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DEPARTMENT OF HEALTH AN the Advisory Review Panel on OTC future use. Based on all information
HUMAN SERVICES : Miscellaneous Internal Drug Products, available to date, the agency is

Food and Drug Administration

21 CFR Part 310

{Docket Mo. 79N-0176}

Stomach Acidifier Drug Products for
Over-the-Counter Human Use .
AGENCY: Foed and Drug Administration.
ACTION: Notice of proposed rulemaking.

. sumMMARY: The Food and Drug .

- Administration {FDA) is issuing a notice
of propesed rulemaking that would
establish that over-the-counter [OTC)
stomach acidifier drug products are not
generally recognized as safe and
effective and are misbranded. FDA is
issuing this notice of proposed
rulemaking after considering the report
and recommendations of the Advisory
Review Panel on OTC Miscellaneous
Internal Drug Products and public

.. comments on an advance notice of
proposed rulemaking that was based on
those recommendations. This proposal
is part of the ongoing review of OTC
drug preducts conducted by FDA.
pATES: Written comments, objections, oF

‘requests for oral hearing on the
proposed regulation before the
Commissicner of Food and Drugs by
May 15, 1985. New data by January 185,
1986, Comments on the new data by
March 17, 1986, These dates are
consistent with the time periods
specified in the agency's revised
procedural regulations for reviewing and
classifying OTC drugs (21 CFR 330.10).
Written comments on the agency’s
economic impact determination by May
15, 1985~ R .

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

FOR FURTHER INFORMATION CONTACT:
Willaim E. Gilbertson, Center for Drugs
and Biologics (HFN-210), Food and Drug
Administration; 5600 Fishers Lane,
Rockville, MD 20857, 301-443-4960;
SUPPLEMENTARY INFORMATION: In the
Federal Register of October 19, 1979 (44
FR 60316), FDA published, under

§ 330.10{a){6) {21 CFR 330.10{a}(5}), an
advance notice of proposed rulemaking
that would classify OTC stomach
acidifier drug products as not generally
recognized as safe and effective and as
being misbranded and 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

which was the advisory review panel

~ responsible for evaluation data on the

active ingredients in this drug class.
Interested persons were invited to
submit comments by fanuary 17, 1880.
Reply comments in response {o
comments filed in the initial comment
period could be submitted by February

- 18, 1980.

In accordance with § 330.10{a){10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA-
305), Food and Drug Administration
(address above), after deletion of a
small amount of trade secret.
information. In response to the advance
notice of proposed rulemaking, two drug
manufacturers and one college of
pharmacy submitted comments. These
comments received are on public
display in the Dockets Management

ranch. ) .

In this proposed rule to amend Part
310 by adding to Subpart E new
§ 310.540 (21 CFR 310.540), FDA states
for the first time its position on OTC
stomach acidifier drug products. Final
agency action on this matter will ocour
with the publication at a future date of &
final rule relating to OTC stomach
acidifier drug products.

This proposal constitutes FDA's
tentative adoption of the Panel's
conclusions and recommendations on
OTC stomach acidifier drug products,
based on the comments received and the
ageney's independent evaluation of the

_ Panel’s report, As discussed in the final

rule revising the procedural regulations
for reviewing and classifying OTC
drugs, FDA will no longer use 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 rule, but will use instead the
terms “monograph conditions” (old
Category I} and “nonmonograph
conditions” (old Categories Il and IiI}.
{See the Federal Register of September -
29, 1981; 46 FR 47730.} This document
retains the concepts of Categories [, II,
and II at the proposed rule stage.

In the advance notice of proposed
rulemaking, the agency stated that if it
proposed to adopt the Panel's
recommendation it would prepose that
stomach acidifier drug products be
eliminated from the OTC market
effective 6 months after the date of

. publication of a final rule in the Federal

Register, regardless of whether further
testing was undertaken to justify their

proposing that stomach acidifiers as a
class of drugs be found to be ineffective.
If this proposed finding is adopted in the
final rule, the agency advises that the

.conditions under which the drug

products that are subject to this rule are
not generally recognized as safe and
effective and are misbranded
{nonmonograph conditions) will be
effective 6 months after the date of
publication of the final rule in the
Federal Register. On or after that date,
no OTC drug products that are subject -
to the rule may be initially introduced or
initially delivered for introduction into
interstate commerce unless they are the
subject of an approved new drug
application (NDA). Manufacturers are
encouraged to comply voluntarily with
the proposed rule at the earliest possible
date.

AH “OTC Volumes’ cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notices published in the
Federal Register of November 16, 1973

(38 FR 31696) and August 27, 1975 (40 FR

38179}, The volumes are on public
display in the Dockets Management
Branch.

I The Agency’s Tentative Conclusions
on the Comments :

1. One comment requested that the
statement “the basal rate is almost 30
milliliters {mL} of a dilute solution of
hydrochloric acid per hour,” in the
Panel's discussion of stomach
physiclogy {44 FR 60318}, be clarified to
read “30 mL of gastric fluid.” The
comment contended that the phrase’
“dilute solution of hydrochloric acid”
could be mistaken to mean “diluted
hydrochloric acid, USP,” which would
contain more pure hydrochloric acid
than that which is available from the
same amount of gastric fluid.

The agency agrees that the statement
referred to by the comment could be
misinterpreted. The agency beliéves that
a less ambiguous statement reflecting
the Panel's intended meaning would be '
as follows: “the basal rate is almost 30 -
mL of gastric fluid per hour.”

2, Twe comments disagreed with the
Panel's conclusions that the conditions
of achlorhydria and hypochlorhydria are
asymptomatic and not amenable to self-

diagnosis, and that no OTC stomach

acidifier active ingredient is generally
recognized as effective in treating these
conditions. The comments asserted that
submitted data showed that
achlorhydria is accompanied by
recognizable symptoms such as gas,
diarrhea, abdominal distention, nausea,
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and vomiting. The comments added that
even if this condition is asymptomatic,
the Panels concern about self- dnagwsns
is unwarranted bemuse OTC stomach
acidifiers are generally used oaly dl%w
censultation with a doctor. The
commznts proposed that stormach
acidifiers be available OTC with
labeihg recommending their uss ealy on
the advice of a doetor or other health
pmmbgmnal The comments pointed out
that such an appmam wag -
recommended by the same Panel in the
advance notice of propesed rulemaking
for OTC exocrine pancreatic
insufficiency drug products (44 FR
75663). To support the tiveness of
stomach acidifiers, one of the comments
discussed several ybhhshed studies and
other information p?em iously submitted
to the Panel \Rb 1 through 12}
Similarly, the other comment argued
that the Panel did n m ﬂﬂ%uaﬁelg
consider or res spond to the submitted
data, specifinally eiting pub%‘hed
studies; exiracts from medical texis; and
affidavits from five gastroenierclogists
and two hematclogists (Refs. 13, '147@{1@
15). !

The comments predicied that diluied
hydrochloric acid, USP, will continue fo
be used by doctors o fh@&x achlorhydria
and mpoan?iomydr@ even i OTC.
stomach acidifier drug products are
removed from the market, and added
that removal of these stomdch acidifier
drug products will eliminate a form of
therapy that is safer than the use of
diluted hydrochloric acid, USP.

After evaluating the data reviewed by
the Panel and ihe additional information
presented in the comments, FDA
concludes that achlothydria and
hypochlerhydria are not established
medical conditions cansing any speci f
symptoms that require heamem The
data and mformatmn tited by the
comments were also ¢onsidered by the
Pamnel. The Panel determined, and the
agency concurs, that the data and
information do not provide sufficient
evidence that these conditions require
treatment. Although hydrochloric acid
replacement therap‘; has traditionally
been Lsed in the conditions of
achlorhydria and hypochlorhydria, there
are no adeguate and well-controlled
studies to demonstrate that
adminisiration of hydrochloric acid has
any therapeutic value in either
condition. This same conclusion was
redached by the Natienal Academy of
Sciences-National Research Council;
Drug Ffﬂc&cy Study Growp, for drugs
containing glutamic acid hydrochloride
{Ref. 16). Moreover, recent evaluations
of hydrochloric acid therapy in
recognized pharmacology texts also

concur with the Panel's fmdmgs o
example, in the sixih ea ion of tne
Pharmacological Basis of Th
Harvey indicates that definiti
evidenes of mur@rh}’@ ricacid’s

effectiveness is lacking and reports of
pesm«re resuils may be baged upon a
placebo effect {me“ 17). The fourth
edm@n of AMA Drug Fvaluations
iudes that there are no established
ns for ! yﬂmcH@ﬂ@ acid, and -
1 ecition of the Review of

Phaz acology likewise notes
the consensus now is that the use of

[=)%

that

-hydrachloric acid as & yeplacement

ﬂlekapﬂf in patients with achlorhydria or
] a is not an accepted

fs. 18 and 19). Therefors,
ncludes that any
mmended for stomach
Caieoory 1L

ts’ recommendation fo

e pmﬂw’ts for vse only upon the
2 of a doctor does not remedy the
failure to have adeguate evidence of
safety and effectiveness. No stomach
idiffar active ingredient has been

wi to be cemr&l!y recognized as

2l

afe and effective in treating

R

achlorhydria and hypoc chierhydris, Nor
are there recognizable symptoms of
these conditions that may properly be
h’ﬁavem with an OTC drug product.

Although such an aypma@h was used in
the advance notice of propesed
rulemaking for OTC exocerine pancreatic
insufficiency drug products, in that case
the Pa nel classified two active
ingredients as generally recognized as
safe and effective and the Panel
believed that the condition of exocrine
pancreatic insufficiency could be self-
treated because of recognizable
sysptoms.
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3. One comment stated that a
combination stomach acidifier drug
product containing betaine
hydrochloride and pepsin, which was
reviewed by the Panel, is useful in
replenishing pepsin in cases of gasiric
achylia, a condition in which the
stomach fails to secrete hydrochloric
acid and pepsin. Gastric achyla iz ofien
found in patients with pernicious
anemia or gastric carcinoma. The-
comment requested that the
combination product be classified in
Category L but added that “ata
minimum, the final monograph should
be deferred and acidifiers at least
allowed to remain on the market
perding an opporiunity to conduct and
complete further studies to evaluate
their effectiveness.”

The agency agrees with the P’amei &hat
the combination of betaine
hydrochloride and pepsin is not
generally recognized as effective in
treating achlerhydria and
hypochlorhydria. &s discussed in
comment 2 abave, the agency concludes
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that no ingredient is generally . - -
recognized as safe and effective for
- treating these conditions. Pepsin '
replacement therapy is not within the
scope of this document. Pepsin was
reviewed by the Advisory Review Panel
on OTC Miscellaneous Internal Drug
Products for use as an OTC digestive aid
and judged to be not generally
recognized as effective for the treatment
- of symptoms of either immediate
postprandial upper abdominal distress
or intestinal distress. {See the Federal
Register of January 5, 1982; 47 FR 467
and 472.) The agency’s position on the
status of pepsin for use as a digestive
aid will be initially stated when the
tentative final monograph on OTC
digestive aid drug products is published
ina future issue of the Federal Register.

The comment's request that the final
rule be deferred to permit additional
studies to be conducted is unjustified. In
the Federal Register of September 29,
1981 (46 FR 47730), FDA set forth revised
procedural regulations for reviewing and
classifying OTC drugs. This final rule
revised the time period during which
new data may be submitied without -:
petition to FDA to support the inclusion
in a final monograph of a condition'not
classified in Category [ in a proposed
monograph or tentative final
monograph. Submission of data without
petition is permitted until 12 months
after publication of a tentative final -
monograph (21 CFR 330.10{a)(7)(iv}}.
New data submitted after that time will
be considered only after the final
monograph has been published unless
the Commissioner finds that good cause
warrants earlier consideration {21 CFR
330.10{a)(7}{v}). The agency will not.
delay a rulemaking proceeding so that
additional studies may be conducted. In
the case of stomach acidifier drug
products, manufacturers have been
aware of the Panel's recommendations
at least since October 1979. Therefore,
manufacturers have had ample
opportunity to conduct studies and to
submit new data. .

4. One comment, referring to a product
containing glutamic acid hydrochloride,
and another comment, referring to a
product containing betaine
hydrochioride and pepsin, claimed that
these products were exempt from the
“new drug” provisions of section 201{p)
of the Federal Food, Drug, and: Cosmetic
Act {the act) {21 U.S.C. 321(p})} under the
“grandfather” provisions of the 1938 act
and the 1962 amendments to the act. The
comments stated that each product was
marketed prior to 1938, that only

" insubstantial changes have been made
-in formulation and labeling since that
time,and that the products’ current

labeling contains the same
representations for use that were
contained in the labeling vsed before
1938. The comments concluded that
each product was a “grandfathered”
product not subject to this regulation.

To qualify for exemption from the
“new drug” definition under the 1938
grandfathér clause, the drug product
must have been subject to the Food and
Drug Act of 1906, prior to june 25, 1938,
and at such time its labeling must have
contained the same representations
concerning the conditions of its use {21
U.8.C. 321{p)(1)). Under the 1962
grandfather clause, a drug product
which preceding October 9, 1962, (1) was
commercially used or sold in the United
States, {2) was not a “new drug” as
defined in the 1938 act, and (3] was not
covered by an approved NDA under the
1938 act, would not be subject to the
added requirement of effectiveness
“when intended solely for use under -
conditions prescribed, recommended, or
suggested in the labeling with respect to
such drugs.” Pub. L. 87-781, section
701{c)(4), 76 Stat. 788, note following 21
U.8.C. 321. o

The person seeking to show that a
drug comes within a grandfather
exemption must prove every essential
fact necessary for invocation of the
exemption. See United States v. An
Article of Drug * * * “Bentex Ulcerine,”
469 F.2d 875, 878 (5th Cir. 1972), cert.
denied, 412 U.S. 938 (1973). Furthermore,
the grandfather clause will be strictly
construed against one who invokes it.
See id.: United States v. Allan Drug
Corp., 357 F.2d 713, 718 (10th Cir.}, cert.

-denied, 385 U.S. 899 (1966).

A change in composition or labeling
precludes the applicability of the
grandfather exemption. See USV
Pharmaceutical Corp. v. Weinberger,
412 U.S. 855, 663 (1973}, The firm
concedes that minor changes have been
made in the labeling and formulation of

the glutamic acid hydrochloride product

since it was first marketed, prior to 1938.
In any event, the evidence shows that

both the labeling and the composition of -

the product have changed since passage
of the 1938 act. Therefore, the product
fails to qualify for the 1938 grandfather
exemption.

In order to qualify for the 1962
grandfather exemption, it must be
proven, among other things, that the
product was generally recognized
among qualified experts as safe for its
intended uses {i.e., it was not a “new
drug” under the 1938 act) end that the
product was not covered by an
approved NDA. The glutamic acid
hydrochloride product was labeled for
the {reatment of achlorhydria, o

pernicious anemia, and gastric
carcinoma. There are no adequate and -
well-controlled studies showing that the
glutamic acid hydrochloride product is
safe for use in pernicious anemia or
gasiric carcinoma. The product is not
now, and never has been, generally
recognized by qualified experts as safe
for these recommended uses. :

‘Furthermore, the product {as a “me-tog”

product) was covered by an effective
NDA as of Gctober 9, 1962, within the -
meaning of the grandfather clause. See
USV Pharmaceutical Corp. v.
Weinberger, 412 U.8. 655 (1973},
Therefore, the glutamic acid
hydrochloride product fails on at least
two grounds to qualify for the 1962
grandfather exemption. )

No evidence was submitted to the
agency to show that the labeling and
composition of the betaine
hydrochloride product have remained
unchanged since either 1938 or 1982.
Without such evidence, the product
cannot gualify for either grandfather
exemption. The manufacturer has
suggested that FDA should search for-
evidence to support the company's -
grandfather claim. However, the burden
of proof with respect to the grandfather
exemption is not on FDA, but on the
person seeking the exemption. See An
Article of Drug * * * “Bentex
Ulcerine,” supre; Upjohn v. Finch, supra.

In any event, the 1938 and 1862
grandfather clauses apply only to the
new drug provisions of the act and not
to the adulteration and misbranding
provisions, The OTC drug review was
designed to implement both the -
misbranding and the new drug '
provisions of the act. {See 21 CFR 330.10;
37 FR 9466 (May 11, 1872} (comment 23).)
The grandfather clauses do not preciude
the agency from reviewing any currently
marketed OTC drug, regardless of
whether it has grandfather protection
from the new drug provisions, in order
to ensure that the drug is not
misbranded. The agency concludes that
the product referred te by the comments:
are subject to this proposed rulemaking.

I1. The Agency's Tentative Adoption of
the Panel’'s Report

FDA has considered the comrments
and other relevant data and information
available at this time and concludes that
it will tentatively adopt the Panel's
report and recommendation that betaine
hydrochloride, glutamicacid .- =~
hydrochloride, diluted hydrochleric acid,
and pepsin labeled for use as OTC - -
stomach acidifiers are classified
Category 1L - : :

The agency is also revising § 310.540
to clarify that a product covered by the
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regulation is a new drug for which an
approved NDA is required for
marketing, and in the absence of an .
approved NDA the product would also
be mishranded under section 502 of the
act.

The agency has examined the

economic consequences of this proposed

rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983.(48
FR 5808); 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 fo the criteria established
" by Executive Order 12291. The agency

. therefore concludes that no one of these

" rules, including this proposed rule for
OTC stomach acidifier drug pmducts., is
a major ruiel .

For purposes of the Regulator’y

Flexiblity Act, the economic assessment
concluded that, while the average
economic impact of the overall OTEC |
drug review on small eniities will not be
significant, the possibility of larger-than-
average impacis some small fnrms in-
some years might exist. Therefore, the

~assessment included a discretionary
Regulatory Flexibility Analysis in the
event that an individual rule mighi
impose a significant impact on.a.

substantial number of small entities. The

analysisidentified the possibilities of
reducing burdens on small firms through
the use of {a} relaxed safety and efficacy
standards or (b) labels acknowledging -
unproven safety or efficacy. However,
the analysis concluded that there is no
legai basis for any preferential waiver,
exemption, or tiering strategy for small
firms compatible with the public health
requirements of the Federal Food, Drug,
and Cosmetic Act. Nevertheless, to
avoid overlooking any problems or
feasible possibilities of relief peculiar to-
- this group of products, the agency
invites public comment regarding any
substantial or significant economic

impact that this rulemaking would have -

on OTC stomach acidifier drag products.
Comments regarding the economis
impact of this rulemaking should be
aacumpanied by appropriate
documentation. Because the agency ha
not prevéoua“y invited specific Lommerﬁ:_
on the economic impact of the OTC drug
review on OTC stomach acidifier drug .
products, a period of 120 days from the
date of publication of this proposed

. rulemaking in the Federal Register wiil
be provided for comments on this. .

.. subject:-to.be developed and submiited.

- The agency will evaluate any comments

and supporting data that are received
and will reassess the economic impact
of this rulemaking in the preamble to the
final rule.

The agency has determined that under
21 CFR 25.24{d}(9} {proposed in the

_ Federal Register of December 11, 1979;

44 FR 71742) this proposal is of a type
that does not individually or
cumulatively have a significant impact
on the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

" List of Subjects in 21 CFR Part 310

New drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 201{p)
502, 505, 701, 52 Stat. 10411042 as |
amended, 1050-1053 as amended, 1055~
1056 as amended by 70 Stat. 19 and 72
Stat. 948 (21 U.S.C. 321(p}, 352, 355, 371)),
and the Administrative Pracedure Act
{secs. 4, 5, and 10, 60 Stat. 238 and 243 as
amended (5 U.S.C. 5583, 554, 702, 703,
704]), and under 21 CFR 5.11; it is
proposed that Subchapter I of Chapter
of Title 21 of the Code of Faderal
Regulations be amended in Part 310 by
adding to Subpart E new § 310.540, to
read as follows:

PART 310-[AMENDED]

§ 310.540 Drug products containing active
ingredients offered over-the-counter (OTC})
for use as stomach acidifiers.

{a} Betaine hydrochloride, glutamic
aecid hydrochioride, diluted
hydrochloride acid, and pepsin have -
been present as ingredients in over-the-
counter {OTC) drug products for use as
stomach acidifiers. Because of the lack
of adequate data to establish the
etfectiveness of these or any other
mgreﬂnems for use in treating
achlorhydria and hypechlorhydsia. and
because such conditions are
asymptomatic, any OTC drug product
containing ingredients offered for use as
a stomach acidifer cannot be considered
generally recognized as safe and
effective.

{b) Any OTC drug product that is
labeled, represented, or promaoted for

uge as a stomach acidifier is regarded as

a new drug within the meaning of
section 206%{p) of the Federal Food, Drug,
and Cosmetic Act, for which an
approved new.drug application under
section 505 of the act and Part 314 of this
chapter is required for marketing. In the
absence of an approved new drug.. - -
application, such product is also
misbranded under section 502 of the act,
{c}) A completed and signed “Notice of
Claimed Investigational Exemption for a
New Drug” (Form FDA-1571) (OMB . .

Approval No. 0910-0014), as set forth in.*

— § 312.1 of this chapter, is required to

cover clinical investigations designed to-
obtain evidence that any drug product

labeled, represented, or promoted as a

stomach acidifier for OTC use is safe
and effective for the purpose intended.

(d) After the effective date of the final
regulation, 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.

Interested persons may, on or before
May 15, 1985, submit to the Dockets
Management Branch (HFA=-305), Food
and Drug Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857,
written comments, objections, or
requests for oral hearing before the
Commissioner. A request for an oral
hearing must specify points to be
covered and time requested. The agency
has provided this 120 day period
(instead of the normal 60 days) because
of the number of OTC drug review
documents being published
concurrently. Written comments on the
agency’s economic impact determination
may be submitted on or before May 15,
1985. Three copies of all comments,
abjections, and requests are to be
submitted, except that individuals may
submit one copy. Comments, objections.
and requests are to be identified with
the docket number found in brackets in
the heading of this document and may
be accompanied by a supporting
memorandum or brief. Comments,
objections, and requests may be seen in
the office above between 9 a.m. and 4
p.m., Monday through Friday. Any
scheduled oral hearing will be
announced in the Federal Register.

Interested persons, on or before
January 15, 1986, may also submit 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 March 17,
1986. Thesze dates are consistent with
the time periods specified in the
agency’s final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of September 29, 1981
{46 FR 47730). Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit one copy, and all data and
comrsents are to.be identified with the .
docket number found in bracketsin the
heading of this document. Bata and.. -
comments sheuld be addressed to the
Dockets Management Branch {HFA-305)
{address above). Received data and
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comments may also be seen in the office
above between 8 a.m. and 4 p.m,,
Monday through Friday.

In establishing a final rule, the agency
will ordinarily consider only data
submitted prior to the closing of the

administrative record on March 17, 1988,

Data submitted after the closing of the
administrative record will be reviewed
by the agency only after a final rule is
published in the Federal Register unless
the Commissioner finds good cauvse has
been shown that warrants earlier
considerstion.

Dated: December 31, 1984.
Frank E. Young,
Commissioner of Food and Drugs.
Margaret M. Hackler,
Secretary of Heclth and Human Services,
{FR Doc. 85678 Filed 1~14-85; 8:4% am}
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