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New Mexico
Dean Olson, Director
Management & Program Analysis Division
Department of Finance & Administration
Room 424, State Capitol Building
Santa Fe, New Mexico 87503
Tel, (505) 827-3885
New York
New York State Clearinghouse
Division of the Budget
State Capitol
Albany, New York 12224
Tel. (518) 474-1605
North Carolina
Mrs. Chrys Baggett
Director
Intergovernmental Relations

N.C. Department of Administration, 116 W.

jones Street
Raleigh, North Carolina 27611
Telephone (919) 733-0499

North Dakota
William Robinson
State Single Point of Contact
Office of Intergovernmental Affairs
Office of Management and Budget
14th Floor, State Capitol
Bismarck, North Dakota 58505
Tel. (701) 224-2094

Ohio
Larry Weaver
State Single Point of Contact
State/Federal Funds Coordinator
State Clearinghouse
Office of Budget and Management
30 East Broad Street, 34th Floor
Columbus, Ohio 43266-0411
Tel. (614) 466-0698

Oklahoma
Don Strain
State Single Point of Contact
Oklahoma Department of Commerce
Office of Federal Assistance Management
6601 Broadway Extension
Oklahoma City, Oklahoma 73116
Tel. (405) 843-8770

Oregon
Attn: Delores Streeter
State Single Point of Contact
Intergovernmental Relations Division
State Clearinghouse
155 Cottage Street N.E.
Salem, Oregon 97310
Tel. (503) 373-1998

Pennsylvania
Pennsylvania Intergovernmental Council
P.O. Box 11880
Harrisburg, Pennsylvania 17108
Tel. (717) 783-3700

Rhode Island
Daniel W. Varin
Associate Director
Statewide Planning Program
Department of Administration

Division of Planning
285 Melrose Street
Providence, Rhode Island 02907
Tel. (401) 277-2656
NOTE: Please direct correspondence and
guestions to: Review Coordinator, Office of
Strategic Planning
South Carolina
Danny L. Cromer
tate Single Point of Contact
Grant Services
Office of the Governor
1205 Pendleton Street, Room 477
Columbia, South Carolina 29201
Tel. (803) 734-0435
South Dakota
Susan Comer
State Clearinghouse Coordinator
Office of the Governor
500 East Capitol
Pierre, South Dakota 57501
Tel. (605) 773-3212

Tennessee
Charles Brown
State Single Point of Contact
State Planning Office
500 Charlotte Avenue
309 John Sevier Building
Nashville, Tennessee 37219
Tel. (615) 7411676

Texas
Ralph Boeker, Jr.
Office of Budget and Planning
Office of the Governor
P.O. Box 12428
Austin, Texas 78711
Tel. (512) 463-1778

Utah
Dale Hatch
Director, Office of Planning and Budget
State of Utah
116 State Capitol Building
Salt Lake City, Utah 84114
Tel. (801) 533-5245

Vermont
Bernard D. Johnson
Assistant Director
Office of Policy Research & Coordination
Pavilion Office Building
109 State Street
Montpelier, Vermont 05602
Tel. (802) B28-3326
Virginia
None
Washington
Catherine Townley, Coordinator
Intergovernmental Review Process
Department of Community Development
gth and Columbia Building
Olympia, Washington 98504-4151
Tel. (206) 753-4978

West Virginia
Mr. Fred Cutlip, Director

Community Development Division
Governor's Office of Community and
Industrial Development
Building #86, Room 553
Charleston, West Virginia 25305
Tel. (304) 348-4010
Wisconsin
James R. Klauser, Secretary
Wisconsin Department of Administration
101 South Webster Street, GEF 2
P.O. Box 7864
Madison, Wisconsin 53707-7864
Tel. (808) 266-1741
Note: Please direct correspondence and
question to: Thomas Krauskopf, Federal-
State Relations Coordinator, Wisconsin
Department of Administration
Wyoming
Ann Redman
State Single Point of Contact
Wyoming State Clearinghouse
State Planning Coordinator’s Office
Capitol Building
Cheyenne, Wyoming 82002
Tel. (307) 777-7574
American Samoa
None
Guam
Michael J. Reidy
Director
Bureau of Budget and Management
Research
Office of the Governor
P.O. Box 2950
Agana, Guam 96910
Tel. (671) 472-2285

Northern Mariana Isiands
State Single Point of Contact
Planning and Budget Office
Office of the Governor
Saipan, CM
Northern Mariana Islands 96950

Palau
None

Puerto Rico
Patria Custodio/lsrael Soto Marrero
Chairman/Director
Puerto Rico Planning Board
Minillas Government Center
P.O. Box 41119
San Juan, Puerto Rico 00840-9985
Tel. (809) 727-4444

Virgin Islands
Jose L. George. Director
Office of Management and Budget
No. 32 & 33 Kongens Gade
Charlotte Amalie, V.1. 00802
Tel, (809) 774-0750
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RIN 0905-AA06

Hypophosphatemia and
Hyperphosphatemia Drug Products for
Over-the-Counter Human Use

AGENCY: Food and Drug Administration,
HHS.

AcTION: Final rule.

sumMARY: The Food and Drug
Administration (FDA) is issuing a final
rule establishing that any drug product
labeled for over-the-counter (OTC) use
in treating hypophosphatemia
(abnormally low plasma level of
phosphate in the blood) or
hyperphosphatemia (abnormally high
plasma level of phosphate in the blood)
is not generally recognized as safe and
effective and is misbranded. This final
rule also amends the monograph for
OTC antacid drug products to revise the
ingredient listing for aluminum
phosphate to state that this ingredient is
for use only in combination with other
OTC antacid ingredients, to include
professional labeling for a
hyperphosphatemia claim for products
containing aluminum carbonate, and to
include professional labeling for
additional warnings for aluminum-
containing antacid drug products. FDA
is issuing this final rule after considering
public comments on the agency's
proposed regulation, which was issued
in the form of a tentative final rule, and
all new data and information on
hypophosphatemia and
hyperphosphatemia drug products that
have come to the agency's attention.
This final rule is part of the ongoing
review of OTC drug products conducted
by FDA.

EFFECTIVE DATES: The effective date for
§§ 310.541 and 310.542 is November 12,
1090, and the effective date for §§ 331.11
and 331.80 is May 13, 1991.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301~
205-8000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of December 9, 1980 (45
FR 81154), FDA published, under

£ 330.10(a)(6) (21 CFR 330.10(a)(6)), an
advance notice of proposed rulemaking
that (1) would classify OTC
hypophosphatemia and

hyperphosphatemia drug products as not
generally recognized as safe and
effective and as being misbranded and
(2) would declare these products to be
new drugs within the meaning of section
201(p) of the Federal Food, Drug, and
Cosmetic Act (the act) (21 U.S.C. 321(p))-
The notice was based on the
recommendations of the Advisory
Review Panel on OTC Miscellaneous
Internal Drug Products (Miscellaneous
Internal Panel), which was the advisory
review panel responsible for evaluating
data on the active ingredients in these
drug classes. Interested persons were
invited to submit comments by March 8,
1981. Reply comments in response to
comments filed in the initial comment
period could be submitted by April 8,
1981.

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

The agency's proposed regulation, in
the form of a tentative final rule, for
OTC hypophosphatemia and
hyperphosphatemia drug products was
published in the Federal Register of
January 15, 1985 (50 FR 2160). Interested
persons were invited to file by May 15,
1985, written comments, objections, or
requests for oral hearing before the
Commissioner of Food and Drugs
regarding the proposal. Interested
persons were invited to file comments
on the agency's economic impact
determination by May 15, 1985. New
data could have been submitted until
January 15, 1986, and comments on the
new data until March 17, 1986. Final
agency action occurs with the
publication of this final rule on OTC
hypophosphatemia and
hyperphosphatemia drug products.

As discussed in the advance notice of
proposed rulemaking for OTC
hypophosphatemia and
hyperphosphatemia drug products (45
FR 81154), the agency stated that
conditions excluded from the
monograph (Category II) be eliminated
from OTC drug products effective &
months after the date of publication of a
final order in the Federal Register.
However, in the proposed rule (50 FR
2160), the agency advised that the
effective date of the final rule would be
12 months after the date of publication
in the Federal Register. The agency’s
intent in the proposed rule was that the
12-month effective date was applicable
to the “monograph” conditions in the
document. In this final rule, OTC
hypophosphatemia and

hyperphosphatemia drug products are
not generally recognized as safe and
effective and are misbranded
{nonmonograph conditions). In this same
document, the monograph for OTC
antacid drug products is being amended
to include (1) a revision in the aluminum
phosphate ingredient listing, (2) a
professional labeling claim, and (3)
professional labeling warnings
{monograph conditions). Because of the
nonmonograph and monograph
conditions included in this document,
the agency is establishing dual effective
dates of 6 and 12 months, respectively.
The nonmonograph conditions

(§3 310.541 and 310.542) will be effective
6 months after the date of publication of
the final rule in the Federal Register.
This 6-month effective date is consistent
with other final rules promulgated by
the agency establishing that certain
drugs are not generally recognized as
safe and effective for OTC use (see, e.8.,
21 CFR 310.519 and 310.529). On or after
November 12, 1990, no OTC drug
products for hypophosphatemia or
hyperphosphatemia may be initially
introduced or initially delivered for
introduction into interstate commerce
unless they are the subject of an
approved application under section 505
of the act (21 U.S.C. 355) and 21 CFR
part 314, Further, any OTC drug product
subject to this final rule that is
repackaged or relabeled after the
effective date of this final rule must be
in compliance with the final rule
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce.

The amendment to the monograph for
OTC antacid drug products in this final
rule (§§ 331.11 and 331.80) will be
effective 12 months after the date of
publication in the Federal Register.
Therefore, on or after May 13, 1891, no
OTC drug products that are subject to
the monograph for OTC antacid drug
products and that contain a
nonmonograph condition, i.e., a
condition 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 into interstate
commerce unless they are the subject of
an approved application. Further, any
OTC drug product subject to this
monograph that is 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. Manufacturers are
encouraged to comply voluntarily with
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:ihe monograph at the earliest possible
ate.

The agency recognizes that the Panel
considered the ingredients aluminum
phosphate gel and aluminum carbonate
gel for use in hypophosphatemia and
hyperphosphatemia, respectively. In the
final monograph for OTC antacid drug
products (21 CFR 331.11), these
ingredients are named aluminum
phosphate and aluminum carbonate. In
accordance with the USAN and USP
Dictionary of Drug Names (Ref. 1) and
The United States Pharmacopeia XXII
National Formulary XVII (U.S.P. XXII
N.F. XVII) (Ref. 2), these ingredients are
currently designated as aluminum
phosphate gel and basic aluminum
carbonate gel. Therefore, in responding
to comments throughout this document,
these ingredients will be referred to by
their current compendial names.

In response to the proposed rule on
OTC hypophosphatemia and
hyperphosphatemia drug products, one
drug manufacturer, one drug
manufacturers’ association, one
professional association, and eight
individuals submitted comments. No
requests for oral hearing before the
Commissioner were received. Copies of
the comments received are on public
display in the Dockets Management
Branch (address above). Any additional
information that has come to the
agency's attention since publication of
the proposed rule is also on public
display in the Dockets Management
Branch.

In proceeding with this final rule, the
agency has considered all comments
and changes in the procedural
regulations.

References

(1) "USAN and the USP Dictionary of Drug
Names," United States Pharmacopeial
Convention, Inc., Rockville, MD, pp. 32~
33, 1989

(2) “The United States Pharmacopeia XXII—
TheNational Formulary XVI1," United
States Pharmacopeial Convention, Inc.,
Rockville, MD, pp. 50-54, 1989.

I. The Agency’s Conclusions on the
Comments

1. One comment contended that OTC
drug monographs are interpretive, as
opposed to substantive, regulations. The
comment referred to statements on this
issue submitted earlier to other OTC
druirulemaking proceedings.

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1972 (37 FR 9464), and in paragraph 3
of the preamble to the tentative final
monograph for antacid drug products,

published in the Federal Register of
November 12, 1873 (38 FR 31260). FDA
reaffirms the conclusions stated in those
documents. Court decisions have
confirmed the agency's authority to
issue substantive regulations by
rulemaking. (See, e.g., National
Nutritional Foods Association v.
Weinberger, 512 F. 2d 688, 696-28 (2d
Cir. 1975) and National Association of
Pharmaceutical Manufacturers v. FDA,
487 F. Supp. 412 (S.D.N.Y. 1980), aff'd,
637 F.2d 887 (2d Cir. 1981).)

2. One comment stated that FDA
cannot legally prescribe exclusive lists
of terms from which indications for use
for OTC drug products must be drawn
and thus prohibit alternative OTC
labeling terminology to described such
indications which is truthful, not
misleading, intelligible to the consumer.
The comment noted that its views were
presented to FDA in connection with the
September 29, 1982 hearing on the
“Exclusivity Policy.”

In the Federal Register of May 1, 1986
(51 FR 16258), the agency published a
final rule changing its labeling policy for
stating the indications for use of OTC
drug products. Under 21 CFR 330.1{c}(2),
the label and labeling of OTC drug
products are required to contain in a
prominent and conspicuous location,
either (1) the specific wording on
indications for use established under an
OTC drug monograph, which may
appear within a boxed area designated
"APPROVED USES"; (2) other wording
describing such indications for use that
meets the statutory prohibitions against
false or misleading labeling, which shall
neither appear a boxed are nor be A
designated “APPROVED USES"; or (3)
the approved monograph language on
indications, which may appear within a
boxed area designated “APPROVED
USES," plus alternative language
describing indications for use that is not
false or misleading, which shall appear
elsewhere in the labeling. All other OTC
drug labeling required by a monograph
or other regulation (e.g., statement of
identity, warnings, and directions) must
appear in the specific wording
established under the OTC drug
monograph or other regulation where
exact language has been established
and identified by quotation marks, e.g.,
21 CFR 201.63 or 330.1(g). However, the
above provisions are not applicable to
the final rule for OTC
hypophosphatemia and
hyperphosphatemia drug products
because there are no drug products that
are generally recognized as safe and
effective for OTC use for these
indications.

3. Two comments objected to the
characterization of the statement in the

professional labeling in proposed

§ 331.31(a)(3) as “Warning(s)" and
requested that they be changed to
“Cautions.” The comments contended
that the proposed statements are more
accurately characterized as “caution(s)"”
because, rather than precluding use,
they provide information about potential
problems. If the agency were to insist on
the need for a warning in the
professional labeling of OTC antacid
drug products containing aluminum, one
comment recommended that the
“warning” be changed to a “caution"
because its primary purpose is to alert
the physician to a potential problem.

The “warning” statements referred to
by the comments in proposed
§ 331.31(a)(3) are not intended for the
OTC labeling of aluminum-containing
antacids directed to the lay consumer,
but are intended for “professional
labeling” to be distributed to physicians.
However, the agency considers its
general policy concerning the use of the
signal words “caution” or “warning” in
OTC drug labeling to be equally
appropriate for professional labeling of
OTC drugs.

Section 502(f)(2) of the act (21 U.S.C.
352(f)(2)) states, in part, that unless
exempted by regulation, the labeling for
a drug must bear “ * * * such adequate
warnings * * * as are necessary for the
protection of users.” Section
330.10(a)(4)(v) of the OTC drug
regulations (21 CFR 330.10(a){4)(v])
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 consistent usage of
the signal words “warning” and
“caution" in OTC drug labeling. For
example, in §§ 369.20 and 369.21 (21 CFR
369.20 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 these signal words is used to convey
the same or similar precautionary
information.

For OTC drug labeling, FDA has
concluded 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 used routinely in
OTC drug labeling. In order to maintain
uniformity in labeling, the agency is
using this same approach for the
professional labeling included in OTC
drug monographs.

4. One comment considered the use of
the term “magaldrate” in the labeling of
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OTC antacids as “mislabeling.” The
comment stated that one pharmacist had
incorrectly recommended a magaldrate-
containing antacid as a non-aluminum-
containing antacid, while a second
pharmacist recognized the presence of
aluminum in the antacid product. The
comment questioned “why the
manufacturer is allowed to use a ‘made
up' name to conceal the presence” of
aluminum in a product.

Under section 502(e)(1) of the act (21
U.S.C. 352(e)(1)), a drug is considered
misbranded if its label does not bear the
established name of the drug, if one
exists. The established name of a drug is
defined in section 502(e)(3) of the act (21
U.S8.C. 352(e)(3)), as follows: “ * * * (A)
the applicable official name designated
pursuant to section 508, or (B) if there is
no such name and such drug, or such
ingredient, is an article recognized in an
official compendium, then the official
title thereof in such compendium or (C)
if neither clause {A) nor clause (B) of
this subparagraph applies, then the
common or usual name, if any, of such
drug or of such ingredient * * *." The
agency has further clarified this
definition in 21 CFR 299.4(b) as follows:
“* * *1)an official name designated
pursuant to section 508 of the act; (2) if
no such official name has been
designated for the drug and the drug is
an article recognized in an official
compendium, then the official title
thereof in such compendium; and (3) if
neither paragraphs (b) (1) or (2) of this
section applies, then the common or
usual name of the drug.”

The agency recognizes the skill and
experience of the United States Adopted
Names Council (USAN) in deriving
names for drugs. (See 21 CFR 299.4(c).)
USAN chose the name "“magaldrate” to
represent this drug based on its guiding
principles for coining adopted names for
drugs (Ref. 1). These principles include,
among others, suitability, simplicity, and
established usage. The name
“magaldrate” has appeared in an official
compendium in the United States for 20
years. “Magaldrate" was included in the
National Formulary XIII in 1970 (Ref. 2)
and later in the United States
Pharmacopeia XIX in 1975 (Ref. 3).
These official compendia have been
published in one volume, the United
States Pharmacopeia/National
Formulary (U.S.P/N.F.), since 1980, and
the name “magaldrate” has been used in
each edition (Refs. 4, 5, and 6).

The monograph for OTC antacid drug
products has listed “magaldrate” as an
active ingredient since its publication in
the Federal Register of june 4, 1974 (39
FR 19862), and “magaldrate” is currently
listed as a specific active ingredient in

§ 331.11(g)(2) of the OTC antacid
monograph (21 CFR 331.11(g)(2)). The
agency regrets that the individual who
submitted the comment was mislead by
one pharmacist and is confident that
this represents an isolated incident. The
vast majority of pharmacists in the
United States are familiar with the
chemical composition of specific
ingredients in OTC drug products. Also,
reference books are readily available to
answer questions about a drug
ingredient.
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(1) “USAN and the USP Dictionary of Drug
Names,”" United States Pharmacopeial
Convention, Inc., Rockville, MD, pp. 840~
645, 1969.

(2) “National Formulary XIIL," American
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Washington, pp. 396-397, 1970.

(3) “The United States Pharmacopeia—XIX.,"
United States Pharmacopeial
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{4) “The United States Pharmacopeia XX—
The National Formulary XV,” United
States Pharmacopeial Convention, Inc.,
Rockville, MD, pp. 456-457, 1980.

(5) “The United States Pharmacopeia XXI—
The National Formulary XVI,"” United
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Rockville, MD, pp. 607-808, 1985,

(8) “The United States Pharmacopeia XXII—
The National Formulary XVII," United
States Pharmacopeial Convention, Inc.,
Rockville, MD, pp. 785-788, 1989,

'5. One comment requested that the
professional labeling indication in
proposed § 331.31(a)(4), which states
“For the treatment, control, or
management of hyperphosphatemia, or
for use with a low phosphate diet to
prevent formation of phosphate urinary
stones, through the reduction of
phosphates in the serum and urine,”" be
extended to products containing
aluminum hydroxide in addition to
products containing aluminum
carbonate (50 FR 2160 at 2166). Pointing
out that reactive aluminum hydroxide
gels usually contain carbonate, the
comment stated that aluminum
carbonate, as such, does not exist, and
that conventional pharmaceutical
aluminum carbonate is, in fact, a
mixture of aluminum hydroxide and
bicarbonate and/or carbonate species
that form the hydroxy carbonate species
called "basic aluminum carbonates."”
Noting that the British Pharmacopeia
defines aluminum hydroxide gel as
containing * * * varying quantities of
basic aluminum carbonate and that the
U.S.P. states that aluminum hydroxide
gel * * * may contain varying quantities
of basic aluminum carbonate and
bicarbonate (Ref. 1), the comment stated
that aluminum hydroxide U.S.P. and
basic aluminum carbonate are
essentially identical and should be

recognized as such with respect to the
professional labeling for phosphate
binding. The submission also included
an in vitro study of the relative
phosphate binding capacities of
commercially-available aluminum
hydroxide gels and basic aluminum
carbonate gels and published
information on the in vivo phosphate
binding ability of a range of aluminum
salts (Ref. 1).

The Miscellaneous Internal Panel
reviewed ingredients used in the OTC
treatment of hyperphosphatemia in its
report published in the Federal Register
of December 9, 1980 (45 FR 81154). Only
one ingredient, basic aluminum
carbonate gel, was submitted for the
Panel's review, and the Panel did not
identify any other ingredients through its
review of the literature. The Panel
concluded that, although
hyperphosphatemia was not amenable
to OTC treatment, basic aluminum
carbonate gel is safe and effective in the
treatment of hyperphosphatemia under
the supervision of a physician (45 FR
81154 at 81156 and 81157). Although the
Panel concluded that basic aluminum
carbonate gel was safe " * * * at a dose
up to the equivalent of 12 g of aluminum
hydroxide daily * * *," the Panel did
not suggest that the professional
labeling indication for
hyperphosphatemia be extended to
aluminum hydroxide.

The current edition of the United
States Pharmacopeia/National
Formulary (U.S.P. XXII/N.F. XVII),
effective on January 1, 1990, defines
basic aluminum carbonate gel in terms
of its aluminum hydroxide equivalent
content and defines aluminum
hydroxide gel as containing amorphous
aluminum hydroxide in which there is a
partial substitution of carbonate for
hydroxide (Ref. 2). The agency
acknowledges that these two drugs are
chemically similar. However, the
comment did not submit sufficient data
for the agency to determine if aluminum
hydroxide is generally recognized as
safe and effective for the professional
labeling indication of
hyperphosphatemia,

The agency believes that the most
important consideration in selecting an
ingredient to be used for the treatment
of hyperphosphatemia is the phosphate
binding capacity of the ingredient. As
discussed by the Panel in its report (45
FR 81154 at 81157), some aluminum-
containing compounds, when taken
orally, combine with phosphate present
from normal ingestion to form relatively
insoluble aluminum phosphate
complexes. These phosphate binding
aluminum-containing compounds reduce
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the amount of phosphate absorbed into
the bloodstream and excreted in the
urine. The in vivo and in vitro data
submitted by the comment, though
limited, indicate that aluminum
hydroxide possesses the property of
phosphate binding. In the submitted
clinical study, 19 patients who were
maintained by hemodialysis received 2
formulations of aluminum phosphate
binders, aluminum hydroxide
suspension and dried basic aluminum
carbonate gel in the form of capsules
(Ref. 3). In this 30-week study, patients
received no treatment (i.e., no drug or
placebo) for weeks 1 to 4, either
aluminum hydroxide or basic aluminum
carbonate gel for weeks 5 to 13, placebo
for weeks 14 to 18, and either basic
aluminum carbonate gel or aluminum
hydroxide for weeks 19 to 27 (i.e.,
patients were crossed over to the
phosphate binder that was not given
during weeks 5 to 13), and no treatment
for weeks 28 to 30. Of the 19 patients, 5
did not complete the last phase of the
study (weeks 28 to 30), and 1 patient
failed to complete half of the study. The
results showed that aluminum
hydroxide was statistically the same as
basic aluminum carbonate gel in
lowering plasma phosphate at one dose,
equivalent to 170 milligrams of
aluminum. However, the in vitro data,
although also limited, show that basic
aluminum carbonate gel has
consistently higher phosphate binding
capacity than aluminum hydroxide
when compared per milligram of
aluminum hydroxide. The agency does
not consider these data as sufficient to
establish general recognition of
effectiveness to support a professional
labeling indication for aluminum
hydroxide for this use. If, in the future,
additional data are submitted in support
of the use aluminum hydroxide for the
professional labeling indication for the
treatment of hyperphosphatemia, the
agency will consider this issue further.
Interested parties should meet with the
agency to ascertain what additional
data are needed.
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6. Two comments objected to the
warnings proposed for the professional
iabeling of OTC aluminum-containing

antacid drug products and requested
that neither warning be included in the
antacid monograph. The warnings
proposed for inclusion in § 331.31(a)(3)
of the antacid monograph were as
follows:

{i) Evidence suggests that elevated tissue
aluminum levels have a role in development
of the dialysis encephalopathy syndrome. A
number of cases have been associated with
elevated aluminum levels in the dialysate
water. There is also evidence that small
amounts of ingested aluminum are absorbed
from the gastrointestinal tract, and it is likely
that renal excretion of absorbed aluminum is
impaired in renal failure. Prolonged use of
aluminum-containing antacids in such
patients may contribute to increased tissue
levels of aluminum.

(i) Aluminum forms insoluble complexes
with phosphate in the gastrointestinal tract,
thus decreasing phosphate absorption.
Prolonged use of aluminum-containing
antacids by normophosphatemic patients
may result in hypophosphatemia if phosphate
intake is not adequate. In its more severe
forms, hypophosphatemia can lead to
anorexia, malaise, muscle weakness, and
osteomalacia.

Referring to the warning in paragraph
(i) above, the comments stated that the
warning relates to individuals with
impaired renal function and those
receiving kidney dialysis treatment who
are maintained under the close
supervision of a specialist in renal
disease. Because of this supervision, one
comment argued that it would be “highly
improbable” that such patients would be
exposed to medications which might
exacerbate their condition. The
comment added that inclusion of an 80-
word warning in the professional
labeling of aluminum-containing antacid
drug products is irrelevant, unnecessary,
and excessive. The other comment
stated that this warning has no bearing
on the promotion of the product to the
health-care professional for general
antacid uses.

Regarding the proposed warning in
paragraph (ii) above, the comments
stated that this warning is relevant only
in situations where dietary phosphate is
not adequate in normophosphatemic
patients. The comment stated that
dietary phosphate deficiency in man
essentially does not occur given that
“phosphate is available in all foods
consisting of plant and animal cells as
well as all dairy products.” One of the
comments noted that the possibility of
the occurrence of disturbances in
mineral metabolism in patients with
normal renal function is highly unlikely
even where there is abuse of the
aluminum-containing antacids by very
prolonged use of high doses. The
comment mentioned that a literature
search covering 1968 to 1984 produced

only 18 such cases (Ref. 1). The
comments concluded that the warning is
unnecessary and should not be required
in the professional labeling of OTC
aluminum-containing antacid drug
products.

One of the comments also
recommended that if the agency
concludes that warnings are necessary
for the professional labeling of OTC
aluminum-containing antacid drug
products, the wording should be revised
as follows:

For products indicated only for antacid
use. Prolonged use of aluminum-containing
antacids in patients with renal disease may
contribute to increased tissue levels of
aluminum.

For products indicated for use in
hyperphosphatemia. Evidence suggests that
elevated tissue aluminum levels have a role
in the development of the dialysis
encephalopathy syndrome. A number of
cases have been associated with elevated
aluminum levels in the dialysate water. There
is some evidence that small amounts of
ingested aluminum may be absorbed from the
gastrointestinal tract and it is possibie that
renal excretion of absorbed aluminum is
impaired in renal disease.

In the notice of proposed rulemaking
on hypophosphatemia and
hyperphosphatemia drug products,
published in the Federal Register of
January 15, 1985 (50 FR 2160), the agency
reviewed all the available data on the
involvement of aluminum as an
etiological factor in various conditions
and concluded that it would be
appropriate to provide additional
information in the professions! labeling
section of the antacid monograph for
aluminum-containing antacid drug
products. Accordingly, the agency
proposed that the two warnings in
paragraphs (i) and (ii) above be added
to § 331.31(a) of the antacid monograph.

The comments submitted no new data
establishing that these warnings are not
needed. The agency does not agree with
the comments that the warnings
proposed for the professional labeling of
aluminum-containing antacid drug
products are unnecessary and
irrelevant. The agency acknowledges
that specialists may have knowledge of
information concerning the safe and
effective use of a product. However, the
agency does not agree that such
knowledge makes the inclusion of this
information in the labeling unnecessary.
The agency believes that these warnings
in the professional labeling of OTC drug
products provide physicians, including
physicians who are not specialists in the
treatment of renal disease, with the kind
of information that is presented in the
package inserts of prescription drug
products. In addition, the agency
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believes that the comments recognize
the validity of the concerns raised by
this warning information, which is
intended to be informative to physicians
who are treating patients with any of the
aluminum-containing antacid drug
products. The agency finds that the
alternative warnings submitted by one
comment are inadequate because they
do not include any reference to the
effect of aluminum on
normophosphatemic patients and
because the suggested revisions weaken
the intent of the statement in (i) by
changing key words, e.g., “may be
absorbed” instead of “are absorbed.”
For the above reasons, the agency
disagrees with the comments and is
amending proposed § 331.31(a) to add
the information proposed in

§ 331.31(a)(3)(ii). In addition, another
comment submitted a number of
references from the scientific literature
that have led the agency to expand and
revise the information contained in
proposed § 331.31(a)(3)(i). (See
discussion of the revised warning in
comment 7 below.)

Reference

(1) Comment No. C00018, Docket No. 80N-
0395, Dockets Management Branch.

7. One comment contended that the
professional labeling warnings proposed
in § 331.31(a)(3) for aluminum-
containing antacids are inadequate
because they do not discuss the direct
toxicity of aluminum to bone tissue.
Stating that the proposed professional
warnings fail to discuss the large body
of evidence which indicates that orally
administered aluminum can accumulate
in bone tissue and be harmful to the
growth of bone, the comment included
references from the scientific literature
in support of this position (Ref. 1) and
requested that the warnings be
expanded to describe the toxic effects of
aluminum to bone tissue.

The agency has reviewed all the
available data on the relationship
between aluminum-containing antacids
and bone toxicity and concurs with the
comment that the body of evidence
presented supports expansion of the
professional labeling warnings for
aluminum-containing antacids in
§ 331.31(a)(3) of the antacid monograph.
When the agency last evaluated this
issue prior to publishing the proposed
antacid monograph amendment to add
professional labeling warnings for OTC
aluminum-containing antacids (50 FR
2160 at 2165), the relationship of
aluminum to bone disease was not
established. There was even some doubt
about the relationship of aluminum to
encephalopathy (a toxic degeneration of
the brain) at that time. Subsequently it

has become clear that both
encephalopathy and osteomalacia
(softening of the bones) can be caused
by long-term use of aluminum in renal
dialysis patients. Therefore, in this
amendment to the antacid monograph,
the agency has reconsidered the
proposed warnings and included
information about the direct toxic
effects of aluminum on bone
mineralization in these patients.

Long-term use of aluminum-containing
antacids contributes to dialysis
osteomalacia (Refs. 2 through 10).
Although only a small fraction of
ingested aluminum is absorbed, that
amount must be removed by functioning
kidneys, bile secretion, or dialysis, or
else it will accumulate, Dialysis does not
remove aluminum well because the
aluminum is bound to albumin and
transferrin, which do not cross dialysis
membranes (Ref. 11). When aluminum
accumulates, it tends to be deposited in
bone (Refs, 12 through 15) at the

- mineralization front, blocking

mineralization of newly formed bone,
increasing calcium loss from bone into
serum, and producing osteomalacia
(Refs. 16 through 20). The agency
recognizes that renal osteodystrophy
(defective bone formation) is very
complicated and results not only from
aluminum excess but also from
hyperparathyroidism, acidosis, and
abnormal metabolism of vitamin D,
calcium, and phosphorus. These factors
have little to do with aluminum excess
(Refs. 21 and 22), and removal of
aluminum will not correct any of these
other factors. Nevertheless, the agency
believes that the role of aluminum is
significant and that attempts should be
made to reduce its contribution to renal
osteodystrophy.

In addition, the agency points out that
the dialysis encephalopathy that was
due to aluminum (as discussed above)
resulted from two factors: (1) Oral
aluminum-containing antacids taken as
phosphate binders and (2) aluminum-
containing dialysis fluids. Removal of
aluminum from dialysis fluids has
reduced the encephalopathy that was
seen in association with dialysis,

For the above reasons, the agency is
expanding and revising the warning in
proposed § 331.31(a)(3)(i) to read as
follows:

Prolonged use of aluminum-containing
antacids in patients with eenal failure may
result in or worsen dialysis osteomalacia.
Elevated tissue aluminum levels contribute to
the development of the dialysis
encephalopathy and osteomalacia
syndromes. Small amounts of aluminum are
absorbed from the gastrointestinal tract and
renal excretion of aluminum is impaired in
renal failure. Aluminum is not well removed

by dialysis because it is bound to albumin
and transferrin, which do not cross dialysis
membranes. As a result, aluminum is
deposited in bone, and dialysis osteomalacia
may develop when large amounts of
aluminum are ingested orally by patients
with impaired renal function.
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8. One comment requested that the
agency accept the recommendation of
the Miscellaneous Internal Panel that a
warning be added to the labeling of
OTC aluminum-containing antacid drug
products to discourage their use, without
the supervision of a physician, by
patients with kidney disease (45 FR
81154 at 81157). The comment
maintained that current medical
literature indicates: (1) That children
with renal failure are the most
susceptible victims of aluminum
intoxication from the use of OTC
antacids and (2) that some adult
patients suffering from aluminum
intoxication have also benefited from
restriction of aluminum-containing
antacids. The comment cited clinical
reports to support this position (Ref. 1).
In addition, the comment stated that the
agency's decision in the tentative final
monograph (50 FR 2160 at 2163) against
requiring such a warning is inconsistent
with the comparable warning currently
required in 21 CFR 331.30(c)(4) for
magnesium-containing antacids, which
states for products containing more than
50 milliequivalents (mEq) of magnesium
in the recommended daily dosage: “Do
not use this product except under the
advice and supervision of a physician if
you have kidney disease." The comment
argued that the lack of a warning on
OTC aluminum-containing antacids
against their use by patients with kidney

disease denies potential users of
important information in their own
health care or in the care they provide to
a young child with kidney disease. The
comment contended that the proposed
professional labeling warnings will not
be sufficient to get adequate information
into the hands of individual users of
OTC aluminum-containing antacids
because these products are usually sold
without a physician's supervision.
Therefore, the comment requested that
the agency add an appropriate
statement to the labeling of OTC
aluminum-containing antacids warning
against use of these products by patients
with kidney disease, without the
supervision of a physician. -

The Advisory Review Panel on OTC
Antacid Drug Products in its report (38
FR 8714 at 8719) recommended that a
warning was needed on OTC products
to advise patients with kidney disease
not to use magnesium-containing
antacids that contain more than 50 mEq
of magnesium in the recommended daily
dose even when such use would not
exceed the recommended 2-week
limitation period. That Panel did not
recommend a similar warning for OTC
aluminum-containing antacids. The
agency has considered the submitted
information and all other available
information and concludes that there is
no evidence that short term (less than 2
weeks), intermittent use of antacids for
OTC indications of heartburn, sour
stomach, and/or acid indigestion
produces aluminum intoxication in
either adults or children. Therefore, on
the basis of present safety evidence
concerning aluminum-containing
antacids, the 2-week limitation on use
without a doctor's supervision, the
intermittent nature of use (which is
primarily by adults), and the warnings
in the professional labeling section of
the monograph which provide adequate
information for health professionals to
alert patients who will use these
products for long periods of time, the
agency concludes that a separate OTC
warning is not indicated at this time.

Reference

(1) Comment No. €00017, Docket No. B0N-
0395, Dockets Management Branch.

II. Summary of Significant Changes
From the Proposed Rule

FDA has considered the comments
and other relevant information and
concludes that it will adopt the
proposed rule (January 15, 1985; 50 FR
2160) with the changes described in
FDA's responses to the comments above
and with other changes described in the
summary below.

1. The ingredient names aluminum
carbonate and aluminum phosphate in
21 CFR 331.11(a) (1) and (4),
respectively, are being changed to basic
aluminum carbonate gel and aluminum
phosphate gel, respectively, to be in
accord with current names in the USAN
and the USP Dictionary of Drug Names
and the U.S.P. XXII/N.F. XVIL

2. The professional labeling warning
concerning the effects of aluminum-
containing antacids on patients with
renal failure has been revised and
expanded to address the direct toxic
effects of aluminum on bone
mineralization in these patients. (See
comment 7 above.)

3. In the Federal Register of November
16, 1988 (53 FR 46190 at 46191), the
agency proposed to redesignate the
professional labeling section of the
antacid monograph from § 331.31 to
§ 331.80 in accordance with the format
of other recently published tentative
final and final monographs. In this final
rule, the redesignation of § 331.31 to
§ 331.80 is made final. Additionally, to
conform with the format of other
recently published tentative final and
final monographs, the agency has
reversed the order of the indication and
warning statements in the professional
labeling section. Therefore, the
indications statement now appears as
§ 331.80(a)(3) and the warning
statements now appear as § 331.80(a)(4)
(i) and (ii).

III. The Agency's Final Conclusions on
OTC Hypophosphatemia and
Hyperphosphatemia Drug Products

The agency has determined that no
OTC drug product has been found to be
generally recognized as safe and
effective and not misbranded for use in
the treatment of hypophosphatemia or
hyperphosphatemia. Therefore, all such
drug products, including those
containing the ingredients aluminum
phosphate gel and basic aluminum
carbonate gel, which were reviewed by
the Panel, are considered nonmonograph
and misbranded under section 502 of the
act (21 U.S.C. 352) and are new drugs
under section 201(p) of the act (21 U.S.C.
321(p)) for which an approved
application under section 505 of the act
(21 U.S.C. 355) and part 314 of the
regulations (21 CFR part 314) is required
for marketing. As an alternative, where
there are adequate data establishing
general recognition of safety and
effectiveness, such data may be
submitted in a citizen petition to
establish a monograph for OTC drug
products for the treatment of
hypophosphatemia or
hyperphosphatemia. (See 21 CFR 10.30.)
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Any such OTC drug product initially
introduced or initially delivered for
introduction intointerstate commerce
after the effective date of this final rule
that is not in compliance with the
regulation is subject to regulatory
action.

Although the agency has determined
that OTC useof drug products for
hypophosphatemia and
hyperphosphatemia is not appropriate
because such conditions are not
amenable to self-diagnosis or self-
treatment and treatment of these
conditions should be restricted to the
supervision of a physician, the agency
acknowledges that cetain OTC antacid
drug products are used to treat these
conditions. Accordingly, the agency is
amending the monograph for OTC
antacid drug products to include
professional labeling for the use of basic
aluminum carbonate gel-containing
antacid drug products in the treatment
of hyperphosphatemia and professional
labeling warnings addressing the elfects
of long-term use of aluminum-containing
antacids for professional indications.
This final rule also amends the
ingredient listing for aluminum
phosphate gel to state that this
ingredient is for use only in combination
with other OTC antacid ingredients.

No comments were received in
response to the agency's request for
specific comment on the economic
impact of this rulemaking (50 FR 2160 at
2168). The agency has examined the
economic consequences of this final rule
in conjunction with other rules resulting
from the OTC drug review. In a notice
published in the Federal Register of
February 8, 1983 (48 FR 5806), the agency
announced the availability of an
assessment of these economic impacts.
The assessment determined that the
combined impacts of all the rules
resulting from the OTC drug review do
not constitute a major rule according to
the criteria established by Executive
Order 12291. The agency therefore
concludes that no one of these rules,
inclading this final rule for OTC
hypophosphatemia and
hyperphosphatemia drug products, is a
major rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354). That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an
individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular

rulemaking for OTC hypophosphatemia
and hyperphosphatemia drug products is
not expected to pose such an impact on
small businesses. Therefore, the agency
certifies that this final rule will not have
a significant economic impact on a
substantial number of small entities.

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

List of Subjects in 21 CFR

Part 310: Administrative practice and
procedure, Drugs, Labeling, Medical
devices, Reporting and recordkeeping
requirements.

Part 331: Antacid drug products,
Labeling, Over-the-counter drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act,
subchapter D of chapter I of title 21 of
the Code of Federal Regulations is
amended as follows:

PART 810—NEW DRUGS

1. The authority citation for 21 CFR
part 310 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503, 505,
506, 507, 512-518, 520, 601(a), 701, 704, 705, 706
of the Federal Food, Drug, and Cosmetic Act
{21'0.8:C. 321,331, 851, 352, 853, 355, 3586, 357,
360b-360f, 360j, 361(a), 371, 374, 375, 376); secs.
215, 301, 802(a), 351, 354-360F of the Public
Health Service Act {42 U.S.C. 216, 241, 242(x),
262, 263b-263n).

2, Sections 310.541 and 310.542 are
added to subpart E to read as follows:

§310.541 Over-the-counter (OTC) drug
products containing active ingredients
offered for use in the treatment of
hypophosphatemia.

(a) Hypophosphatemia is a condition
in which an abnormally low plasma
level of phosphate oeccurs in the blood.
This condition is not amenable to self-
diagnosis or self-treatment. Treatment of
this condition should be restricted to the
supervision of a physician. For this
reason, any drug product containing
ingredients offered for OTC use in the
treatment of hypophosphatemia cannot
be considered generally recognized as
safe and effective.

(b) Any drug product that is labeled,
represented, or promoted for OTC use in
the treatment of hypophosphatemia is
regarded as a new drug within the
meaning of section 201(p) of the Federal
Food, Drug, and Cosmetic Act (the act),
for which an approved application
under section 505 of the act and part 314
of this chapter is required for marketing.

In the absence of an approved
application, such product is also
misbranded under section 502 of the act.

(c) Clinical investigations designed to
obtain evidence that any drug product
labeled, represented, or promoted for
OTC use in the treatment of
hypophosphatemia is safe and effective
for the purpose intended must comply
with the requirements and procedures
governing the use of investigational new
drugs set forth in Part 312 of his chapter.

(d) After November 12, 1990, any such
OTC drug product initially introduced or
initially delivered for introduction into
interstate commerce that is not in
compliance with this section is subject
to regulatory action.

§310.542 Over-the-counter (OTC) drug
products containing active ingredients
offered for use in the treatment of
hyperphosphatemia.

(a) Hyperphosphatemia is a condition
in which an abnormally high plasma
level of phosphate occurs in the blood.
This condition in not amenable to self-
diagnosis or self-treatment. Treatment of
this condition should be restricted to the
supervision of a physician. For this
reason, any drug product containing
ingredients offered for OTC use in the
treatment of hyperphosphatemia cannot
be considered generally recognized as
safe and effective.

(b) Any drug product that is labeled,
represented, or promoted for OTC use in
the treatment of hyperphosphatemia is
regarded as a new drug within the
meaning of section 201{p) of the Federal
Food, Drug, and Cosmetic Act (the act),
for which an approved application
under section 505 of the act and part 314
of this chapter is required for marketing.
In the absence of an approved
application, such product is also
misbranded under section 502 of the act.

(c) Clinical investigations designed to
obtain evidence that any drug product
labeled, represented, or promoted for
use in the treatment of
hyperphosphatemia is safe and effective
for the purpose intended must comply
with the requirements and procedures
governing use of investigational new
drugs set forth in part 312 of this
chapter.

(d) After November 12, 1990, any such
OTC drug product initially introduced or
initially delivered for introduction into
interstate commerce that is notin
compliance with this section is subject
to regulatory action.
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PART 331—ANTACID PRODUCTS FOR
OVER-THE-COUNTER (OTC) HUMAN
USE

3. The authority citation for 21 CFR
part 331 continues to read as follows:

Authority: Secs. 201, 501, 502, 503, 505, 510,
701 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 321, 351, 352, 353, 355, 360, 371).

4. Section 331,11 is amended by .
revising paragraphs (a) (1) and (4) to
read as follows:

§331.11 Listing of specific active
ingredients.

(a) * 0
(1) Basic aluminum carbonate gel.
- - - - -

(4) Aluminum phosphate gel when
used as part of an antacid combination
product and contributing at least 25
percent of the total acid neutralizing
capacity; maximum daily dosage limit is
8 grams,

- - * - *

5. Section 331.31 is redesignated as
§ 331.80 and new paragraphs (a) (3) and
(4) are added to read as follows:

§331.80 Professional labeling.

(8) *x .

(3) For products containing basic
aluminum carbonate gel identified in
§331.11(a)(1)—Indication. “For the
treatment, control, or management of
hyperphosphatemia, or for use with a
low phosphate diet to prevent formation
of phosphate urinary stones, through the
reduction of phosphates in the serum
and urine."

(4) For products containing aluminum
identified in § 331.11(a)—Warnings. (i)
Prolonged use of aluminum-containing
antacids in patients with renal failure
may result in or worsen dialysis
osteomalacia. Elevated tissue aluminum
levels contribute to the development of
the dialysis encephalopathy and
osteomalacia syndromes. Small amounts
of aluminum are absorbed from the
gastrointestinal tract and renal
excretion of aluminum is impaired in

renal failure. Aluminum is not well
removed by dialysis because it is bound
to albumin and transferrin, which do not
cross dialysis membranes. As a result,
aluminum is deposited in bone, and
dialysis osteomalacia may develop
when large amounts of aluminum are
ingested orally by patients with
impaired renal function.

(ii) Aluminum forms insoluble
complexes with phosphate in the
gastrointestinal tract, thus decreasing
phosphate absorption. Prolonged use of
aluminum-containing antacids by
normophosphatemic patients may result
in hypophosphatemia if phosphate
intake is not adequate. In its more
severe forms, hypophosphatemia can
lead to anorexia , malaise, muscle
weakness, and osteomalacia.
* » - - -

Dated: March 27, 1990.
James S. Benson,
Acting Commissioner of Food and Drugs.
[FR Doc. 90-11025 Filed 5-10-90; 8:45 am|)
BILLING CODE 4160-01-M
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

21 CFR Part 357
[Docket No. 81N-0064]
RIN 0905-AA06

Deodorant Drug Products for Internal
Use for Over-the-Counter Human Use;
Final Monograph

AGENCY: Food and Drug Administration.
ACTION: Final rule.

sumMARY: The Food and Drug
Administration (FDA) is issuing a final
rule in the form of a final monograph
establishing conditions under which
over-the-counter (OTC) deodorant drug
products for internal use (drug products
taken internally to reduce odors arising
from conditions such as colostomies,
ileostomies, or fecal incontinence) are
generally recognized as safe and
effective and not misbranded. FDA is
issuing this final rule after considering
public comments on the agency's
proposed regulation, which was issued
in the form of a tentative final
monograph, and all new data and
information on deodorant drug products
for internal use that have come to the
agency's attention. This final monograph
is part of the ongoing review of OTC
drug products conducted by FDA.

EFFECTIVE DATE: May 13, 1991.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301-
295-8000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of January 5, 1982 (47
FR 512), FDA published, under

§ 330.10(a)(6) (21 CFR 330.10(a)(6)), an
advance notice of proposed rulemaking
10 establish a monograph for OTC
deodorant drug products for internal
use, together with the recommendations
of the Advisory Review Panel on OTC
Miscellaneous Internal Drug Products
(Miscellaneous Internal Panel), which
was the advisory review panel
responsible for evaluating data on the
active ingredients in this drug class.
Interested persons were invited to
submit comments by April 5, 1982. Reply
comments in response to comments filed
in the initial comment period could be
submitted by May 5, 1982.

In accordance with § 330.10(a)(10), the
data and information considered by the
Panel were put on display in the
Dockets Management Branch (HFA-

305), Food and Drug Administration, Rm.

4-62, 5600 Fishers Lane, Rockville, MD

20857, after deletion of a small amount
of trade secret information.

The agency's proposed regulation, in
the form of a tentative final monograph,
for OTC deodorant drug products for
internal use was published in the
Federal Register of June 17, 1985 (50 FR
25162). Interested persons were invited
to file by August 16, 1985, written
comments, objections, or requests for
oral hearing before the Commissioner of
Food and Drugs regarding the proposal.
Interested persons were invited to file
comments on the agency's economic
impact determination by October 15,
1985. New data could have been
submitted until June 17, 1986, and
comments on the new data until August
18, 1986. Final agency action occurs with
the publication of this final monograph,
which is a final rule establishing a
monograph for OTC deodorant drug
products for internal use.

The OTC drug procedural regulations
(21 CFR 330.10) now provide that any
testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category IlI classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a
final monograph. Accordingly, FDA is
no longer using the terms “Category I"
(generally recognized as safe and
effective and not misbranded),
“Category II" (not generally recognized
as safe and effective or misbranded),
and “Category III" (available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but is
using instead the terms “monograph
conditions” (old Category I) and
“nonmonograph conditions™ (old
Categories II and III).

As discussed in the proposed
regulation for OTC deodorant drug
products for internal use, the agency
advised that the conditions under which
the drug products that are subject to this
monograph will be generally recognized
as safe and effective and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication in the Federal Register.
Therefore, on or after May 13, 1991, no
OTC drug product that is subject to the
monograph and that contains &
nonmonograph condition, i.e., a
condition 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 into interstate
commerce unless it is the subject of an
approved new drug application. Further,
any OTC drug product subject to this
monograph that is 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. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date.

In response to the proposed rule on
OTC deodorant drug products for
internal use, one drug manufacturer
submitted a comment. A copy of the
comment received is on public display
in the Dockets Management Branch
(address above). Any additional
information that has come to the
agency's attention since publication of
the proposed rule is also on public
display in the Dockets Management
Branch.

All “OTC Volumes" cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notice published in the
Federal Register of November 16, 1973
(38 FR 31696), or to additional
information that has come to the
agency's attention since publication of
the notice of proposed rulemaking. The
volumes are on public display in the
Dockets Management Branch.

I. The Agency's Conclusions on the
Comment

One comment requested that the
agency's proposed oral dosage of 100 to
200 milligrams (mg) daily of
chlorophyllin copper complex for adults
and children 12 years of age and over be
changed to be 100 to 200 mg daily or up
to 800 mg daily in divided doses as
required.” Noting that the normal
dosage should be 100 to 200 mg daily,
the comment stated that a higher dosage
of up to 800 mg may be required in some
cases and cited as support three
previously submitted studies in which
chlorophyllin copper complex was used
as an internal deodorant at various
dosage levels ranging from 100 to 800 mg
daily (Refs. 1, 2, and 3). The comment
also noted that the Miscellaneous
Internal Panel found chlorophyllin
copper complex to be safe up to 800 mg
daily in divided doses and that few side
effects had been reported at this dosage
level (47 FR 512 at 517). The comment
stated that the current label dosage for
its chlorophyllin copper complex
product is one or more tablets daily as
required and that the package insert
states that one to two tablets three or
four times daily may be required
initially, followed by a reduction to a
maintenance level of one to three tablets
daily as required. The comment added
that its product has been marketed for
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almost 30 years with these directions
with few reports of side effects. The
comment maintained that the dosage of
chlorophyllin copper complex should be
revised to provide flexibility for patients
to use and for doctors to recommend
higher doses than those proposed in the
tentative final monograph. The comment
concluded that a dosage of up to 800 mg
daily is justified based on the product's
marketing history, the Miscellaneous
Internal Panel's findings that 800 mg of
chlorephyllin copper complex is safe,
and the submitted references (Refs. 1, 2,
and 3). .

The agency has reviewed and
evaluated the studies referred to by the
comment [Refs. 1, 2, and 3) and other
available data (Refs. 4, 5, and 8) and
concludes that the date are insufficient
to support a change in the maximum
daily OTC dosage for chlorophyllin
copper complex from 200 mg to 800 mg.
However, the agency concludes that the
data support an increase in dosage of up
to 300 mg daily, in divided doses.

In the first study cited by the
comment, a group of 22 patients with
offensive odors arising from
colostomies, ileostomies, and
chronically infected surface ulcerations
received chlorophyllin copper complex
in a tablet form for oral administration
(Ref. 1). The study covered a two-year
period. The dosage varied in individual
cases and ranged from one 100 mg tablet
once daily, to two 100 mg tablets three
times daily, depending on the nature of
the food ingested and the frequency of
changing or emptying bags. Placebo
substances identical in appearance with
the chlorophyll preparations were
substituted from time to time, and
almost without exception distressing
odors reappeared. Odor was
satisfactorily eliminated in all cases
inveolving colostomy and ileostomy
patients following oral administration of
chlorophyllin copper complex tablets.
The investigators noted that odor was
easier to control in colostomy patients
and that, after several weeks, these
patients were able to control odor and
discharge with irrigations alone,
although in many cases they desired the
extra protection of the tablets. In this
study, three pilonidal cystectomy
patients (i.e.. patients with chronically
infected sacrococcygeal cysts treated by
the open wound method) required the
larger dose of chlorophyllin copper
complex (800 mg) to effectively control
the overwhelming odor associated with
this condition. The investigators found
that an increase to two 100 mg doses
four times daily, effectively eliminated
the odor with no adverse side effects.

In the second study cited by the
comment, 62 geriatric nursing home
patients (32 of whom were incontinent
and had a foul fecal odor) were given a
usual dosage of one 100 mg tablet three
times daily for the first 7 to 10 days, and
thereafter one 100 mg tablet twice daily
for a period of 6 months (Ref. 2). This
dosage of chlorophyllin copper complex
was found to be at least 85 percent
effective in controlling body and fecal
odor. No unfavorable side effects were
observed.

In the third study cited by the
comment, nine patients with urinary
and/or fecal incontinence rated as
causing “strong odor" were treated with
one 100 mg tablet daily for a 30-day
period (Ref. 3). Prior to administration of
the deodorant, there was a 7-day control
period in which evaluations of the ward
were made to established a base level
against which to compare subsequent
progress. The author reported that seven
of these patients responded promptly to
the treatment and were virtually
odorless by the seventh day. Of the two
patients who did not respond to one 160
mg tablet daily, one was later given a
dosage of two 100 mg tablets per day
with the higher dosage effectively
controlling the odor.

In the first of three additional studies
available to the agency, involving 18
incontinent nursing home patients, it
was reported that a rigid schedule of
toilet checks and immediate clean up
controlled fecal odor but had little effect
on urine odors that pervaded the floor
(Ref. 4). Nine of the 18 patients were
given one tablet per day containing 160
mg of chlorophyllin while the other 8
were continued on the other rigid clean-
up schedule. The author reported that
within two days the odor was
noticeablely reduced and within seven
days the urinary odor was completely
eliminated. The author further reported
that during the following 2-year period,
the tablets were used by the nine
patients in the study and other
incontinent patients and there was
neither any diminution in the
effectiveness of the odor contrel nor the
appearance of any undesirable side
effects.

In the second additional study, 15
ostomy patients (7 ileostomy, 7
colostomy, and 1 cecostomy) took the
recommended initial dosage of
chlorophyllin copper complex of one 100
mg tablet twice daily; but patients were
advised to increase the dosage to 3 or 4
tablets a day or to reduce the dosage to
1 per day at their own discretion
depending on the control of odor {Ref.
5). The investigator reported that
excellent results were obtained in 14 out

of 15 cases with little difference in effect
between 2 or 3 100 mg tablets daily;
however, in 2 of these patients some
odor reappeared when the daily dosage
was decreased from three lo two 100 mg
tablets.

The one unsuccessful case in which
odor was not controlled involved a
colostomy patient who also developed
excess gas and diarrhea while taking the
tablets. The symptoms disappeared
when the dosage was discontinued. No
definite toxicity or side reactions were
encountered, although in one patient, &
dosage of two 100 mg tablets daily
produced cramps. The cramps were
eliminated when the dosage was
reduced to one 100 mg tablet daily.

In the third additional study, which
was conducted over a 2-year period, 20
female mental patients were given 100
mg of chlorephyllin per day (Ref. 6).
Seventy-five percent of the patients
were treated for malodorous odor
resulting from surface lesions, while the
remaining 25 percent included
incontinent or bed-pan patients with
fecal and/or urine incontinence. Within
5 to 6 days, the odor was almost
completely gone. Results were reported
to be uniformly good over the entire
study period. There were no side effects
other than an occasional, mild diarrhea.

After reevaluating the above studies
and other available data, the agency has
determined there are insufficient dala
demonstrating that a dosage above 300
mg is generally necessary or used to
effectvely control odor in ostomy or
fecal incontinent patients. Although
three pilonidal cystectomy patients were
given up to four 200 mg doses of
chlorophyllin copper complex daily in
one of the cited studies [Ref. 1), there is
no indication that this dosage was
necessary for the ostomy and
incontinent patients included in the
study. Other studies indicate that
satisfactory results in colostomy
patients have been achieved with lower
doses ranging from 56 to 112 mg per day
(Refs. 7 and 8). The agency has not
received any other data that support the
regular use of chlorophyllin copper
complex in a dosage of above 300 mg up
to 800 mg per day. The agency has
determined that the available data
indicate that, in most cases involving
odors due to colostomies, ileostomies,
and fecal incontinence, most patients
respond well to one or two 100 mg doses
of chlorophyllin copper complex daily.
However, some of the studies indicate
that 300 mg daily is needed in some
cases to effectively control the odor
(Refs. 2 and 5). Therefore, in this final
monograph, the agency is revising the
directions for chlorophyllin copper
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complex to include a dose of up to 300
mg as follows: “Adults and children 12
years of age and over: Oral dosage is
100 to 200 milligrams daily in divided
doses as required. If odor is not
controlled, take up to an additional 100
milligrams daily in divided doses as
required. The smallest effective dose
should be used. Do not exceed 300
milligrams daily. Children under 12
years of age: consult a doctor."”

Additionally, based on the side effects
that occurred (Refs. 5 and 6), the agency
is adding a warning for products
containing chlorophyllin copper complex
to the final monograph that states: “If
cramps or diarrhea occurs, reduce the
dosage. If symptoms persist, consult
your doctor.” This warning is also
consistent with the revised directions to
use the smallest effective dose of the
product.

The agency's detailed comments and
evaluations on the data are on file in the
Dockets Management Branch (Ref. 9).
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II. Summary of Significant Changes
From the Proposed Rule

1. In the tentative final monograph
published in the Federal Register of June
17, 1985, (50 FR 25162 at 25167) at
§ 357.850(b)(2)(ii), the agency proposed
the indication “an aid to reduce fecal or
urinary odor due to incontinence" for
chlorophyllin copper complex when
used in the dosage range of 100 to 200

mg daily. However, since the publication
of the tentative final monograph, the
agency has become aware of new data
suggesting that chlorophyllin copper
complex may not be effective for the
reduction of odor due to urinary
incontinence.

In a 5-week randomized, double-blind,
crossover, placebo-controlled study,
Nahata, Slencsak, and Kamp (Ref. 1)
evaluated the effect of chlorophyllin on
urinary odor due to incontinence.
Twenty incontinent geriatric patients
having indwelling Foley catheters were
given either 100 mg chlorophyllin or
placebo once daily for two weeks. The
third week served as a washout period,
after which the patients were placed on
another regimen in a crossover fashion,
for the next two weeks. The intensity of
urinary odor was measured by using a
10-centimeter visual analog scale with 0
representing no odor and 10
representing maximum, severe, terrible
odor. Urine samples were collected,
covered, and taken to a room with no
odor. Urinary odor intensity was
measured on alternate days during the
first week (weeks 1 and 4) and daily
during the second week (weeks 2 and 5)
of chlorophyllin and placebo
administration. Statistical analysis of
the data using analysis of variance
(ANOVA) showed no significant
difference (p greater than 0.05) in the
mean intensity of urinary odor during
chlorophyllin, washout, and placebo
periods. None of the patients exhibited
any adverse effects during the entire
study period. The results of this study
suggest that chlorophyllin in a dosage of
100 mg daily for two weeks may not be
effective in incontinent geriatric patients
with mild to moderate urinary odor.

Of the studies previously available to
the agency and cited in the tentative
final monograph (50 FR 25162 at 25164),
only one uncontrolled study by Dory
(see Part I above) evaluated the
effectiveness of chlorophyllin in a
dosage of 100 mg per day for the
reduction of the odor of urinary
incontinence alone (Ref. 2). In the Dory
study only nine patients received
chlorophyllin and in the other submitted
studies, reduction of odors of fecal and
urinary incontinence was not treated
separately. No data have been
submitted to demonstrate that
chlorophyllin is metabolized from the
gastrointestinal tract and is made
available for excretion by the urinary
system. Therefore, because of
conflicting and insufficient data,
labeling claims for reduction of odor due
to urinary incontinence are not being
included in this final monograph. Data
from well-controlled clinical trials are
necessary to support the use of

chlorophyllin copper complex for
reduction of odors due to urinary
incontinence.

Additionally, the agency has revised
the definition of deodorants for internal
use in this final monograph to be
consistent with the indication for use
included in the monograph. (See
§ 357.803(b) below.)
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2. The agency has added a warning
related to cramps and diarrhea for
products containing chlorophyllin
copper complex. (See Part I above.)

3. The agency has revised the
directions in § 357.850(d)(2) for
chlorophyllin copper complex as
follows: For products containing
chlorophyllin copper complex identified
in § 357.810(b). Adults and children 12
years of age and over: Oral dosage is
100 to 200 milligrams daily in divided
doses as required. If odor is not
controlled, take up to an additional 100
milligrams daily in divided doses as
required. The smallest effective dose
should be used. Do not exceed 300
milligrams daily. Children under 12
years of age: consult a doctor. (See Part I
above.)

I11. The Agency'’s Final Conclusions on
OTC Deodorant Drug Products for
Internal Use

Based on the available evidence, the
agency is issuing a final monograph
establishing conditions under which
OTC deodorant drug products for
internal use are generally recognized as
safe and effective and not misbranded.
Specifically, the agency has determined
that the ingredients bismuth subgallate
and chlorophyllin copper complex are
generally recognized as safe and
effective for use as an aid to reduce odor
from a colostomy or ileostomy.

The agency is not aware of adequate
data demonstrating the safety and
effectiveness of any other ingredients as
OTC deodorant drug products for
internal use. Therefore all other
ingredients, including but not limited to
activated charcoal, are considered
nonmonograph conditions for use as
OTC deodorant drug products for
internal use. Any drug product marketed
as an OTC deodorant for internal use
that is not in conformance with the
monograph (21 CFR Part 357, Subpart I)
may be considered a new drug within
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the meaning of section 201(p) of the
Federal Food, Drug, and Cosmetic Act
(the act) (21 U.S.C. 321(p)) and
misbranded under section 502 of the act
(21 U.S.C. 352) and may not be marketed
for this use unless it is the subject of an
approved new drug application (NDA).
An appropriate citizen petition to amend
the monograph may also be submitted
under 21 CFR 10.30.

No comments were received in
response to the agency's request for
specific comment on the economic
impact of this rulemaking (50 FR 25162
at 25166). The agency has examined the
economic consequences of this final rule
in conjunction with other rules resulting
from the OTC drug review. In a notice
published in the Federal Register of
February 8, 1983 (48 FR 5806), the agency
announced the availability of an
assessment of these economic impacts.
The assessment determined that the
combined impacts of all the rules
resulting from the OTC drug review do
not constitute a major rule according to
the criteria established by Executive
Order 12291. The agency therefore
concludes that not one of these rules,
including this final rule for OTC
deodorant drug products for internal
use, is a major rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act
(Pub. L. 96-354). That assessment
included a discretionary regulatory
flexibility analysis in the event that an
individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC deodorant drug
products for internal use is not expected
to pose such an impact on small
businesses. Therefore, the agency
certifies that this final rule will not have
a significant economic impact on a
substantial number of small entities.

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

List of Subjects in 21 CFR Part 357

Internal deodorant drug products,
Labeling, Over-the-counter drugs,
Recordkeeping and reporting
requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act,

subchapter D of chapter I of title 21 of
the Code of Federal Regulations is
amended in part 357 as follows:

PART 357—MISCELLANEOUS
INTERNAL DRUG PRODUCTS FOR
OVER-THE-COUNTER HUMAN USE

1. The authority citation for 21 CFR
Part 357 continues to read as follows:
Authority: Secs. 201, 501, 502, 503, 505, 510,

701 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 321, 351, 352, 353, 355, 360, 371).

2. Part 357 is amended by adding new
Subpart H and reserving it, and by
adding new Subpart I consisting of
§§ 357.801 to 357.850 to read as follows:

Subpart H—|Reserved]

Subpart I—Deodorant Drug Products for
Internal Use

Sec.

357.801 Scope.

357.803 Definitions,

357.810 Active ingredients for deodorant
drug products for internal use.

357.850 Labeling of deodorant drug products
for internal use.

Subpart I—Deodorant Drug Products
for internal Use

§357.801 Scope.

(a) An over-the-counter deodorant
drug product for internal use in a form
suitable for oral administration is
generally recognized as safe and
effective and is not misbranded if it
meets each condition in this subpart and
each general condition established in
§ 330.1 of this chapter.

(b) References in this subpart to
regulatory sections of the Code of
Federal Regulations are to chapter I of
title 21 unless otherwise noted.

§ 357.803 Definitions.

As used in this subpart:

(a) Colostomy. An external operative
opening of the colon.

(b) Deodorant for internal use, An
ingredient taken internally to reduce
odors arising from conditions such as
colostomies, ileostomies, or fecal
incontinence.

(¢) Hleostomy. An external operative
opening from the ileum.

(d) Incontinence. An inability to retain
urine or feces.

§357.810 Active ingredients for
deodorant drug products for internal use.

The active ingredient of the product
consists of either of the following when
used within the dosage limits
established for each ingredient in
§ 357.850(d):

(a) Bismuth subgallate.

(b) Chlorophyllin copper complex.

§357.850 Labeiing of decdorant drug
products for internal use.

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as a “deodorant for internal
use” or as a “colostomy or ileostomy
deodorant.”

(b) Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in paragraph (b) of this section as
appropriate. Other truthful and
nonmisleading statements, describing
only the indications for use that have
been established and listed in paragraph
(b) of this section may also be used, as
provided in § 330.1(c)(2) of this chapter,
subject to the provisions of section 502
of the Federal Food, Drug, and Cosmetic
Act (the act) relating to misbranding and
the prohibition in section 301(d) of the
act against the introduction or delivery
for introduction into interstate
commerce of unapproved new drugs in
violation of section 505(a) of the act.

(1) For products containing bismuth
subgallate identified in § 357.810(a). "' An
aid to reduce odor from a colostomy or
ileostomy."”

(2) For products containing
chlorophyilin copper complex identified
in § 357.810(b). (i) "'An aid to reduce
odor from a colostomy or ilecstomy."

(if) “An aid to reduce fecal odor due to
incontinence."

(c) Warnings. The labeling of the
product contains the following warnings
under the heading “Warnings": (1) For
products containing chlorophyllin
copper complex identified in
§ 357.810(b). (i) “If cramps or diarrhea
occurs, reduce the dosage. If symptoms
persist, consult your doctor."

(ii) The warning required by § 330.1(g)
of this chapter concerning overdose is
not required on products containing
chlorophyllin copper complex identified
in § 357.810(b).

(2) [Reserved]

(d) Directions. The labeling of the
product contains the following
information under the heading
"Directions.”

(1) For products containing bismuth
subgallate identified in § 357.810(a).
Adults and children 12 years of age and
over: Oral dosage is 200 to 400
milligrams up to 4 times daily. Children
under 12 years of age: consult a doctor.

(2) For products containing
chlorophyllin copper complex identified
in § 357.810(b). Adults and children 12
years of age and over: Oral dosage is
100 to 200 milligrams daily in divided
doses as required. If odor is not
controlled, take up to an additional 100
milligrams daily in divided doses as
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required. The smalles! effective dose
should be used. Do not exceed 300
milligrams daily. Children under 12
years of age: consult a doctor.

Dated: March 27, 1990.
Jameos S. Benson,
Acting Commissioner of Food and Drugs.
[FR Doc. 90-11024 Filed 5-10-90; 8:45 am|
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