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DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
[ 21 CFR Part 130]

'OVER-THE-COUNTER DRUGS GENERALLY
RECOGNIZED AS SAFE AND EFFECTIVE
AND NOT MISBRANDED

Tentative Final Order for Antacid Products

In the FEpERAL REcIsTer of April 5,
1973 (38 FR 8714), the Commissioner of
Food and Drugs, pursuant to. 130.301(a)
(6) ((21 CFR 130.301(a)
& proposed monograph on over-the-
counter (OTC) antacid drugs.

Interested persons were invited to sub-
mit comments on the proposal within 60
days. Twenty-seven such comments were
Teceived. For thirty days after the fina]
day for submission of comments, reply
comments could be filed with the Hearing
Clerk-in response to comments filed in
the initial 60-day period. Eleven reply
comments were received. A transcript of
‘a Senate hearing held by the Subcom-
mittee on Monopoly of the Select Com-
mittee on Small Business, chaired by
Senator Nelson, on June 6, 1973, during
which testimony wags bresented on OTC
antacid drugs, was filed with the Hear-

ing Clerk and has been considered in the.

same way as all other comments.

In accordance with -§ 130.301(a) (2) all
data and information submitted with
respect to OTC antacid drugs for con-
sideration by the Advisory Review Panel
‘has been put on pbublic display at the
office of the Hearing Clerk, Food and
Drug Administration, Rm. 6-86, 5600
Fishers Lane, ‘Rockville, Maryland 20852,
after deletion of a Small amount of trade
secret ' information,

The Commissioner has reviewed the -

Report and Monograph and all com-
ments and reply commtne nasd -
ments and reply comments and has
reached the following conclusions,

GENERAL COMMENTS

1. One comment stated that the pro-
posal establishing g monograph for OTC
antacid i

the FEDERAL Rug-
ISTER or in the local media stating the
burpose, membership, or activities of the
Panel, including the dates, places, and

agenda of open meetings,

in the trade and Dublic press. A call for
submission of data and-views was pub-
lished in the FEDERAL REGIsteR of Janu-
ary 5, 1972 (37 FR 102). An opportunity
for a personal apbearance  before the
Panel was granted to all interested per-
sons making such a request and nu-
merous persons met with the Panel, in-
cluding representatives from industry,
No request to appear before the Pane]
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aware of the existence of the Panel or
did not receive notice of meetings or was
not apprised of an opportunity to ap-
Panel. Thus, there is no
basis for concluding that Executive
Order 11671 wag violated or that the
Invalid because of the

an opportunity to ‘make their views
known to the Panel,

2. There was comment that the Fooqd
and Drug Administration has no author-
ity pursuant to the OTC drug review to
determine which drugs are generally rec-
ognized as safe and effective and not
misbranded where there has been g prior
court adjudication that a particular
broduct is neither adulterated nor mis-
branded. '

court determinat/ions.

3. Numerous comments contended that
the agency does not have the authority
under the Federal Food, Drug, and Cos-~
metic Act to establish substantive rules,
‘This subject wag dealt with in
tail i

REGISTER Of May 11, 1972
37 FR 9464), and the Commissioner
reiterates the conclusions stated there,
Legal decisions handed down since then
have sustaineq the Commissioner’s ay-
thority to issue substantive regulations
establishing the legal status of oTC
drugs. : )
(United States V. Articles of Fooqd and Drug
* *.* Coli-trol 80 Medicated, N.D. Ga., Cosm,
L. Rep. par. 40,837 (1978). United- States v.
Bentex Pharmaceutica.ls, 412 U.8. 645, 93 SCt
2488 (1973). Warner Lambert v. PTC DDC,
(Civil No. 652-73), decided June 14, 1973.)

4. There was comment that there are
no data to Ssuggest that the broposed
labeling changes will be complied with
and have their intended effect, or that
they will even be read.

" The Food and

easier reading, improved comprehen-
sion, and better use of OTC drug Iabel-
ing. Other groups, including consumer,
industry, and advertising groups are also
concerned with developing Jproduct label-
will be read and fol-
lowed by the consumer. The Commig-
sioner welcomes their cooperation on this
matter.

5. There was comment that reqiired
relabeling should be supplemented by

corrective media advertising to counter
the effects of longstanding inappropriate
advertised claims,

The Food and Drug Administration

not regulate OTC drug advertising.
As the comment correctly noted, this is a
responsibility of the Federal Trade Com-~
mission. The Food and Drug Adminis-
. tration maintaing close liaison with the
Commission on relevant matters con-
cerning the over-the-counter drug effi-
tacy review and will inform the Com-
mission about al] required drug labeling
changes. .

6. One comment suggested that con-
sumer participation in banel delibera-
tions by a non-voting liaison member
should not be 5 substitute for making
the decision making process more ac-
cessible to the genera] bublic.

This matter wag ‘Tully discussed in
baragraph 37 of the breamble to the pro-
cedural regulations published in the
FEDERAL REGISTER Of May 11, 1972 (37

by any panel.
meeting, including interim conclusions of
the panel, have been made available to
interested persons. All data, submitted to
the panel, with the exception of a very
small amount of confidential ~ trade )
made available to the

then offer additional written comments,’
reply comments, ang objections: may re-
quest” a hearing before the Commis-
sioner; and may appeal the fina] mono-~
graph to the courts, The publie therefore

7. There was comment that the cirey-
lation of the draft brobosed report to the
consumer and Industry liaison member,
and thus to alI interested members of the
public, was i

tions and a broposal should be published
in the Frperar, REGISTER.

The Food and Drug Administration
has organized the review panels to get
independent scientifie judgments on the

safety, eﬁ‘ectweness, and proper labeling

8. One comment stateq that it was not
ssible to comment op the report and
broposed monograph because the Panel’s
~Summary minutes were cryptic and no
bublic transcript was available,
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The object of writing and ‘making
available summary minutes was to main-
tain a full and accurate record of the
Panel’s reasoning and judgments and to
minimize the circulation of speculative
and misleading information as to the
current status of the review. The min-
utes were read and approved by all mem-
pers of the Panel and were then made
available to the public. The Commis-
sioner has reviewed the Panel’s minutes
and concludes that, when viewed in the
light of the report and the data on file
with the Hearing Clerk, on which the
Panel relied, they amply serve their in-
tended purpose. The public record is suf~
ficient for any person to comment mean-
ingfully on the proposed monograph.

9. Tt was stated that the publication of
the proposed ‘monograph without review
by the Commissioner is not consisteny
with the procedure set forth in § 130.301

(@ [

The Commissioner concluded that the
public interest was hest served in the
case of the proposed Antacid Monograph
by publishing the document exactly as
received by the Food and Drug Adminis-
tration and to defer evaluation and any
amendments until after the initial com-
ment period. WwWith future reports, be-
cause of length or types of recommenda~
tions he may wish to evaluate the report
pefore publication. The deferral of his

review in this case does not adversely .

affect the procedure established in
§ 130.301(a) (6). nor is it prohibited by
the provisions of that section. To clarify
this matter, however, the Commissioner
is publishing 2 proposal to amend the
regulations in order explicitly to con-
firm the propriety of this procedure else-
where in this issue of the FEDERAL REG-
ISTER.

10. The greatest number of comments
concerned the proposed effective date of
the final monograph after publication in
the FEDERAL REGISTER. Some felt six
months was too jong considering the
Jengthly review procedures, while others
claimed the time was jnadequate to ar-
range for formulation and Iabeling
changes. Some suggested a year to eight-
een months. o

Manufacturers and other interested
parties have had full access to interim
and final conclusions of the panel. There
is ample time to develop new labeling and
formulations before the final regulations
jssue. The Commissioner concludes that
it is reasonable to require all manufac-
turérs to be in compliance within six
months of publication of a final mono-
graph. :

11, There was comment that the Com-~
missioner jgnored his responsibility to
make a determination of the conditions
that would result in an OTC product not
being generally recognized as safe and
effective or would result in misbranding
or where data are insufficient to permit
classification at this time. '

The Commissioner proposed in that no-
tice to adopt the findings in the panel
report, including the “conditions under
which:anbacid products aré not.generally
recognized as safe and effective or are
misbranded” (Category ID),and the con~
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ditions where data are sinsufficient to
permit final classification at this time”
(Category 1IL). His tentative final con-
clusions on these issues are contained
in this notice. -

12. There was comment that all drugs
which are not generally recognized as
safe and effective or are misbranded
(Category ID) sh uld be removed from
the market immediately upon publication
of the final monograph unless a new drug
application (NDA) has been filed in sup-
port of the drug. ' .

Since the final monograph will not be-
come known until publication, manufac-
turers cannot be expected to have definite
knowledge of the ingredients to be re-

moved from the market until that date..

Nor can tests that have already begun
necessarily be completed by then. Suffi-

facturer to reformulate his product, re-
move it from the ‘market, or file an NDA.
The Commissioner concludes that a 6~
month period is adequate for these pur-
poses.

13. There was comment proposing that
in the future the Category III ingredients
be listed as part of the proposed mono=
graph and published in the FEDERAL REG-

1sTER including a list of tests which the .

manufacturers would need to start im-
mediately in order to transfer the in-
gredient to Category 1. This comnment ar-
gued that such testing should be com-
pleted within the 6-month implementa-
tion period.

The Category IIL ingredients were
listed in the proposal, and their manu-
facturers and users are therefore on no-
fice about the need for additional test-
ing. All interested persons must of course
be given an opportunity to comment on
the need for further testing. Whenever
feasible, appropriate testing for Cate-
gory IIL ingredients will be indicated.
Upon further consideration, the Com-
missioner concludes that a two year pe-
riod after publication of the final mono-
graph is reasonable for completion of all
required additional testing for the Cate~
gory TII jngredients covered by the Ant-
acid monograph. ‘

14. Tt was proposed that manufacturers
who market products containing Cate-
gory IIL ingredients change their label-
ing immediately. There were some com-
ments -that the industry should not be
allowed two years to prove false and
misleading claims and that Category T
jngredients should be removed immedi-
ately. i

_'The Commissioner has reviewed this
matter thoroughly and concurs with the
Panel’s recommendation that Category I
conditions should be eliminated within 6
months of publication of the final mono-
graph bub that Category TII conditions
may be continued, for up to two years
conditioned upon further testing. The
Commissioner knows of no health hazard
that would result from this interim use
of Category III ingredients and condi-
tions of use. -

15, There was comment that the Food
and Drug Administration must become
jnvolved in consumer education to alert
the purchaser of OTC drugs to the 1abel-
ing changes.

‘ducted
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The Commissioner agrees. In addition
to undertaking the studies. mentioned
under paragraph 4, the Food and Drug
Administration is planning an extensive
multi-media campalgn to alert consum-
ers to formulation and labeling changes
for OTC drugs. "

16. One comment suggested that 2
third class of drugs should be formed.
This class would be OTC drugs available
only from a pharmacist, and for which
the pharmacist would maintain a patient
dispensing record. :

This matter is not within the purview
of the OTC drug review. The purpose of
the review is to determine those drugs
that may safely and effectively be pur-
chased and used without a physician’s
prescription and’ supervision regardless
of the channel of distribution. All drugs
contained in the final monographs will
meet these criteria. Comments on a third
class of drugs are therefore not pertinent
to the review. ’

17. Numerous comments were received
to the effect that the language for warn-
ings, directions for use, and jindications

should only be guidelines and that lan-
gg?ge of similar intent should be accept-
able.

The use of dissimilar jabeling in situ-
ations involving identical uses and haz-
ards would cause consumer confusion
and could lead to deception and unsafe
use. Use of the same language will re-
duce the likelihood of confusion and
harm. The Commissioner therefore con-
cludes that the labeling specified in the
monograph will be mandatory.

18. There was comment that no inven-
tory recall of noncomplying products
should be required after the effective
date of the final order.

The Food and Drug Administration at
this time sees no need to recall any OTC
antacid product after publication of the
final monograph. If the Agency finds
that a manufacturer, distributor or buyer
has an inventory of a size that is obvi--
ously intended to prolong the marketing
of a Category II product, or concludes
that a hazard exists, appropriate action
will be taken.

19. One of the most frequent com-

‘ments was that clinical investigators are

not enthusiastic about studies on OTC
drugs because they are subjective in na~-
ture, difficult to perform, and retro-
spective in approach, and therefore not
popular with scientific journals. It was
contended that this makes it difficult to
obtain adequate seientific data on Cate-
gory IIL ingredients.

The Food and Drug Administration
recognizes that OTC drug studies are
often more difficult to undertake than
those. involving prescription drugs. oTC
drug studies are prinecipally concerned:
with measuring symptomatic relief, re-
quiring methods that are more subjective
than those used to measure the resolution
of a disease condition. In all cases, how-
ever, such tests. are-entirely feasible and,
indeed, have in many Cases been con-

1 in the past. Nor is difficulty in
performing studies sufficient justification
for retaining on the market drugs the
safety and effectiveness of which are
inadequately documented. ’

1973
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conditions. The Implementation Unit winl
consult with the Office of Scientific Eval-
Uation and may Tequest the assistance of
the OTC Antaciq Review Panel and ap-
bropriate Bureau of Drugs advisory
commitiees.
21. There was comment that the status
of Category IIT ingredients, individually
- and in combination, has not been stated.
Section 130.301 (a) (6) and the proposal
- clearly state that any Category' IITI in-

mmay continue to be marketed if testing
for proof of efficacy is in fact under-
taken during the beriod provided. Prod-
ucts that claim to be antacids must meet
the acid neutralizi test during this
two-year period, but any products which
do net contain acid-reducing claims need
not modify their claims until the two~-
year period has terminated.,

22. There was comment that under-
taking tests and studies should not be a
condition for continued marketing of
drugs in Category III. )

The proposal included this condition
for the continueq marketing of Category
IIT drugs because otherwise there ig no
Jjustification whatever for such market-
ing. The Commissioner concludes that it
would be unreasonable and unwarranted
to permit the continued use of unsup-
stantiated conditions during the two year
Deriod provided for additional testing if
in fact no such testing is being under-
taken to obtain the hecessary substantia-
tion. -

23. There was a - comment that the
monograph failed to include mildly
alkaline products such as alkaline min-
eral waters,

No evidence was bresented to the Pane]
or with the comments to show that such
ingredients or products containing them
are safe and effective ag antacids. The
Commissioner concludes that they are
heither proven nor generally recognized
as safe and effective for use in antacid
therapy and are thus misbranded for
such use. : :

COMMENTS ON THE REPORT

OTC antacid drugs,
The Food and Drug Administration hag

asked the advisory review banels for their .

scientific judgment and expertise. To
make sure that independent Jjudgment is
obtained, the Food and Drug Adminis-
tration has stressed to all the banels that

within the Panel’s charge. The Food and
Drug Administration win investigate

PROPOSED RULES

further to determine whether an in vivo
standard is feasible,

293-304, 1972). The find-
ings are merely summarized and are
largely testimonia] in nature, The study
lacks a well defined protocol and fails to
include g non-alginic acid containing
antacid control. Additional data, not
breviously submitted to the Panel, in-
cludes an unpublished study involving

esophagitis. Two
ing alginic acid, were compared in the
treatment of symptomatology associated
with reflux esophagitis over g 4-week
beriod. The findings indicate improve-
ment for the symptom epigastric to
retrosternal distress for the antacid/
alginic acid pbroduct but little difference
between the combination and an antacid
in treating regurgitation and epigastric
gas. However, the results are inconecly-

blete follow~up examinations and the in-
clusion of several patients with g normal
esophagus, In g3 bublished double-blind
Cross-over study (Current
search and Opinion 1(2):
an alginate/antacid compound was com-
bared to slginate without antacid and
a placebo in relieving regurgitation and
heartburn,~Relief of symptoms is re-
borted with the alginate/antacid com-
bound but alginate alone was only mar-
ginally better than placebo, Here again

ation at the end of
riod. In another submitted article involy-
ing a study in infants with bersistent
vomiting, the results indicate g reduction

be effective and thus should remain in
Category III, bending further study.

26. There was comment that the Izbel~
ing “Do not take this product concur-
rently with g brescription drug except
on the advice of your physician or phar~

Medical Re- h

macist” should not be Testricted to char-
coal, but should be included for any other
OTC drugs where side effects and drug
interactions may occur,

The antacid review banel did not list
any other drug interactions of which the
consumer should be aware, nor was there
sufficient documentation of any such in-

used whenever g banel determines that
it is appropriate.

27. There was comment that inclusion
of the pharmacist in the
against concurrent use of

certain-State Iaws.

The Commissioner believes that the
bPharmacist is an important member of
the health care team, Neither the knowl-
edge nor competence of the pharmacist
nor the precise role of the pharmacist in
the organization and delivery of health

will reconsider thig matter,

28. There were comments that the
Panel did not spend sufficient time re-
viewing inactive ingredients ang that g
sebarate OTC panel should review in-
active ingredients.

The large number

active ingredients on OTC drug labels,

29. There were g humber of comments
about the “Clinical Toxicological Data”
recommendation of the Panel in its sec-
tion on “Datsy, Pertinent to Antacid In-
gredient Evaluation ”

The Panel recommended that an ef-
fort be made to collect any pertinent
data that might be available from poison
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COMMENTS ON THE PROPOSED'MONOGRAPH

. ACTIVE IN GREDIENTS

30. A number of’ comments stated that
requiring an OTC antacid ingredient to
conftribute at 1east 25 percent of the acid

‘peutralizing capacity was not based on
scientific fact, and that it should be de-
leted or the 10-percent fisure originally
proposed -in the minutes should be
adopted. .

The 25-percent figuré was based on the
conclusion that an ingredient which con-
tributes less than that reaches the point
where its contribution as an active in-
gredient is insignificant. To require no

allow theuse of amounts so small as to be
‘misleading and deceptive to the con-
sumer. Moreover, small percentage con-
tributions, accompanied by 2 prolifera-
tion of ingredients in various formula~-
tions, would make difficult the evaluation
of safety and effectiveness and the iden-
- tification of possible side effects. Tt would
be unreasonable and deceptive to permib
the use of 10 active ingredients, each
contributing only 10 percent of the
effects. Use of & requirement less than 25
percent would permit inclusion of in-
gredients solely for promotional PuUr-
poses. 'The Commissioner therefore af-
. firms the Panel’s judgment that a mini-
mum 25-percent contribution to acl
neutralizing capacity by each active in-
-gredientis a reasonable requirement.

31. There was comment that the Panel
should have established a procedure for
allowing & product to be marketed as an
antacid where it is effective but does not
pass the acid neutralizing test. .

Such an ingredient has not been
identified to the Food and Drug Admin-

istration. If and when this circumstance
arises, the monograph can be amended
-as provided in § 130.301(a) (11).

32, There were numerous comments
that the acid neutralizing test should not
be adopted until it has been fully vali~
dated by an apprapriate body of scien-
tific experts.

The Commissioner agrees. The Food
and Drug Administration is conducting
‘a.ppropria.tefstudies to validate the test.
No comment offered persuasive evidence
showing that the proposed test is invalid.

33. One comment stated that a tablet

_disintegration test is necessary because a
tablet may pass the acid neutralizing test
and still not be dissolved.

Passing the acid neutralizing test in
fifteen minutes does not exempt the of-
ficial tablets from passing the standard
U.S.P. tablet disintegration test. The acid
neutralizing test is an additional stand-
ard and does not supplant other required
standards. It should be noted, however,
that the Panel concluded that-any tablet
that passed the acid neutralizing test

- would be disintegrated.

34. A comment contended- that the
acid neutralizing test would favor fast-
acting strong alkaline ingredients and
that . this could result in undesirable
f‘aacid rebound.” i

The Commissioner concluded there is

little support for the acid rebound‘ theory,
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and there is no reason to believe the test
favors strong alkaline products to the
disadvantage of other antacid ingredi-
ents. The Commissioner pelieves that the
acid neutralizing capacity is only one of
many factors that a physician will con-
sider in selecting an effective antacid for
his patient. i

35. The fifteen minute test duration
was criticized because an antacid may be -
in the stomach much longer.

The test takes into consideration the
fact that the fasting stomach retains an
antacid for about fifteen minutes. Unless
it is effective in that time, the patient
may not obtain relief. The fact that an
antacid may have & prolonged duration
of action is one of the reasons why the
acid neutralizing value is only one factor
to be considered in antacid effectiveness
and may be used only in ethical 1abeling.

36. The pH 3.5 endpoint of the test
was criticized as unduly restrictive since
the pH necessary to relieve upper gas-
trointestinal symptoms is not known.

The Commissioner concurs in the
Panel’s conclusion that an increase in pH
to3.5isan appropriate standard for sup-
porting a claim of decreased stomach
acidity. No data were presented to dis-
pute that conclusion. '

37. The U.SP. has established &
method for assaying antacids. One com-
ment stated that this method should be
used instead of the acid neutralizing
test in the proposed monograph.

The two U.S.P. acid consuming capac-
ity tests are concerned only with total
consumption and not with the duration
of activity. If a drug takes an hour to
neutralize a given amount of acid bub
ijs in the stomach for only fifteen min-
utes, its therapeutic value is highly ques- -
tionable. The proposed test is designed to
take both neutralizing capacity and time
into account. :

38. There was comment that the in
vitro acid neutralizing test will discour-
age research in the development and
evaluation of new antacids. )

The Commissioner concludes that
nothing in the test or in any other pro-
vision. of the proposed monograph should
discourage or retard research in antacid
therapy. On the contrary, the test should
serve to kindle new ideas about and
methods of measuring the effectiveness
of such treatment. In accordance with
the Panel’s recommendation, the Com-
missioner also intends to explore reliable
in vivo tests of effectiveness for antacids.

39. A comment stated that the stirring
speed should be measured by a photo-
tachometer or similar device.

The Commissioner agrees and the ten-
tative final monograph so provides.

40. A comment stated that the stirring
speed should be increased to 500 RPM
or a surfactant used because the slower
speeds result in floating particles.

The Commissioner agrees and the ten~
tative final monograph so provides.

41. Anocther ecomment suggested that
the pH meter should be calibrated be-
tween. 1.1 and ab Jeast 7 to permit ac-
curate measurements.

The Commissioner concludes that the
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method of calibration proposed by the
Panel is satisfactory. No data were sub-
mitted to support the comment. !
42, It was commented that the grind- *
jng and sieving of double layer tablets
following the.procedure results in dis-
proportionately richer mixtures. :

The Commissioner recognizes that
modifications of the method of prepara~
tion of the product may be warranted.
It is the responsibility of the manufac-
turer to propose an alternative method
through a petition pursuant to § 130.301
(a) (1. i

43. A comment stated that the equip-"
ment specifications should be amended
to substitute a rotating bottle apparatus
for magnetic stirrer because of better
temperature control and stirring speed
reliability.

The Commissioner concludes that the’
rotating bottle method would be awkward
for use .in this test. The comment in-
cluded no data to show that such &
method would significantly increase
reliability. :

44. A comment suggested that one nor-
mal HCI is too strong in that it causes
viscous antacids to stick to electrodes
and carbonated products to foam. The
comment stated that 0.1 HC1 should be
substituted since it represents a concen-
tration of acid more in keeping with the
acid concentration of the stomach.

The - Commissioner concludes that
either 0.1N or 1.0N HCl may be used, and
the tentative final order so provides.

45. There was comment that, since
aluminum compounds may interfere with
prescription medications, they should no
longer be marketed. - :

Aluminum ingredients are safe and ef-
fective as antacids. The evidence that -
they may decrease the absorption of cer-
$ain prescription products is uncertain.
Thus, to eliminate this antacid ingredi~
ent would be inappropriate in view of the
current lack of evidence that a drug in-
teraction exists. The Commissioner wel-
comes any additional evidence on is
jssue, and will take appropriate detion if
drug interaction is shown. :

46. There was comment that this sub-
section -could be construed to exclude
aluminum hydroxide.

That was not the intent and the
language has been clarified in the tenta-
tive final monograph.

47. There was comment that the provi-
sions concerning bicarbonates should be
deleted because these jons are sufficiently
addressed in the sodium subsection.

The limits on the picarbonate ion in-
volve consideration of potential alkalosis
whereas the primary concern with the
sodium ion relates to hypertension. The
Commissioner concludes that, for this
reason, these different species are prop-
erly treated as distinct entities.

48. There was comment that it should
be made clear that sodium carbonate 1s
only to-be used as & component of ef-
fervescent tablets.

This provision has been so revised in
the tentative final monograph.
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INDICATIONS

49. There were 3, number of comments
that the four allowed terms, “heart-
burn”, “sour stomach”, “aeig indiges-
tion”, and “antacid”, 1ack meaning to the
consumer and are restrictive beyond the
intent of § 130.301 (4) (v) which requires
terms “likely to be read and understood
by the ordinary individual, including in-
dividuals of low comprehension”. One of

" the comments submitted 2 national prob-

ability study of consumer language .

-to show that terms other than those
designated by the Panel are used by the

’ consumer to designate the symptom for ]

which he takes an antacid. Five nation-
ally advertized broducts were used in the
study. They were an antac-id-analgesic,
an a,nta.cid-ﬂatulent, an antacid-diarrhe-
al, and two antacids, About 1,000 heads
of households were contacted. It was re-
- ported that “upset stomach” was the

leading term wused by the consumer ir-
respective of sex, age, income level or
education. :

The Commissioner concludes that the
study is not relevant to the question
whether acid indigestion also encom-

advertised for “upset stomach”, thus bro-
moting the misconception that an ant-
acid is useful for this burpose. These
broducts have very different formula.-
tions, whiclwould not be effective under
all of the same conditions of use, Tt is
further evident from the terms used by
the consumers who participated in the

fusion exists,
zealous promotion.

The Commissioner concludes that the
terms récommended by the Panel fully
meet the intent of the regulation. Allow-
ing ‘each manufacturer to select the

individuals ranging
frem acig indigestion to nausea, cramps,
and diarrhea, for which an antacid is in-
effective. The Commissioner concludes
that the evidence bresented does not Jjus-

ify expansion of the present nhumber of
bermitted terms.

WARNINGS
50. There was 3 comment that the

warning statements under subparagraphs T

(1) and (2) of baragraph (¢) should be

combined. . )
The Commissioner agrees and the ten-

tative final monograph so provides.

51. There was cx

question about the broduct’s safety,
when in fact it'is the batient’s continuing
symptoms that are of concern, .
- . The Commissioner. concludes that the
Phrase proposed by the comment, delet-
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ing the maximum dosage statement,
would not be as complete or meaningfyl
to the consumer as the Panel’s language.
The proposed language neither states nor
implies 3, safety problem.

52. There was

figure.
The Commissioner concludes that de-
le_tion of the 5-percent ﬁ_g}zre would sig-

appropriate in the absence of more spe-
cific data or expert opinion establishing
a different figure.

53. There was comment that the
sodium warning directed at antacid users
on - salt-restricted diets, proposed for
drugs containing more than 5 milli-
equivalents, is inappropriate and should
be deleted. The comment also stated that,
if the warning is sretained, it should
apply only to daily dosages in excess of
10 milliequivalents,

While it is generally true that sodium-

-containing antacids would not materially

interfgre with a low-salt regimen, OTC

acids on his own volition, The Commis-
sioner therefore concludes that the pro-
bosed sodium warning is appropriate.

] DIRECTIONS FOR USE
54. There was comment that the di-

times a day™) as an alternative to single
doses in a given time period (e.g. “every
four hours”). -

The  Commissioner agrees and the
tentative fina] monograph so provides.

STATEMENT OF ACTIVE INGREDIEN'TS

55. There were several comments com-
mending the Panel for recommending
that the labeling of al1- OTC antacid
cts be required to include a quantj-

21 U.8.C. 352(e) (1) (A), which provides
for quantitative ingredient labeling only
for prescription drugs.

The' Food and Drug Administration

" Advisory Drug Committee hag recom-

mended that all OTC drugs be labeled
with a quantitative statement of the
active ingredients, No comments offered
persuasive reasons why this is not in the
bublic interest. Accordingly, the Com-~

dation, in the general conditions for al]
OTC drugs established under. new § 130.-
302, published elsewhere in thig issue of
the Frperar REGISTER. The Commissioner
urges manufacturers to comply with this
request without the necessity for g
change in the statute. .

ETHICAL LABELIN G

56. There was comment that the warn-
ing statements appearing on OTC brod-
ucts should not be included in ethical
labeling. - -

The Commissioner concludes that such
an approach jig without merit, since it
would deprive the physician of important
information that he can expect his pa~
tient to have in hand, ‘

57. There were numerous comments
that the  acid neutralizing capacity of
an OTC antacid. should appear on all
oTc labeling, Others argued that this
information should not even be included
in ethical labeling -because it would_en-
courage a competitive “numbers game.”

will reconsider this decision,

58. Another comment suggested that a
label statement of a suitable range for
the neutralizing capacity be permitte

. The tentative
final order has been so revised.

59. Some comments were -concerned
that the Panel recognized that aluminum

in ethical labeling, not in the consumer
labeling where such information is also
heeded. ) .
The Commissioner concyrs with the
Panel that the evidence: of drug inter-

action is fragmentary and conflicting
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and requi e‘s'explana.tionto the consumer
by a physician or pharmacist where ap=
-propriate. Since the physician or phar-
macist should already be aware of such
jnformation they are the proper persons
1o be informed of possible dwug inter-
actions through ethical labeling. I a
drug:interaction is proved, the Commis-
sioner will reopen the question of proper
consumer labeling. L
. 60. It was recommended that the eth-
-jeal labeling claims. for antacids be €X-
panded to include gastric hyperacidity
and hiatal hernia. :
The Commissioner concludes thab the
“terms “hiatal Ternia” and “gastric hy-
peracidity” may be
labeling and has so provided in the ten-
tative final monograph.

GOMBINATIONS WITH NONANTACID ACTIVE
INGREDIENTS

61. There was comment that the laxa-
tive ingredient in the antacid/laxative
combination should be listed on the 1abel.

This provision has been so revised in
the tentative final order,

62.- There was comment that antacid-
salicylate combinations have peen labeled
and promo for many years primarily
for antacid use alone, and that labeling
changes are not sufficient to assure the

“informed and proper use of these prod-
ucts. There werg several comments

where an anta.cid—'salicyl-ate combination

had been iabeled as an antacid, removal

sioner concurs that this combination
should not be used for antacid purposes
alone, The ‘proposed labeling limits the
combination for use where the individual
has symptoms requiring poth an anai-
gesic and an antacid. For continued mar-
keting these limitations must be clearly

forts. The Commissioner concludes that
proper 1abeling in the future will be suf-
ficient to assure proper use of such com-~
bination ‘products. The - Federal Trade
‘Commission has responsibility for assur-
ing the propriety of future advertising of
these products. The Commissioner also
concludes that there is insufficient data
to warrant removal of the combination
or the,salicylate from. the combination,

. even though 4t was Iabeled in the past as
an antacid. -

63. All comments recognize that aspirin
causes g'astromtestina.l bleeding, and few
guestioned the claim that the combina-
tion of an antacid salicylate causes less
gastric. bleeding in normal individuals

than unbuffered aspirin. Many con-
tended that there is no evidence $o sup-

i sa;licylate-containing

product. in patients with gastric disease
and therefore the combination should be
reformulated as an antacid or 1abeled
and used exclusively as an analgesic.
. The Commissioner agrees
antacid products, including
tions, should not be used by patients with
gastrie diseases except on the e of &
physician, but he concurs with {he Panel

- FEDERAL REGISTER,

No. 217—Pt. I ——2

_be beheficial

fature promotional ef=

are no studies to
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that there is a significant target popula~
which the antacid-sa.licylate
provides rational concur=
rent therapy, (e.g. headache and acid
indigestion). In fact, the combination is
probably a safer more effective medica~
fion because it is puffered. The Commis-
sioner therefore concludes that the com-~
binations should not have to be reformu-
lated as an antacid or 1abeled exclusively
as an analgesic.

¢4. There was also comment that the

-Panel was overly restrictive in not recog-
nizing the potential for analgesics in re- -

lieving cerfain transient symptoms of
upper ga.st.rointestina_l distress. It was
noted that the Panel recognized that the
etiology of upber ga.strointgstina.l distress
is not well understood. One comment sug-
gested that these symptoms of gastric
distress may be associated with inflam-
matory reactions and that analgesics may
in reducing gastric inflam-~
mation and pain.

The Commissioner finds the proposals
conjectural and at this time concludes
that there is @ lack of substantial evi~
dence to support such claims. The Com-
missioner welcomes any scientific data
that would adequately demonstrate the
effectiveness of this combination in -re-
dueing gastric jnflammation and pain.

65. Comment and testimony on oTC
antacid drugs were presented June 6,
1973 before the subcommittee on Monop-
oly of the Senate Select Committee on
Small Business. It was reported by one
physician that, during an 18-month pe-
riod, he observed 18 patients in whom
ga,strointestmal hemorrhage was engen-
dered by ingestion of aspirin prepara-
tions. In 5 patients, the preparation used
was an effervescent antacid—ana.lgesic
produch repéatedly taken over a short
period of time to treat symptoms of gas-
tric distress. Only one of the five patients
referred to had no history of heavy al-
cohol ingestion, wlcer, or other serious
disease that could well have caused the
difficulty, prior to the ingestion of the
combination. No controlled data were
presented. The witness concluded that
the advertising of the product as bene-
ficial for stomach distress should cease,
but acknowledged that it could be pro-
moted as an analgesic. Another physician
witness testified that many people are
not aware of the potential hazards of
salicylates or {he true nature of their
gastrointestinal symptoms, and ques-
tioned the advisability of including as-
pirin in any OTC drug preparations. The
other witnesses presented their personal
opinions as to the use of combinations
but gave no data.

Based on the review of all the data
submitted, the Commissioner concurs
with the Panel that there is a significant
target population having both sympioms.
Even the witness describing the five pa~
tients had one patient taking an antacid
and . aspirin separately. The data sub-
mitted show the anta.cid-a,na,lgesic com-
pination to cause jess occult blood loss
than taking each separately and there

indica.te such-a com-

_bination
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is not safe. One case history is
not sufficient to demonstrate a lack of
safety. If additional data are provided
to show that the combination does cause
more ga.strointestinal hemorrhage than
each taken separately and that the pro~
] i is insufficient to protect
the -public, then the Commissioner will
reconsider the issue.
criticism of & study on
antacxd-a.nalgesic prod-
uect contained in an unpublished 1968 re-
port submitted by the manufacturer dur-

viously available to the panel. The report
describes a study performed in Australia
by a physician in which the effect of the
drug on gastrointestina,l bleeding was
evaluated in 20 subjects free of any gas-
trointestinal symptoms oY disease. During
oral testimony pefore the OTC Analgesic
Panel meeting on July 30, 1973, the man-
ufacturer stated that the report had not
been submitted to the OTC Antacid Panel
because of differences between the for-
mulation marketed in Australia used in
the study, and the formulation marketed

ing was estimated by fecal determination
of radioactive chromium
red blood cells. The effects were measured
for 16 consecutive days on each subject—
8 days with treatment (2 tablets 4 times
8 days without treatment
(control period). Employing statistical
procedures, the investigator omitted the
values of three subjects having blood loss
well in excess of the range of the other
subjects. He concluded that the drug
produced no significant blood loss. One
comment, using & different statistical ap-
proach- which included the aberrant
values, found a statistically significant
increase in bleeding for each subject.

- Fyrther evaluation by others using addi-

tional statistical methods are conflicting.
Previous data submitted to the Panel in~
cluded six other fecal blood loss studies,
in addition to the ‘Australian study. All
investigators concluded that there was
no significant blood loss from the prod-
uct. 1 . i

The Commissioner concludes that the
findings in the Australian study are not
consistent with blood loss patterns not-
mally ohserved following ingestion of as-
pirin, Three subjects had blood loss in eX-
cess of the range of other subjects on one
drug treatment, but were es~
sentially normal within 24 hours. Only
one subject for three consecutive days

ment period but showed marked im-
provement with no blood loss on. the final
day of the study. If the blood loss were
attributable to the product, it should
have continued for the duration of the
treatment period.
The Commissioner further concludes,
on reviewing all the blood loss studies
and other available data, that the blood
1oss reported in the Australian study is
‘not clinically si ificant. Normal hiood
Joss ‘often exceeds the relatively small
amount lost by even the three high sub-~
jects. Nor is there evidence to show that
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a small increase in blood logs is in any
way harmful to bersons taking oTC

medications, barticularly since the choice
is between taking the analgesic and ant.
acid separately or in combination.

67. There wag comment that the Panel
should have found simethicone to be a
safe and effective antiflatulent. The com-
that, in failing to do so, the

tain clinically significang relief of the
type claimed.
The Commissioner, after reviewing the
banel report and the additiona] data sub-
mitted (see baragraph 68), concludes
that simethicone g 2 safe and effective
antiflatulent, However, b i
gredient is not gn antacid the Commis-
sioner has concluded to establish a sep-
arate monograph for antiflatulents. He
also r izes the bossibility that other

methicone over

After reviewing the Pa,nel'report, the
data ‘filed in the origina] submissiong

and the twola,dditiqnal studies, the Com-

‘FEDERAL’ REGISTER, VOL. 38, No. 217—MONDAY,
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missioner had determined there js gz
reasonable expectation pha;b si.mefthicorge

‘tiveness for an antacid-simeth’icbne com-

binatior; must be related to the antacid

IN. ACTIVE INGREDIENTS -

69. There was comment that the maxi-
mum dosage of lactose is unreasonable
because § 130.305 (a) (9) allows  milk
solids to be used without limitation and
dairy products are often used in g Sippy
regimen.

The Panel’s primary concern was for
those individugls. unable to produce suffi-
i tase enzyme to digest lactose,
These lactase deficient individuals nor-
! their consumption of milk
broducts which contain lactose,

The comment is correct. The limita-
tion is inconsistent and will be revised,

DETERMINATION OF
(CATEGORY ) CoNbITIONS UNDER
WHIcH ANTACID Propucrs ARE Nort
GENERALLY REcoentzED Ag SAFE aAND
EFFECTIVE OR ARE MISBRANDED

CoMMISSIONER'S

Based upon the recorg before him (all - 1

data, submitted, the minutes of the Panel
meetings, the Panel report, and all com-
Commissioner

testing Supports their use,

A. Active ingredients. No active ingre-
dients that are not included in the Mono-
graph or Category ITT have, in the Com-
missioner’s opinion, been shown by ade-
Quate and relighle. scientific evidence to
be safe ang effective,

B. Labeling, The Commissioner con-
cludes that it is not truthful ang accu-
rate to make claims or to. use indications
on. the package label that the broduct
may directly affect, “nervous or emotional
disturbances.” “excessive Smeking,”
“food intolerance,” consumption of “g]-
coholic beverages,” “acidosis,” “nervous
bension headaches,” “cold Symptoms,”
and “morning sickness of bregnancy’”
since the relationship of Such phenomens,
to gastric acidity is both unproven and
unlikely, .

C. Drugs combining antacid and other

, 9ctive ingredients. 1. The Commissioner
‘concludes’ that it 1s valid to combine an

antacid with

tion on use of these Ingredients ag laxa--
tives ab this time, . :

4. The Commissjoner is not aware of
any study showing thay the addition of
an antipeptic agent to an antacig broduct
increases the broduct’s efficacy as an ant-
acid or is otherwige effective as g means

for antipeptic activity can be considered

NOVEMBER 12, 1973
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the addition of

- acid products.

gnificant

pumber. No evidence is presented as to
reproducibility of results. There is in-  time
evidence that alginic acid-con- ’
taining antacid products, even if they

PROPOSED RULES ‘ 31267

only antacid action (such as is particularly
sodiym bicall
-studies tha
clinically me

the antipeptic activity is positio , alginic acid-
) aningful and therefore con- may be less beneficial
tributes significantly to the product’s antacid which is more lik
effectiveness.

C apt to oc

ponate) , and it is proved by are 1ying down rather then in the upright “nausea,’ “axcessive eructations,” “pset
containing products stomach,” and the iike. Some of these
than a standard symptoms are vague, most are poorly

and accurate until it is substan- Indeed, such evidence as there is indi- gastric contents. These products may or
th by scientifically valid in vitro cates that these products do not increase may nob qualify as antacids by the in
tests showing that the antipeptic action the pH of gastric contents
is substantially. greater than that of an Since regurgitation of gastric contents - toms include «indigestion,” “ggs,” ‘‘upper

cur when patients abdominal pressure,” wggll feeling,”

as a whole. vitro acid neutralizing test. The symp-

ely to increase understood s to pa,thophysiological

the pH throughout the gastric contents. mechanism, and none have been shown

ould not be permitted in ant- it unnecessary
: age limitation > C

6. The Commissioner concludes that 3. Charcoal, activated. The Commis- uct meets the m vitro standard (see

ition of an antiemetic to an ant- sioner concludes charcoal to be safe in monogr.a.ph) . Claims for those symptoms

»t is not rational therapy for ~amounts usually taken orally in antacid for which such evidence has not heen

portion of the target products, and believes it unnecessary to provided by that time must be with-

proteolytic agents Or pile acid to be safe in amoun

or bile salts to antacid produets is un- orally (e.g. 4 grams Per day

- safe. Since pepsin is presumably involved products, and believes it ; _

in the pathogenesis of peptic ulcer, the impose a gpecific dosage limitation at ing products that make claims for allevi-
Ton of pepsin to antacid products this time.

tentiaily harmful. Since bile 9. Attapulgite (activated)

and bile salts can damage gastric mucosa, missioner concludes that this ingredient effectiveness, .consisting of statistically

they may be involved in the is safe in the amounts us
sis of gastric ulcer, these sub- orally in antacid products,

5. The Commissioner concludes that The Commissioner concludes alginic by adequate and reliable scientific evi-
ts usually taken dence to be caused by or alleviated by
} in antacid changes in gastric acidity. The Commis-
unnecessary to sioner concludes that companies market-

ation of these or other similar symptoms
. The Com- must within 2 years provide evidence of

ually taken valid clinical trials, in relieving each O

and believes these symptoms for which 2 claim 1is

to impose & specific dos= made. No claim for acid neutralizing

properties can pe made unless the prod-

: impose a specific dosage limitation at this  drawn.

SIONER’S DETERMINATION oF (CAT- time.-Since charcoal-con

III) CONDITIONS FOR \WHICH THE may decrease absorption of ——v
AVAILABLE DATA ARE INSUFFICIENT TO drugs, the label should state during this —signs and symptoms, such as “gour

PErRMIT FINAL CLASSIFICATION AT THIS intgrim\peripd the standard
action warning:

taining products 2. The Commissioner concludes thab

certain oral clajms or indications which 1ink certain

drug inter- preath,” “upper abdominal pressure,”

«wWarning: Do not take cfll feeling,” c:nausea’u “stomach dis~

this product concurrently with a pre- tress,” “indigestion,” sypset stomach,”

should no longer be permitted, grams per day
even in a product that meets the in vitro Delieves it ynnecessary

antacid effectiveness standard, because cific dosage limitation at this time.

of evidence that these ingre- " Pectin. The Comumissioner concludes i i
ke a meaningful contribution thais i‘;uzs : ingeredie both %o confirm the claimed specific

to the claimed effects.
1. Alginic acid. Although the jngestion products, and believes 1

to demonstrate the effec- 1uylose to

uncontrolled, and few in

FEDERAL REGISTER, véL. 38,

essary to imp

amounts usually taken or

Ty methylcellulose. The Co-  Ach (secs. 201, 502, 505, 701, 52 Stat.

missioner concludes ‘carboxy methylcel-  1040-1042 as amended, 1050-1053 as
be safe in &

taken (e.g., 3 grams per

 Based upon the record pefore him, the scription drug except on the advice of
ner determines that adequate your physician.” Study is

e scientific evidence is not needed to determine whether the char-

at this time to permit final  ¢oal used contains benzpyrene or methyl-
on of the active ingredients cholanthrane

type carcinogens
listed below. b €

ea 4. Gastric muci.
_A: Active ingredients. These jngredi- concludes that this
. ents have either no or negligible antacid ~ the amounts usually
i there is inadequate evidence acid products,
of their effectiveness for their ponantacid sary {o impose a SPe
action in the relief of upper gastrointestl~ tion at this time.
.nal symptoms OF in their adjuvant or 5. Kaolin. The Commissioner concludes
corrective properties. The Commissioner kaolin to be safe in amounts usually
es it rqasonable to provide 2 years taken orally in antacid prod
development and review of such lieves it unnec
: Marketing need not cease dur- dosage limitation
ing this time

and believes

NO. 217—MON

The Commissioner
ingredient is safe in

1ulose. The Commissioner
hylcellulose to be safe in
ally taken orally (e.g., 2
in antacid products), and

to impose a spe-

and “excessive eructations” with normal
or hypernormal gastric acidity, are un-
proven since the relationship of such
. signs and symptoms to gastric acidity is
: unknown or dubious and there is no ade-

specifically

quate and reliable scientific evidence to
support these claims. Such claims or in-

taken orally in ant-  gications encourage the user o draw

it unneces- conclusions as t0 the cause or intermedi-

cific dosage limita- ation of such symptoms, 2 conclusion

that even theé medical professional is in-
capable o ~drawing at this time. There~
fore, the Commissioner concludes those

ucts, and ‘Pg- claims and indications that link these
ose a specific  gymptoms to acidity or «jyyperacidity”

at this time. i ‘

if adequate testing isunder-  -Since kaolin affects gastrointestinal should not be permitted unless supported
taken to prove effectiveness, provided absorption, {he Commiss
that any product that claims to be an  that ethical labeling sho
antacid (.. neutralize stomach acid) kaolin may interfere with
‘meets .the in vitro antacid effectiveness of other drugs
standard (seekmonograph). 1f adequate 6. Methylcel
data are not obtained within concludes met

se ingredients listed in this amounts usu

by statistically valid clinical trials ob-

joner concludes tained within we Y&
uld indicate that 0 years.

the absorption

3. The Commissioner concludes that
the evidence currently available is inade-
guate to support the claim -that such
properties as “floating,” “goating,” “de-
‘foaming,” «demulcent,” and “carmina-
tive” contribute to the relief of upper
gastrointestinal symptoms. The con-
tinued use of such claims, or ones closely
allied to them, requires additional studies

nt is safe In the action and to demonstrate clinical sig-'
ally in antacid nificance. These studies must also be
lginic acta. = o - X ) t unnecessary to  completed within two years.

of alginic acid-containing products may impose & gpecific dosage limitation at this

e a layer of material floating on time. . :

ihe gastric contents, the Commis- 8. Carbo
udes that present evidence

Therefore, pursuant to provisions of
the Federal Food, Drug, and Cosmetic

mounts usually amended, 1055-1056 as amended by 70
1 r day) in antacid  Stat. 919 and 72 Stat. 948; (21 U.S.C. 321,
products, and believes it unnecessary to 352, 371), the ‘Administrative Procedure
impose & specific dosage limitation at this Act (secs. 4, 5, 10, 60 Stat. 238 and 943 as

amended; (5 USs.C. 553, 554, 702, 703,

. 1. 0TC products contain- 704)), and under authority delegated to
" i ategory 1 oF him (21 CFR 2.120), the Commissioner
_do-produce 2 fioating layer on top of the III are ften used to treat symptoms that of Food and Drugs is publishing as tenta-

gastric contents; are clinically beneficial. are not known to be related to acidity of tive final monographs New §§ 130.305 and

DAY, NOVEMBER 12, 1973
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130.3086, ag amendments to Subpart D of
Part 130, to read as follows:

§ 130.305 Antacids,

of the general conditiong established in:
§ 130.302. ’ - z

(@) Antacig active z‘ngredient(s). The
active antaciq ingredient(s) of the prod-
uct consist (s) of one or. more of the in-
gredients bermitted in subparagraphs (2)
through o i

a corrective to brevent a laxative Or con-
stipating effect,.

( € neutralizing capacity of the
broduct shall pe easured in the follow-
ing way: .
¢ Materials,

(@) Antacid.

@B 01N HCL. )

@ 10N HC1.

(d) Standardizing buffer pxr 4.0 (0.05
M potassium hydrogen bhthalate),

(e) pH meter, .

(f) Magnetic stirrer,

(@) Magnetic stirring pars (25 mm._
long, 9 mm_ diameter) ,

(h) 100
diameter) ,

(@) 50 m]. buret,

() Buret stand, :

(&) 50 mi. bipet calibrated to deliver,

(1) Tablet comminuting device,

(m) Temperature controlling equip-
ment,

(i) Procedure.

(@) Control temperature at 37° C. -

b Standardize DI meter gt pPH 4.0
with standardizing buffer ang at pH 1.1
with 0.1 N HC1,

(e) Place empty beaker on stirrer, adq
stirring bar, determine setting for stip~
ring at 500 r.p.m. throughouyt, :

FEDERAL REGISTER, vor, 38, NO. 217—MONDAY, NOVEMBER 12,

d
ml beakers (45 mm. inside
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teles shoulgq equal the weight of a unit
dose,

(e) Stir for exactly 10 minutes at 500
r.p.m, )
(/)" Read ang record pH,
(9) If pH i5 3.5 or greater, Proceed; if
PH is below 3.5, stop test.
(M) If pH-in item (¢) of

; ofOlNorlONHCl

use: . !
€2} Calculation: 5 mEq. (in 50 m], 0.1
used in 1st 190 min.) +-mHEq(s)

gredients:
(i) Aluminum carbonate, -
(i) Aluminym hydroxide (or as alu-

.mium hydroxide-hexitol stablized boly-

mer, aluminum »hydroxide-magnesium
carbonate codried gel, aluminum hydrox-

ide-magnesium trisilicate codried ge],
aIu.minum-hydroxide sucrose powder
hydrated).

(iii) Dihydroxyaluminum aminoace~
tate and dihydroxyaluminum aminoace-
tic acid.

av) Aluminum
daily dosage limit g grams,

() Dihydroxyaluminum sodium car- .

bonate,
@ ;Bicarbonate-contai_ning active in-

sons 60 years or older, :

(4) Bismuthecontaining active ingre-
dients:

) Bismuth aluminate,

(1) Bismuth carbonate,

3ii) Bismuth subcarbonate,

(Iv) Bismuth subgallate.

(v) Bismuth subnitrate, .

(5) Calciumfcontammg active ingre-

(6) Citrate-co‘ntaining active ingredi-
ents: Citrate ion, itri i

() Hydrate magnesium aluminate
activated sulfate., ..
(€:3) Magaldrate, R
(i) Magnesium aluminosilicates.
(iv) Magnesium carbonate,
(v) Magnesium, glycinate,
vi) Magnesium hydroxide.
(vii) Magnesium oxide,
(viii) Magnesium trisilicate,
(9 Milk solids, dried,

bhosphayte, maximum -

ao Phosphate-containing active in-
&redients:

@) Aluminuym Phosphate, maximum
daily dosage limit 8 grams, -

(613 dibasic caleium salt,
i 2 grams.

daily dosage limit 24 grams, ,
an Potassimn-cbntaining active in-
gredients.

(12 Sodium-containing active ingre-
dients:

1) Sodiym bicarbonate (or carbonate
when used as a Component. of an effer-
vescent bPreparation) . maximum -
Qaily dosage limit is 209 mEq. of sodium
for persons Uub to 60 years old and 100
mEy, of sodium for persons g years or
older; and 200 mEq, of bicarbona,te ion
for persons Up to 60 years old and 10g
mEq. of bicarbongte ion for bersons 60
years or older, ’

13) Silicates: .

) Magnesiym alumin'osﬂicates.

(i) Magnesium trisilicate,

o Tartrate-containjng active ingre.
its salts

mum daily [
grams) of tartrate,

b) Indications, The labeling of the
broduct reépresents or Suggests the Dbrod-
uct as an “antacid,” ¢, alleviate the
Symptomg of.“hearbburn,” “sour stom-
ach,” or “geig indigestion »

(e) Warnings.

the maxim r ended dosage:
“May have laxative effect.”
0 4) For broducts containing moge than
m .

Eq. sodium in the ma,
mended daily dose: “Dg

sodium restricted diet.” . :
(6) For Pbroducts containing more than
5 mEq, botassium in the Maximum rec-
ommended daily dose; “Do not use this
product except under the advice and sy-
bervision of g bhysician if Yyou have kiq-
hey disease,” ) .
(D Por Products containing more than
5 gm per day lactose in . i
daily_ dosage: “Do not use
except under advice and Supervision of g
Physician if you are allergic to milk or
milk products.” .

1973



use. The labeling of
the product cont the recommend
~ dosage DPer time interval (e.g. every 4
hours) Or time period (e.8. 4 f{imes 2
“day) broken down by age groups if ap-
propriate, followed by «except under the
advice and supervision of a physiciam.”
(e) Statement of -sodium containing
ingredients. The i
contains the sodium content per dosage
unit (e.g., tablet, teaspoonful) if it is 0.2
mEdq. (b mg) or higher.
(f)- Ethical labeling. The labeling of
the product provided to physicians (but
not to the general public) :

(d) Directions for
ains

(1) Shall confain the neutralizing ca--

pacity of the product, as calculated in
pa.ra,gra.ph (a) (1) GD ) of this section,
i of thg, dosage recom-

if the labeling recommends more than
one dosage, in terms of the minimum
dosage recommended per minimum time
jnterval. The neutralizing capacity value
in such labeling may not exceed
ten percent of the determined lower limit.

- the time of manufacture and/or after a
- gpecified period of time. No product may
be marketed with an acid neutralizing

. capacity below & mEd. \

(2) Shall, if the product is an alu-
minum or kaolin-containing antacid,
contain a warning that absorption of
other drugs may pe interfered with by
the aluminum or kaolin in the product.

(3) May contain an indication for the
symptomatic relief of hyperacidity as-
sociated with the diagnosis of peptic
ulcer, gastritis, peptic esophagitis, gas-
tric hyperacidity, and hiatal hernia.

(€:3) Combination with nonantacid
aclive ingredients. (1) An antacid may
contain any generally recognized as safe
and effective ponantacid laxative ingre-
dient (see laxative monograph) to cor-
rect for constipation caused by the ant-
acid. No' labeling claim of the laxative
effect may be used for such & product.

(2) An antacid may contain any gen-

- erally recognized as safe and effective

analgesic “ingredient(s) (see analgesic
monograph) - if it is indicated for use
solely for the concurrent symptoms in-
volved (e.g., headache and acid indi-
gestion).

(3) An antacid may contain any gen-
erally recognized as safe and effective
antifiatulent ingredient (see antiflatulent
monograph) if it is indicated for use

the concurrent symptoms of
" gas associated with heartburn, sour
stomach or acid indigestion.

- § 130.306 Antiflatulent.

An over-the-counter antiflatulent
product in & form suitable for oral ad-
ministration is generally recognized as
safe and effective and is not misbranded
if it meets each of the following condi-

—
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tions and each of the general conditions
established in § 130.302.

(a) Active ingredient(s). Simethicone.
Maximum daily dose 500 mg.

(b) Indications. The labeling of the
product represents or suggests the prod-
«gntifiatulent” to alleviate the

(¢) Directions for use. The 1abeling of
the product contains the recommended
dosage per time interval (e.g. every 4
hours) or time period (.8, 4 times a day)
broken down by age group if appropriate,
followed by “except under the advice and
supervision of a physician.”

(@) Ethical labeling. The labeling of
the product provided to physiclans (but
not to the general public) may contain
as additional indications postoperative
gas pain.

(e) Combination with non-antifiatu-
lent active ingredient(s) . An antiflatu~-
lent may contain any generally recog-
nized safe and effective antacid ingredi-
ent(s) (see antacid monograph) if it is
indicated for use solely for the con-
current symptom of gas assoclated
with heartburn, sour stomach or acid
indigestion. , o

Tnterested persons may file written
objections and request an oral hearing
before the Commissioner regarding this
proposal on or before December 12, 1973.
Request for an oral hearing must spec-
jfy points to be covered and time
requested. ' ;

All objections and requests shall be
addressed to the Hearing Clerk, Food
and Drug Administration, Room 6-86,
5600 Fishers Lane, Rockville, MD 20852,
and may be accompanied by a memoran-
dum or brief in support thereof. Received
objections and requests may be seen . in
the above office during working hours,

FEDERAL REGISTER.
Dated: November 2, 1973.

. A. M. ScHMIDT,
Commissioner of Food and Drugs.

[FR Doc.73-23927 Filed 11-9-173;8:46 am]

[ 21 CFR Part 1301]
OVER-THE-COUNTER DRUGS

Proposed Procedures Regarding Public
Comment on Review Panel Reports

Section 130.301¢a) (6) of the proce-
dures governing the over-the-counter
(OTC) drug review provides that, after

an advisory review panel issues its report

. to the Commissioner of Food and Drugs,

the Commissioner shall publish in the
FEpERAL REGISTER & proposed order con-
taining his proposed action.

In reviewing the report of the first
OTC advisory review panel, on antacids,
it became apparent to the Commissioner

31269

that it would be more expeditious to pub-
lish the panel’s report and proposed
monograph, without change, in order to
obtain full public cO

mment before he
made any decision on the matters in-
volved. It appears

1ikely that this pro-
cedure may also be useful for handling
the reports of other OTC advisory review
panels. The Commissioner believes that
this procedure is within the intent of the

. existing regulation, pbut comments on the

proposed antacid monograph contended
that it is not. Accordingly, to clarify this

matter the Commissioner is proposing to

revise §130.301(a) 6) explicitly to in-

corporate this procedure.

Therefore, pursuant to provisions of
, and Cosmetic
Act (secs. 201, 502, 505, 701, 52 stat.
1040-1042 as amended, 1050-1053 as
amended, 1055-1056 as amended by 70
Stat. 919 and 72 Stat. 948; (21 US.C.
321, 352, 355, 371) and the Administra-
tive Procedure Act (secs. 4, 5, 10, 60
Stat. 238 and 243, as amended; (5 US.C.
553, 554, 702, 703, 704)) and under au-
thority delegated to him (21 CFR 2.120),
the Comrmissioner proposes to amend 21
CFR 130.301(a) (6) by adding the follow-
ing sentence to the end of the undesig-
nated paragraph following subdivision
{v), to read as follows:

§130.301 QOver-the-counter (OTC) drugs
for human use; procedures for rule-
making for the classification of oTC
drugs as generally recognized as safe
and effective and not misbranded
under prescribed, recommended, or
suggested conditions of use.

* * * * *

(@ *** '

(6) * * ¥

(v) * *+ *

+ + * The Commissioner may satisfy
this requirement by publishing in the
FEDERAL REGISTER & propoged order sum-
marizing the full report of the advisory
review panel, containing its conclusions
and recommendations, in order to obtain
full public comment before undertaking
his own evaluation and decision on the
matters involved. :

* = - * *

Interested persons are invited to sub-
mit their comments in writing (prefer-
ably in qumtuplica.te) regarding this pro-
posal on Or pefore December 12, 1973.
Comments should be filed with the Hear-
ing Clerk, TFood and Drug Administra~
tion, Room 6-86. 5600 Fishers Lane,
Rockville, MD 20852, and may be accom-

. panied by & memorandum or brief in sup-

port thereof. Received comments may be
seen in the above office during working
hours, Monday through Friday.
Dated November 2, 1973.
A, M. SCHMIDT,
Commissioner of Foods and Drugs.
[FR Doc.73-23926 Filed 11-9-73;8:46 am]
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