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DEPARTMENT OF HEALTH AND
HUMAN SERYICES

Food and Drug Administration

21 CFR Part 343
[Docket No. 77R-084U]
RN 6805-AAD6

Interna! Analgeasic, Antipyretic, and
Antisheumatic Drug Products for Over-
the-Counter Human Use; Proposed
Amendment (o the Teniative Final
#onogranh

agency: Food and Drug Administration,
HHS.

AcTioN: Notice of proposed rulemaking.

summany: The Food and Drug
Administration [FDA] is issuing & notice
of proposed rulemeaking o amend the
tentative final menograph for over-the-
counter (OTC) internal analgesic,
antipyretic, and antitheumatic drug
preducts to include conditions for the
relief of upset stomach associated with
overindulgence in food and drink and
the relief of symptoms associated with
hangover. 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 the advance
notice of proposed rulemaking for orally
administered drug products for relief of
symptoms associated with
overindulgence in alcohol and food for
OTC human use that was based on
those recommendations. This proposal
is part of the ongoing review of OTC
drug products conducted by FDA.
pATES: Written comments, objections, or
requests for oral hearings on the
proposed regulation before the
Commissioner of Food and Drugs by
April 22, 1992, New data by December
24, 1992. Comments on the new data by
February 24, 1983, Wriiten comments on
the agency’s economic impact
determination by April 22, 1992.
ADDRESSES: Written comments,
objections, new data, or requests for
oral hearing to the Dockets Management
Branch {(HFA-305), Food and Drug
Administration, room 1-23, 12420
Parklawn Dr., Rockville, MD 20857.

FOR FURTHER INFORMATION CONTACT:.
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210},
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301~
295-8000. ’
SUPPLEMENTARY INFORMATION: In the
Federal Register of November 16, 1988
(53 FR 46204), FDA issued a tentative
final monograph for OTC internal

analgesic, antipyretic, and antirheumatic
drug products {21 CFR Part 343). That
proposal included conditions for
marketing combination drug producis
containing internal analgesic and
antacid ingredients. The agency
proposed that (1) acetaminophen may be
combined with any antacid ingredient(s)
and may be labeled only for congcurrent
symptoms, and (2] aspirin may be
combined with any antacid ingredient(s)
when marketed in a form intended for
ingestion as a solution and may be
labeled for concurrent symptoms as well
as analgesic indications alone, (See
proposed § 343.20(b) (1) and (3} at'53 FR
48204 at 46255.)

As part of the rulemaking for orally
administered drug products for relief of
symptoms associated with :
overindulgence in aicohol and food for
OTC human use, published in the
Federal Register of October 1, 1962 {47
FR 43540), the Advisory Review Panel
on OTC Miscellaneous Internal Drug
Products (the Panel) reviewed data on
drug producis containing aniacid, -
analgesic, and stimulant ingredients in
various combinations and recommended
conditions for their safe and effective
OTC use. The Panel concluded that the
following combinations of Category 1
ingredients were safe ang effective for
use in relief of the sympioms of
hangover: (1) Antacids and analgesics,
(2} antacids and stimulants, {3)
analgesics and stimulants, and (4)
antacids, analgesics, and stimulants.
The Panel also recommended that the
antacid ingredient sodium citrate in
solution could be combined with any
Category | internal analgesic ingredient
and be labeled for the relief of
symptoms of upset stomach asseciated
with overindulgence in the combination
of alcohol and food. The Panel added
that if the product contains aspirin (as
identified in Part 343), the finished
product must meet the acid neutralizing
requirements of § 831.10 of the antacid
monograph (21 CFR 331.16).

In the tentative final monograph for
OTC orally administered crug products
for relief of symptoms associated with
overindulgence in food and drink,
published elsewhere in this issae of the
Federal Register, FDA states its position
on the establishment of a monograph for
these drug products. Recognizing that
there was considerable overiap in
claims included in certain otber
rulemakings and the rulemaking for drug
products for relief of symptoms
associated with overindulgence in food
and drink and with hangover, the :
agency determined that those claims
should be included in the appropriate
monographs for OTC antacid, internal
analgesic, and stimulant drug products.

The agency recognizes that combination
products may be interided for use bya
specific target population, such as
consumers who are suffering from a
hangover or from overindulgence in food
and drink. The agency believes that the

labeling for such combination producis

should reflect the principal intended
use(s) of the product (e.g,, pain reliever,
antacid, stimulant). Such labeling should
be consistent with the approved
indications for the active ingredients,
but would not be required ic contain all
of the indications.

The agency notes, however, thatin
recommending combination products (o
treat hangover symptoms, the Panel
failed to adequately consider that
caffeine stimulates gastric secretion of
hydrochloric acid {Refs. 1 through 7}.
The ability of caffeine to significantly
increase hydrochloric acid secretion is
mentioned in siandard medical
reference textbooks (Refs. 1 and 2) and
was reported by Roth and Ivy (Ref. 7] as
early as 1844. McArthur, Hogan, and
Isenberg (Ref. 3] undertook a study to
determine the effect of nine commoniy
ingested beverages on gastric acid
gecretion in humans. Six healthy
subjects were each studied on 11
separate days and in random order. Test
substances were 3 types of soda water,
3 different brands of instant coffee, tea,
milk, and beer. The control was water.
The results were considered .
significantly different for each beverage
versus the control (p<0.05). The authors
stated that this study indicates that each
of the beverages tested is a potent
stimulus cf gastric acid secretion
regardless of its caffeine content.
Studies by Cohen and Booth (Ref. 4)
likewise demonstrated that caffeine
stimulates gastric acid secretion and
reduces the competence of the lower
esophageal sphincter in healthy
subjects. Noting that cafieine is a potent
stimulant of gastric secretion in man,
Roth and Ivy, (Ref. 7) conducted
experiments t¢ determine the synergistic
effect of caffeine upon alcohol. They
observed that the gastric secretory
response to the combined action of
alcohol plus caffeine was an average of
65.0 percent greater than the response
produced when alcohol and caffeine
were given separately. Further, the
response to the combination of alcohol
and caffeine was prolonged, lasting
approximately 70 minutes longer than
that of the individual ingredients.

The Advisory Review Panel on OTC '
Gedative, Tranquilizer, and Sleep-aid
Pmg Products (Sleep-aid Panel) noted in
its:advance notice of proposed
sulemaking for OTC nighttime sleep-aid,
daytime sedative, and stimulant drug
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- products (December 8, 1975, 40 FR 57292
- at 57324 to 57325) that caffeine
stimulates gastric secretion in man,
While that Panel stated that normal
doses of caffeine (i.e, 100 milligramsg)
did not seem to cause irritation of the
gastrointestinal tract, the agency notes
that the target bopulation considered by
that Panel in jtg assessment of the safety
and effectivenesg of caffeine as an OTC
stimulant did not specifically include
individuals that already has some
degree of stomach or gastrointestinal
irritation or upset dye to overindulgence
in alcohel and/or food. Further, the
Sleep-aid Panel did not give any
consideration o the safety of caffeine in
patients with already high levelg of
stomach acid.

In view of caffeine’s decumented
effect in stimulating gastric secretions,
the agency does not believe that ‘
combination products containing both
caffeine, which stimulates hydrochloric
acid seécretion, and an antacid, which
reduces the concentration of
hydrochloric acid and treats the
Symptoms associated with high levels of
“hydrechloric acid, are rational,
Similarly, combination drug products
containing internal analgesic, antacid,
and stimulant ingredients are algg
irrational, Therefore, the agency is
reversing the Panel's Category I
recommendation and ig placing in
Category If al] combination products for

e treatment of hangover that contain
both an antacid ingredient and caffeine,
a stimulant ingredient. The agency is not
aware of any marketed OTC drug
combination products, other than
hangover remedies, that contain both
stimulant and antacid ingredients, plug
an internal analgesic,

The agéncy believeg that labeling
specific to internaj analgesic/antacid or
internal analgesic/ stimulant
combinations need only appear in one
monograph, with an appropriate cross-
reference in the other monograph. A
number of internal analgesic/antacid
combinations were proposed in the
internal analgesic tentative fina]
monagraph. (See § 343.20(b) (1) and {3}
{53 FR 46204 at 46255).) Concurrently, in
the same issue of the Federal Register
{November 18, 1988, 53 FR 46190), the
agency proposed to amend the fina}
monograph for OTC antacid drug
products to revige § 331.15(b) to include
the combinations that were preposed in
§ 343.20(b) (1) and (3} of the internal
analgesic tentative finaj monograph.
Likewise, the agency proposed to add g
new § 331.60 (entitled “Labeling of
Yermitted combinatipns of active

agredients”) to reflect that the new
combinations included in § 331.15 {b}(1)

and (b)(2) should use the indicationg
preposed in § 343.50 {b}(2} and {b}{4},
respectively, of the internal analgesic
tentative final monograph,

In this current notice, the agency is
proposing to add new § 343.20{b)(5} to
allow for internal analgesic and
stimulant combinatign drug products,
While the Miscellaneous Internal Pane]
recommended that any Category I
stimulant ingredient coulg be combined
with any Category I internal analgesic
ingredient, the agency is not aware of a
marketing history for combination
products other than thoge containing a
stimulant with aspirin or
acetaminophen. Internal analgesic/
stimulant combinations for the ,
treatment of hangover are, therefore,
being limited to the internal analgesic
ingredients listed in § 343.10 (a) and
(b){1) only, i.e., acetaminophen and
aspirin,

This notice alsg amends the labeling
for internal analgesic/antacid
combinations proposed in § 343.60 (bj(2)
and (bj(4} of the OTC internal analgesic,
antipyretic, and antirheumatic tentative
final monograph to include a claim for
relief or symptoms of hangover and a
claim for relief of symptoms of
overindulgence in food and drink,
Begcause of the interrelationship of this
amendment to the interpal analgesic,
antipyretic, and antirheumatic tentative -

inal monograph and to other proposals
included elsewhere in this issue of the
Federal Register to amended the final
monograph for OTC antacid drug
products and the final monograph for
OTC stimulant drug products, the
agency does not intend to finalize thig
amendment until the comments to all of
these proposals have been fully
evaluated,

In this notice, the agency is also
Proposing to add new § 343.60(c)(1)
Gontaining the following warning for
internal analgesic/antacid combination
products labeled for the relief of
Symptoms of hangover, “Do not use for
more than 2 days far a hangover unlesg
directed by a doctor.” This warning is
being added because, although hangover
is generally an acute self-limiting :
condition, the symptom complex can be
experienced for periods of several days,
either as a result of excessive and
physically harmful consumption of
alceholic beverages or as a result of the
consumption of algghgl aggravating
some other disease or condition. If
symptoms persist for more than 2 days,
the individual should seek medical
guidance and not continue to rely on a
hangover remedy for symptomatic relief.

The agency is further Proposing to
revise the labeling directions for

combination drug products in
§-343.60(d), by maodifying the last
sentence as follows:

* ¥ * the directions for the
combination product:

(1) May not contain any dosage that
exceeds thosa established for any individual
ingredient in the applicable OTC drug
monograph(s), and

{2} May not provide for uge by any age
group lower than the highest minimum age
limit established for any individual
ingredient,

This change is being made to make
these labeling directions for
combination drug products consistent
with other recently proposed OTC drug
monographs. '
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The agency has examined the
economic consequences of this proposed
rulemaking in conjunetion with other -
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 (48
FR 5806), the agency announced the
availability of an assessment of these
economic impacts. The assessment
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The agency
therefore concludes that no one of these
rules, including this proposed rule for
OTC internal analgesic, antipyretic, and
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antirtheumatic drug products,is@ major  Register of November 18, 1988 (53 FR pains alone” {which may be followed by
rule. 46204), be amended as follows: one or more of the following: {“such as
The economic assessment also associated with” (select one or mOTe of
concluded that the overall OTC drug PART 343—INTERNAL ANALGESIC, the following: “a cold,” “the gommon
review was not likely to have a ANTIPYRETIC, AND ANTIRHEUMATIC  cold,” “sare throat,” “headache,”
significant economic impact on a DRUG PRODUCTS FOR OVER-THE- “toothache,” “muscular aches,”
3ulf)lstagtial gumb;&af smal'%% engties as COUNTER HUMAN USE sLackache,” “the premenstrual and
efined in the Regulatory ¥ exibility Act 1. The authori citation in 21 CFR menstrual periods” {which may be
(Pub. L. 96-354). That assessment part 343 is revisetayd 1o read as fellows: followed by “(dysmenerrhea)"’]. or

included a discretionary regulatory “premeustrual and menstrual cramps”

flexibility analysis in the event that an Authority: Secs. 901, 501, 502, 503, 505,510,  (which may be followed by:
individual rule might impose an anusual 701 (21 US.C. 321, 35 252, 353, 365, 360,371).  “(dysmenorrhea)”}}, {“and for the minor
or disproportionate impact on small 2. Section 343.20 is amended by pain from arthritis”}, and (“and to

entities. However, this particular adding new paragraph (b)(5) to readas  reduce fever.”]
rulemaking for OTG internal analgesic, follows: I * * * *
antipyretic, and antitheumatic

products is not expemed 10 mse :such an § 343.20 Perm‘ned cambinaﬁﬂﬂs of aciive
impact on small businesses. Therefore,  Ingredients.

the agency certifies that this proposed P A

(8) For permitted combinations
identified in § 343.20(bj(5). The
indications are the following: “For the
temporary relief of minor aches and

rule, if implemented, will not have a e . _ pain associated with a hangover. Helps
significant economic impactona {5) I'nier:nal analgesic and stimulant Testore mental alertness or wakefulness
substantial number of small entities. combinations. Any internal analgesic when experiencing fatigue o
The agency invites public cominernt ingredient identified in § 343.10 {a) or . drowsiness associated with a
regarding any substantial or significant (b3(1) of this chapter may be combined haﬁgcver " '
eco&x{zﬁxfc jmpact that this rulemaking with any stimulant ingredient ’iderg%iled . A * N .
would have en OTC internal analgesic, in § 340.10 of this chapter provided the . 7 "
antipyretic, and antitheumatic drug product bears 1abeling indications in kg Vl:c;;g;;zégsf Tﬁi:ﬁ?}ﬁ;ﬁf the
products. Comments regarding the accordance with § 343.80(b}{6). ?g:; :;1 e ?l”le warning(s) {G;Zgach
~ jmpact of this rulemaking on OTC 3.'Section 343.60 is amended by in ? edi:ri in the cbmbiﬁaﬁon as
internal analgesic, antipyretic, and revising paragraphs b2}, )4, (¢} es%ablished in the wamiﬁgs sections of
antirheumatic drug products should be and {d), and by adding new paragraph 40 applicable OTC drug monographs
z:lccompamed oy appropriate - Bt read as follows: v unl:sgpothérwise statéd in thisgr P
ocumentation. . . ' '
The agency has determined under 21 §343.60 Labeling of permitted paragraph. . -
CFR 25.24(c)(8) that this action isoia tombi:\aﬁor? of aftiveringredaems. idggtgfggf g’;’ﬁ‘;‘iﬁ?ﬁ;ﬁj’zﬁﬁn&{g}
type that does not individually ot PR when Jabeled for the rebiefof the
cumulatively have a significant effect on i ) L ¢ f A er. “Do not use for
the human environment. Therefore, _ (2) For per: mitted combinations symh Slms g a mlgg e by unless
neither an environmental assessment gde{ztiﬁ_ed in § 343.20(b)(1). The xé{eneté éag gys tgr’? angover 5!
nor an environmental impact stateent indications are the following: “For the u;c R y; (ﬂc "
is required. temporary relief of minor aches and % d)] EDi:ec ijgzxs The labeling of the
Interested persons may; on or before pains with” {select one or more of the i t*‘ tate nder the h ef&' .
April 22, 1992, submit to the Dockets following: “‘}}gartbum,"' “gour stomach,” Bg ucﬁg " "’sc’lirections that c;i;fgogm 10
Management Branch (address above), or “acid indigestion”) (which may be th “3{’ O{I‘l o ‘tablishez.i for each »
written comments or objections. Three followed by: “and upset stomach e directions ons 860

ingredient in the directions sections of
the applicable OTC drug ‘monographs,
unless otherwise stated in this

copies of all comments or cbjections are associated with” (select one or more of
to be submitted, except that individusls the following, as appropnaie:”“t}us

may submit one copy. Comments and symptom,” “these symptoms, , o .
objections are to be identified with the “hangover,” or “overindulgence in feod par.agra.ph.'_When the time mte_rvalsf‘g]
docket number found in brackets in the and drink."}) ?gg.,hir:in_t:lu.ens fgir axtimélpflfstrattﬁzn otthe
heading of this document and may be L * E;rézti ; s ;ﬁf‘; e ?:grgi}in:t?on product:
accompanied by a supporting {#4) For pennitted combinations (1) May not contain any dosage that
memorandum or brief. Comments and identified in § 343.20(bj(3). The exceeds those established for any
ebjections may be seen in the office indications are the following: “For the individual ingredient in the applicable
above between 8 a.m. and4 pam., temporary relief of minor aches and OTC drug monographls), and
rv%onday through Friday. pains V;:m ﬁsilftﬁt. one o7 more oifn t;H;i (2) May not provide for use by any 25
List of Subjects in 21 CFR Part 343 or “aci dgm&t gees ﬁoir”x;' {wh?ch fngy 'bg | group lower than the highest minimum
Inte'mai analgesic drug products, followed by “and upset stomach ?g ° Eaxix;tn(;.stabhshed for any individual
Labeling, Over-the-counter drugs. associated with” (select one of ImOre of & N
Therefore, under the Federal Food, the following, as appropriate: “this ?a‘ted’ November 1, 1981.
Drug, and Cosmetic Act and under symptom,” “these symptoms,” Michael R. Taylor,

authority delegated to the Commissioner  “hangover,” or “gverindulgence in food Deputy Commissioner for Policy.
of Food and Drugs, itis proposed that 21 and drink™)] and “Also may beusedfor  [FRDoc. g1-36424 Filed 12-23-91; 8:45 am}
CFR part B43, as proposed inthe Federal the temporary relief of miner aches and  BILLING CODE 4160-01-3





