydrocheliic acid identified in
§ 334.28(f}, Adults and children 12 years

of age and over: oral dosage is 250 to 500 |

milligrams three times a day, not to
exceed 1503 milligrams in 24 hours.
Children under 12 years of age: consult a
doctor.

{11} For products confaining
phenolphthalein identified in § 394.18(g).
Adulis and children 12 years of age and

over: oral dosage is 30 to 270 milligrams

datly in a single or divided daily dose.
Children & to under 12 years of age: oral
dosage is 30 to 60 milligrams in a single
or divided daily dose. Children 2 to
under 6 years of age: oral dosage is 15 to
30 milligrams in a single or divided daily
dose. Children under 2 years of age:

. cortsult a doctor.

{12) For products containing
sennosides A and B identiffed in
§ 334,18(h)—{i) Oral dogage. Adults and
children 12 years of age and over:-oral
dosage is 12 to 50 milligrams once or-
twice daily. Children & to under 12 years
of age: oral dosage is 6 to 25 milligrams
otice of twice daily. Children 2 to under
6 yeare of age: oral dosapge i8 3 to 12.5
mitligrams once or twice daily. Children

~ under 2 years of age: consuit & docior,

{ii}. Rectal suppository dosage. Adults
and children 12 years of age and over: -
rectal suppository dosage is 30
milligrams once or twice daily. Children
under 12 years of age: consult & doctor.

(13} For products containing
sennosides A and B fdentified in
§ 334.18(h} and labeled for use only as
specified in paragraphs (b)(3} and {c}(3)
of the section. Aduits and children 12
years of age and over: oral doszage is 160
milligrams in a gingle daily dose.
Children under 12 years of age: consult a
doctor.

| §344.82 Labeling of stool softener

jaxative drug products.
{e) Statement of identity. The labeling

of the product containing any ingredient

identified in § 334.20 includes the

established name of the drug, if eny, and -

identifies the product as a “stool”
goftener laxative.”

{b) Indications—Other required

- statements: In additientothe indication . - -

identified in § 334.50(a}, the product also
containg a statement under the heading

“Indications” that is limited to the

following:

Er

¢
generally produces bawel movement in

nﬁ 33418fe) Adultsand— 121072 h

{2) Rectaf dosage forms, “This prc:u-i
generaﬂy pmduces bowel movemeiit
2 10 15 minutes.” "

{c} Warnings. [Reserved]

(d) Diractions. [Reserved]
§ 33484 Labeling of carbon dioxide-
releasing laxative drug producls,.

{a} Statement of identity. The labeling
of the produc! containing any ingredient
identified in § 334.22 includes the

. established name of the drug, if any, and

identifies the product as a “laxative.”

{b} Indications—Other required
statement. In addition {o the indication
identified in § 334.50(a), the product also
contains a statement under the heading
“Indications™ that is limited to the
phrase: “This product generally
produces bowel movement in 5 to 30
minutes.”. .

{c) W/amings In addition to the
warnings identified in § 334.50(b), the
product also contains the following
information under the heading
“Warnings.”

(1} “For rectal use only.”
" {2} "Do not lubricate with mineral oil
or petrolatum prior to rectal insertion.”
(d) Directions. The labeling of the
product comtains the following
information under the heading
“Directions.”

(1} For products containing the carb.

- dioxide-releasing ingredients identified

in § 334.22{a). Adulis and children 12
years of age and over: rectal dosage is
one suppository containing 1.2 to 1.5
grams of sodium biphosphate
anhydrous, 0,04 to 0,05 gram of sodium
acid pyrophosphate and 1 to 1.5 grams
of sodium bicarbonate in a single dafly-
dose. Children under 12 years of age:
consguit a doetor.

(2) For products containing the cerhon
dzox:de—releasmg ingredients identified
in § 334.22(b). Adults ard children 12
years of age and over; rectal dosage is .
one suppository containing 0.6 gram of
sodium bicarbonate and 0.9 gram of
potassium bitartrate in a single daily
dose. Children under 12 years of age:
consult a dogtor.

{8) For products containing the carbon
dioxide-releasing ingredients identified
in § 334.22(a} end fb). *Molisten
suppository by placing it under a water
tap for 30 seconds or in A cup of water
for at 1eas! 10 seconds before insertion.”

§334.66 Labeliugofhmdﬂemmg

“systems identified in § 334.32.

(2} Statement of identity. The labeling
of the product contnmmghthe bewel
tified in

§ 334.32(a) and (b) contains the .



F'_é(_ieral Registei'.[ Vol.. B0, No. 19 [/ Tuesday, .Ianuarj 15, 1985 [ Proposed Rules

2157

and identifes the product as a "bowetl
" cleansing system,”
* (b Indications. ‘The labeling of the
roduct contains a statement of the
indication under the heading
- ¥Indications” that is limited to the
phrase: “For use as part of a bowel

cleansing vegimen in preparing patients -

for surgery or for preparing the colon for
x-ray or endoscopic examination.”

(c)] Warnings, The labeling of the
prodect contains the following
statements instead of the warnings in
§ 334.50(b) under the heading
“Warmnings': “Da not use this prodact
unless directed by a doctor.”

(1) For products contfaining the bowe/
cleansing system identified in
‘§ 334.32(a}. The labeling of the product
also contains the warnings identified in
§§ 334.50(b) (5), (6}, (7). and {B); .
334.58(c); and 334.60(c) as applicable.

(2} For products confoining the bowel
cleansing system identified in
§ 334.32(b}. The labeling of the product

~ also containg the warnings identified in
§§ 334.50{b} (5). (8); (7}, and [B);
334 58(c); 334.60{c); and 334.64(c] as
applicable. ‘ :

{d} Directions. The labeling of the
product contains the following
information under the herding
“Directions.” :

{1} *Open and read the enclosed
directions and labels at least 24 hours in
idvance of examination.” .

- {2) “Follow each step and complete all

- instructiods or the entire x-ray or’ ‘
endoscopic examination may have to be
repeated.”

(3) Package Insert. The Tollowing

- wnformation may be in the form of a
package insert. (i} The manufacturer
should include a detailed deseription of
the diet to be followed as part of the:
bowel cleansing regimen, i.e. a clear
liquid diet, tagether with a commentary
on the importance of these dietary

. restrictions.

" (i) The manufecturer showld include &
detailed set of instructions for the intake
of ai least 40 ounces of clear fluid

_ including black coffee, plain tea,

* shrdined fruit juice, soft drinks, or water,
but not milk or cream, during the course
of the bowel cleansing regimen, This

- ghall include commentary on the
. importance of & high fluid intake to the -
success of the bowel cleansing regimen.

[iti} Detailed directions should be

" provided specifying the following
dosages, time intervals, routes of
adminisiration, and sequence for the

- administration of the individual single =

* “enifity laxative products included in the
bowel cleansing system. This may

_ specify exact times of day for~
administration of each laxative to insure

)‘."m

) "Wﬂmings."

‘ ' ipi) : (6) For products containing .
proper time intervals and should be—— —Jdentified in § 334.20]c). (i) “Rare ca identified in § 334.18{c)1).
— - e l : ’

integrated with instructions regarding

dietdry restrictions and fluid intake to
provide a detailed set of directions for
the complete bowe! cleansing regimen.

[a} For the bowel cleansing system
identified in § 334.32{a). Twenty five
grams magnesium citrate in oral _
solution; 15 to 20 milligrams bisacody}
administered orally 2 hours after
admizistration of magnesium citrate in
oral solution; 10 milligrams of bisacody!
administered by suppository 9 hours
after the administration of the oral -
bisacodyl and atleast 2 hours before the
scheduled examination or x-ray.

(B} For the bowe! cleansing system
identified in § 334.52(b). Twenty five
grams of magnesium citrate in oral
solution; 270 milligrams phenolphthalein
administered orally 2% hours after
adminjatration of the magnesium cifrate
in oral solution; 1 carbon dioxide-
releasing suppository of the type

- identified in § 334.22(b} administered 7 ’

hours after administration of the
phenolphthalein; 1 carbon dioxide®
releasing suppository of the type

~ jcentified in § 334.22(b) administered §

hours after the first suppository and ai
least 2 hours before the scheduled
examination or X-ray.

$334.80 Professional labeling.

Tha labeling-of the product prc;vf ded .
1o health professicnals {but not to the

-general public] contains the following

information in addition to the labeling
identified in §§ 334.50, 334.52, 334.54,
334.56, 334.58 and 334.60.

{a) Indications.—{1) For products
contalning mineral oil identified in
§ 334.14. "For preparing the colon for x-
ray of endoscapic examination.”

{2) For products containing
magnesium citrate in aral solution

" identified in § 554.16(a), sodium

phosphate/sodivm biphasphate
identified in § 334.16{d), or bisecodyl
identified in § 334.28(b). “For use as part
of a bowel cleansing regimen in -
preparing the patient for surgery or for
preparing the colon for x-ray endoscopic

"examination.”

(3) For products containing castor oil
identified in § 334.834.18{d). "For
preparing the colon for x-ray or
endoscopic exarhination.”

{4} For produets containing bisacody!
-identified in § 334.18(b). “For use as a

laxative in postoperative care, -
antepartum care, postparturm care, and
in preparation for delivery”

(b] Warnings. The labeling of the
product contains the following
inforraation wnder the heading

{1) For produ

I

of allergic reactions and urticaria -

. caused by karaya have been reported.”

{ii) “Inadequate fluid intake may
canse obstructions of the large bowel.”
(2] For products containing sodivm
biphosphate or sodfum phosphaie
identified in § 334.16 {d}, {e}. and {f}. "De
not use in patients with megacolon, as
hypernatremic dehydration mway ocour,
Use with cavtion in patitnts with
impaired renal functions.” -

{3} For products containing mineral
oif identified in § 334.14. “Side effecls
with the proper use of mineral oil are

. few. However, laxation, anal leakage,

and dermatologic reactions ray ocour.
with chronic use and particularly with
excess dosage. Owing to its property as
a lipid solvent, mineral ol may interfere
with the absorption of provitamin A,
vitamin A, and vitamin D, leading to
impairment of calcium and phosphorus
metabolism. This occurs only under
conditions of chronic usage.
Administration of mineral oil may lower
prothrombin levels, probably secendary
to imparied vitamin K absorption, and
regular use in pregnency may
predigpose to hemorrhagic disease of
the newbaorn. Because of possible
interference with nutrition, minéral oil.
should not be ingested in close ‘

© proximity to meals, These side effects

occur very rarely and then only with
chronic and abusive wse.” ‘

(c) Directions. The labeling of the
prodect may contain the following
additional informetion under the
heading “Directions.” ‘ :

{1) For producis coniaining mail soup
extract identified in § 334.10(3}.
Children under 2 years of age; oral
‘cilesage is 6 to 32 grams in a single daily

o5e. :

(2) For praducts confaining
polvcarbophil tdentified in § 334.10(¢).
Children under 2 years-of age: oral

. dosage is 0.5 to 1 gram in a single daily

dosge. *
(3] For products containing glycerin
identified in § 354.12(a}. Children under

- 2 years of age: (i] fectal suppository
dosage is 1 1o 1.7 grams of glycerin.ina

single daily dose. (ii} rectal enema

dosage is 2 to 5 milliliters of glycerin, as

an 80 percent solution, in a single daily.

dose. . . .
{4) For products containing

maognesivm kydroxide identified in

§ 334.16(b). Children under 2 yearsof.. ..

age: oral dosage i€ 0,035 to 0.043 gram

per kilogram per dose. o

- (5) For products containing bisacedyl

identified in § 334.18(b). Children under

2 years of age: rectal suppogitory dosa

is § milli i i aily dose,

?

e
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Children under 2 years of age: oral
dosage is 7.5 to 22,5 milligrams in a
single daily dose.

(7} For products sontammg arematic
cascara flifdextroct ideéntified in
§ 334.18{c){2}. Children under 2 years of
age: gral dosage is 0.5 to 1.5 milliliters in
a single daily dose.

(8) For products contatning cascara
sagrada bark identified in § 334.18{c)(3).
Children under 2 years of age: oral

dosagem7510250milligrenxsmasingfe‘

daily dose.
{9) For products con tafning cascara
_ sagrada extract identified in
§ 334.18(09(4} Children under 2 years of
age: oral dosage is 50 to 200 milligrams
in a single daily dose, -
(10) For pm&cm containing cascara
. sagrada fluidextract identified in
§ 334.18(c}(5). Children under 2 years of

age: oral dosage is 0.125 t0 0.375
milligram in a single daily dose.

(i1) For pmducts gontaining custor oil
identified in § 334.18fd}. Children under
2 years of age: oral dosageisito5 . -
milliliters in a single datly dose.

Interested persons may, on or before
May 15, 1885, submit to the Dockets
Management Branch (HFA-305), Food
and Drug
Fisbers Lane, Rockville, MD 20857,
written 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 decuments
being published concurrently. Written
comments on the agency’s economic
impact determination may be submitted
on or before May 15, 1985, Three coples
of all comments, objections, and
requests are to be submitted, except that
individuals may submit one copy-
Commentis, objections, and requests are
to be identified with the decket number
found in bracksts in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
Comments, nbjecﬁons, and requests

‘may be seen in the office above between

8 a.m. and 4 pm., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Ragister.
Interested persons, on or before
Jannary 15, 16888, may alse submiit in
writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category L
Written comments on the new data may

" be submitted on or before Marsh 17,
Administration, Rm. 4-62, 5600

1986. These dates are consistent witk
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing and

classifying OTC drugs, published in the

Federal Register of September 29, 1981
(46 FR 47730}. Three copies of all data
and comments o the data are to be
submitted, except that inidividuals may
submit one copy. and all data and
comments are 1o be identified with the
docket number found in brackets in the

| _heading of this document. Data and

comments should be addressed o the
Dockets Management Branch (HFA-305)
(aiddress above). Received data and

- gommenis may also be seen in e office
. above between 9-a.m, and 4 p.m.,

Monday through Friday.

. In establishing a fina! monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on March 17, 1986,
Data submitted after-the cloging of the
administrative record will be reviewed
by the agency only aftera final
monograph is published in the Federal
Register, unless-the Commissioner finds
good cause has been shown that
warrants earlier consideration.

Dated: December 31, 1984,
Frank E. Young,

Commissioner of Food anid Drugs, *

Margaret M. Heclder,

Secretary of Health and Human Services. -
[FR Doc. 85-668 Filed 1-14-85; 8:45 am]
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