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DEPARTMENT OF HEALTH AMB
HUMAN SERVICES

Food and Drug Admamszratmm :

21 CFR Part 343
[Docket No. 77N-00841

Internal Anaigesic, Antipyretie, and
Antirheumatic Drug Products for Over-
the-Counter Human Use; Tentative
Final Monograph for Drug Products for
the Treatment and/or Prevention of
Nocturna! Leg Muscle Cramps

AGENCY: Food and Drug Administration
AcTiON: Notice of proposed rulemaking.

summary: The Food and Drug
Administration {FDA] is issuing a notice
of proposed rulemaking in the form of a
tentative final monograph that would
establish conditions under which over-

the-counter {OTC) drug products for the ‘

treatment and/or prevention of
nocturnal leg musele cramps are
generally recognized as safe and :
effective and not 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
comment on an advanee notice of
proposed rulemaking that was based on
those recommendations. This proposal
is part of the ongoing review of OTC
drug products conducted by FDA.
DATES: Written comments, objections, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by
January 7, 1986. New data by November
10, 1986. Comments on the new data by
January 8, 1987. These dates are
consistent with the time periods
specified in the agency’s revised
precedural regulations for reviewing and
classifying OTC drugs {21 CFR 330.1(}].
Writien comments on the agency's
economic impact deiermmdtmn by
March 10, 1986.

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. V )

FOR FURTHER INFORMATION CORTACT:
William E. Gilbertson, Center for Drugs
and Biclogics (HFN~-218), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-443-4960.
SUPPLEMENTARY INFORMATION: In the
Federal Register of October 1, 1982 (47
FR 43562}, FDA published, under

§ 333.10{a){6] [21 CFR 330.18(2}{6)), an
advance notice of proposed rulemaking

to reopen the OTC internal analgesic,
antipyretic, and antirheumatic drug
products rulemaking to consider quinine
used OTC for the treatment of nocturnal
leg muscle cramps together with the
recommendations of the Advisory
Review Panel on OTC Miscellaneous
Internal Drug Products {Miscellaneous
Internal Panel), which was the advisory
review panel responsible for evaluating
data on the active ingredients in this
drug class. Interested persons were
invited to submit commernts by
December 30, 1982. Reply comments in
response to comments filed in the initial
comment period could be submitted by

January 31, 1983.

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 2
small amount of trade secret
information.

In response to the advance nence of

roposed rulemaking. one drug
distributor submitted a comment. A
copy of the comment received is on
public display in the Dockets
Management Branch.

In order to conform to terminclogy
used in the OTC drug review regulations
{21 CFR 330.10), the present document is
designated as a “tentative final
monograph.” Its legal status, however, is
that of a proposed rule. In this tentative
final monograeph {proposed rule] to
establish Part 343 {21 CFR Part 343},
FDA states for the first time its position
on the establishment of a monograph for
OTC drug products used for the

treatment and/or prevention of

nocturnal leg muscle cramps. Final
agency action on this matter will oceur
with the publication at a future date of a
final rule for OTC internal analgesic,
antipyretic, and antirheumatic drug
preducts.

This proposal constitutes FDA's
tentative adoption of the Panel's
conclusions and recommendations on
the OTC use of quinine for nocturnal leg
muscle cramps based on the comment
received and the agency’s independent
evaluation of the Panel’s report. Vitamin
E, which was not reviewed by the Panel,
is also included in this proposed
rulemaking based on the comment
received.

The OTC procedural regulations {21
CFR 330.10) now provide that any
testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category III classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a

final monograp‘;‘ Accordingly, FOA will
no fonger use of the terms “Category I
[ge'leraﬁy recognized as safe and
effective and not misbranded]),
“Category 11" (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 reguired]

at the final monograph stage, but will

use instead the terms “monegraph
conditions” {old Category I} and
“nonmonograph conditions” (old .
Categories H and HI}. This document
retains the concepis of Categories L I,
and Il at the tentative final monograph
stage. ’

The agency advises that the
conditions under which the drug

' products that are subject to this

menograph would be generally
recognized as safe and effective and not
misbranded {moneograph conditions] will
be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,
no OTC drug prodiicts that are subject

. to the monograph and that ceniain

nonmanograph conditions, i.e.,
conditions that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be
initially introduced or initially delivered
for introduction into interstate

commerce unless they are the subject of__
an approved new drug application
(NDA). Further, any OTC drug products”™
subject to this monograph that are
repackaged or relabeled after the
effective date of the monograph must be
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest pJSSzb
date. .

In the advance notice of pmp@sed
rulemaking for OTC internal analgesic,
antipyretic, and antirheumatic drug
products (published in the Federal
Register of july 8, 1977 {42 FR 35346}, the
agency suggested that the conditions
included in the monograph {Category 1)
be effective 30 days after the date of
publication of the final monograph in the
Federal Register and that the conditions
excluded from the monograph {Category
i} be eliminated from GTC drug
products effective 6 months after the
date of publication of the final
monographs regardless of whether
further testing was undertaken to justify
their future use. Experience has shown
that relabeling of products cover ed by
the monograph ig necessary in order for
manufacturers to comply with the
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monograph. New labels containing the -
monograph labeling have to be written,
ordered, received, and incorporated into
the manufacturing process. The agency
has determined that it is impractical to
expect new labeling to be in effect 30
days after the date of publication of the
final monograph. Experience has shown

also that if the deadline for relabeling is- ..

too short, the agency is burdened with

exiension requests and re!ated

paperwork.

- In addition, some products may have

to be reformulated to comply with the

‘ monograph. Reformulation often
involves the need to do stability testmg
on the new product. An accelerated
aging process may be used to test a new
formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
available for manufacture.

The agency wishes to establish a .
reasonable pericd of time for relabeling
and reformulation in order to-avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but also interfere with
consumers’ access o safe and effective
drug products. Therefore, the agency is
proposing that the final monograph be
effective 12 months after the date of its
publicaiion in the Federal Register. The
agency believes that within 12 months

~&fter the date of publication most
manufacturers can order new labeling
and reformulate their products and have
them in compliance in the marketplace-
However, if the agency determines that
any labeling for a condition included in
the final monograph should be
implemented socner, a shorter deadline
may be established. Similarly, if a safety
pmblem is identified for a particular
mononograph condition, a shorter
deadline may be set for removal of that
condition from OTC drug products.

In the advance notice of proposed
rulemaking, the Miscellaneous Internal
Panel did not recommend any Category 1
conditions for the OTC use of drug
products for the treatment and/or
prevention of nocturnal leg muscle
cramps, and no monograph was
recommended by the Panel in that

- netice. At this time, no active

- ingredients have been determined to be

- generally recognized as safe and
effective and not misbranded for OTC
use for the treatment and/or prevention
of nocturnal leg muscle cramps.
However, the agency is proposing
Category I labeling in this:document in
the event that data are submitted that
result in the upgrading of any
ingredients-to monggraph status in the
final rule.

Ini the évent that new data submitted

“to the agency during the allotied 12- -

month period are not sufficient to
establish “monograph conditions” for
the use of OTC drug products for the
treatment and/or prevention of
nocturnal leg muscle cramps, a final rule
will declare these products to be new
drugs under section 201(p) of the Federal

Food, Drug, and Cosmetic Act, for which"

new drug applications approved under
section 505 of the act and 21 CFR Part

314 are required for marketing. Such rule

will also declare that in the absence of

an approved new drug application, these.

products would be misbranded under
section 502 of the act. A rule will then be
incorporatedinto 21 CFR Part 310,
Subpart E—Requirements for Specific
New Drugs or Devices, instead of into

“the OTC drug monograph established

under Part 343.

1. The Agency’s Tentative Conclusions

on the Comment

1. The comment disagreed with the
Panel's recommendation that there were
insufficient data to establish that
quinine is safe and effective for OTC

" use for the treatment of nocturnal leg

muscle cramps. The comment argued

‘that the standard for determination of

effectiveness under the OTC drug
review is not as stringent as that
imposed for approval of a new drug
application and, therefore, existing
available clinical evidence is sufficient
to establish the effectiveness of quinine
for the prevention and treatment of
nocturnal leg muscle cramps. To support
its argument that less stringent
requirements for proof of effectiveness
should be applied to OTC monograph
drugs, the comment referred to 21 CFR
330.10(a)(4)(ii) as authorizing agency
waiver of controlied clinical
investigations “on the basis of showing
that it [the requirement for controlled

clinical investigations] is not reasonably -

applicable to the drug or essential to the

~ validity of the investigation and that an

alternative method of investigation is

“adequate to substantiate effectiveness.”

“In addition, the comment maintained.
that, regardless of what the actual Panel

report stated, various individual Panel
-members actually found quinine te be

effective for the treatment and

. prevention of nocturnal leg muscle

cramps. To support its contention, the
comment cited various excerpts from the
transcripts of Panel meetings. The
comment added that the discussion of

. the Advisory Review Panel on OTC
" Internal Analgesic and Antirheumatic

Drug Products (Internal Analgesic Panel)

in the advance notice of propesed

ruleniaking for OTC internal analgesic,
antipyretic, and antirheumatic drug

products at 42 FR 35434 (July 8, 1977)
indicates that thiere are adequate reports
of controlled and uncontrelled clinical
trials showing that quinine is effective
for prevention and treatment of this
condition. The comment also submitted
additional data, including three market-
research studies and a number of
supportive testimonials, to support the
use of quinine in the treatment of
nocturnal leg muscle cramps.

The comment also pointed out an
apparent inconsistency between the
findings of the Miscellaneous Internal
Panel and the Internal Analgesic Panel
regarding the safety of quinine as an
OTC medication. The comment stated
that although the Internal Analgesic
Panel concluded that quinine was not

_ safe for OTC use, that Panel's

evaluation was based on the use of
quinine at dosages of 0.3 to 0.6 grams (g),
in daily doses up to 2 g. The comment
pointed out, however, that the
Miscellaneous Internal Panel concluded

- that quinine was safe for OT€ use on

the basis of its being reasonably safe
over prolonged periods of time in
generally recommended doses of 200 to

" 325 milligrams (mg) daily for use in

treating and preventing nocturnal leg
muscle cramps. .,
The comment concluded that the

literature, “standard treatises” (Refs. 1, .
2, and 3), scientific.evidence, physician
and patient acceptance, and marketing
results provade adequate evidence that
quinine is generally recognized as [safe

. and] effective for prevention and

treatment of nocturnal leg muscle
cramps. The comment also pointed out a
number of difficulties in conducting
clinical studies for this condition and

. felt that FDA had adequate evidence of

the effectiveness of the drug to waive
the requirement for controlled clinical
investigations, as provided in

§ 330.10(a}{4)({ii).

The question of whether less stringent
standards of effectiveness-should be
applied to drugs under consideration in
the OTC drug review was addressed in
the preamble of the final regulations
establishing the OTC drug review
procedures. {See the Federal Register of

May 11, 1972; 37'FR 9471 to 9472.) In that

preamble, the agency stated that the
best possible data in establishing a
drug's effectiveneds would consist of
adequate and well-controlled studies.
However, the regulations do provide for
waiver where there is a showing that
such studies are unnecessary or

" inappropriate and there is an adequate

alternative method to substantiate
effectiveness. The agency also stated
that “objective or subjective clinical
studies; bicavailability of ingredients;
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documented clinical experience or
uncontrolled clinical studies; market
research studies; animal studies; general
medical and scientific literature,
published and unpublished; long use by
the professional and the consumer; and
cominon medical knowledge” may be
used as corroberative evidence to
support effectiveness.

The agency continues o believe that
the best data te support effectiveness
are obtained from adequate and well-
controlled clinical studies and thai a
waiver of the requirement is appropriate
only if evidence from controlled clinical
studies is inapplicable or unnecessary
and there is an adequate alternative
method to substantiate effectiveness.
Neither the Internal Analgesic Panel nor
the Miscellaneous Internal Panel
believed that the information that did
not come from controlled studies was an
adequate basis for general recognition of
quinine as an effective OTC drug for the
treatment of nocturnal leg muscle
cramps. Also, selected comments from
the transcripts of panel meetings do not
suffice to establish a panel's .
recommendation. Members of the OTC
advisory review panels commonly
expressed differing positions before
determining their group’s final
recommendation. Ne minority reports
were included in the Miscellaneous
Internal Panel's statement on quinine.

The agency has reviewed the studies
and information discussed by both
Panels, and the comments of the
Miscellaneous Internal Panel members,
and believes that this information is not

. sufficient to reach a conclusion that
quinine is generally recognized as safe
and effective for this intended use.

Further, because the comment has not
provided an adequate alternative
method for determining the
effectiveness of quinine to treat or
prevent nocturnal leg cramps, the
agency believes that a waiver is not
appropriate in this situation and that
evidence from adeguate and well-
controlled studiss is necessary.

The agency has the following
comments on the new data submitted:

A study by Kaji et al. (Ref. 4} was a
double-blind; controlled study to
determine the efficacy of quinine in
hemodialysis-induced muscle cramps.
Nine patients who were on maintenance
hemodialysis three times per week and

_had frequent muscle cramps were given
either 320 mg of quinine sulfate or
placebo at the beginning of each dialysis
for a period of 12 weeks, Efficacy was
measured in terms of reduction in the
frequency and severity of muscle
cramps. The authors reported 19
episodes of cramps for the 162 dialyses
in patients taking quinine, as opposed to

28 episodes of cramps for the 162
dialyses in patients taking placsbo. The
authors considered these results to be
statistically significant.

Although this was a controlled study,
the agency considers it unaccepiable as
evidence of the efficacy of quinine in
preventing or treating nocturnal leg
muscle cramps because the medical
congdition in the patienis was not
nocturnal {or recumbency induced) leg
muscle cramps. Furthermore, even if this
had been a study of patients with -
nocturnal leg cramps, the statistical
analysis is faulty, because episocdes of
cramps, and not individual patient
experiences, were analyzed.

A study by Morl et al. (Ref. 5 was a
single-blind study in 22 adult patients
with a minimum of 3 episodes of leg
cramps per week tc compare the
efficacy of a quinine sulfate and
aminophylline combination drug to
placebo for 4 weeks. Because the drug
used in this trial was quinine in
combination with aminophylline, the
study does net provide any evidence of
the effectiveness of quinine alone.

A submitied article describes a
roundtable discussion of peripheral
neuropathy by a panel of six experts in
the field (Ref. 8). In its discussion of
entities causing lower limb distress, the
panel stated that it considers quinine to
be effective in relieving nocturnal leg
muscle cramps. However, such
evidence, as well as the testimonials
submitted, can at best be classified as
anecdotal and is not derived from a
controlied clinical trial. ,

The three market-research studies
submitted involved consumer
acceptance of a combination product
containing quinine, vitamin E, and
lecithin (Ref. 7). One survey consisted of
telephone interviews of 57 customers
who had received a free sample for use
in relieving leg muscle cramps. The
other two market surveys consisted of
responses from consumers who had
purchased the same product at retail.
Half of the users stated that the product
was effective; the other half found it
somewhat helpful in the prevention and
treatment of nocturnal leg muscle
cramps. However, these market regearch
surveys do not provide corroborative
evidence of the effectiveness of quinine
as a single ingredient because the

" product tested was a combination of

quinine and iwo other ingredients. The
agency finds that the "standard :
treatises” (Refs. 1, 2, and 3) mentioned
by the comment as supporting the -
effectiveness-of quinine in the treatment
of nocturnal leg cramps are of historical
interest, but do net suffice to support
use of quinine for this claim without a
clinical study.

The agency notes that the
Miscellaneous Internal Pansl
acknowladged freguent prescribing of
quinine by physicians for treatment of
nocturnal leg muscle cramps {47 FR
43564). The National Disease and
Therapeutic Index {NDTI}, a survey
based on reports by a panel of office-
based physicians, estimates about

175,000 mentions of the drug quinine

during 1983, of which-64 percent are
related 1o its use in the relief of leg
cramps (Ref. 8}. The term "mentions,” as
used in the NDTI, reflects usage, but
should not be interpreted as dirsctly
equivaleni to prescriptions or patisnts.
The inclusion of guinine sulfate in the
1984 edition of the American Hospital
Formulary Service, including reference
to its use in the relief or treatment of
nocturnal recumbency leg muscle
cramps, is a further indication of ifs
prescription use by physicians {Ref. 8}.
The agency concludes that these
additional data and information do not_
provide sufficient evidence to establish
that quinine is generally recognized as
safe and effective for OTC use in the

_ freatment and/or prevention of

pociurnal leg muscle cramps.

Although accurately reflecting the
Miscellaneocus Internal Panel's views on
the safety of quinine at the 250-to 325-
mg daily dose level, the comment failed
to note that the Internal Analgesic Pansl™
stated that “Until controlled studies -
show that a [quinine] dose of not more
than 325 mg daily is safe and useful for
relief of nocturnal leg cramps the drug
should not be available for GTC use for
treatment of nocturnal leg cramps” {42
FR 35434).

Because of the two Panel's conflicting
evaluations regarding the safety of a
200- to 325-mg daily dosage of quinine as
an OTC drug and the questions raised
by both Panels coneerning the efficacy
of quinine as an OTC drug for the
treatment of nocturnal leg muscle
cramps, the agency has determined that
adeqguate clinical data are necessary to
support the Category I status of guinine
for both safety and effectiveness for this
OTC use. Based on the above
discussion, the agency is also including
prevention of nocturnal leg muscle
cramps as a petential indication.

The issues to be addressed in any
such studies before quinine can be
reclassified from Cateory IIl to Category
I are as follows: o

{1) Is quinine effective in treating and/
or preventing nocturnal leg muscle
cramps in low daily doses {(e.g., 200 to
325 mg) over short periods of time {e.g., 7
days or less)? |

{2} If short-term quinine treatment
with low doses is not significanily
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effective in reducing recurrent episedes
of docturnal leg musele cramps, must
such medication be taken over extended
periods ef time to obtain relief? If yes,
now long a period of time?

{3) What are the adverse effecis
experienced by subjects exposed to
effective doses of quinine over.an
effective course of therapy?
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2. The comment alse submitted data
to support the effectiveness of vitamin ¥
{aiphatocophers)) in the freatment and
preventien of nocturnal leg muscle
cramps. The data included two
unconireiled studies, one letter, one
comaent regarding deg muscle cramps,
and four papers concerned with the
treatment of intermniitent clandication.
The comment pointed out that, although
this ingredient was not classified by the
Miscellaneous Interna! Panel, a brief
discussion of vitamin E appears in the
report on-OTC vitamin and mineral drug
producis, published in the Federal
Register of March 18, 1979 {44 FR 16176}

The agency has the following
comzments on the data and infermation
submitted.

The paper by Ayzres and Mihan {Ref.
1} reporis a “serendipitous ebservation™
of the value of vitamin E in relieving
nocturnal leg cramps in 125 patients
who were receiving the vitamin for
dermatelogic-conditions. The patients
were taking either 300 or less ‘
international units {IU) of vitamin Ea

“day or 400 or more 11 a day; the resulis
were drawn from all 125 patients

regardless of the dose of vitamin E. The
authors concluded that 103 patients {82
percent) had complete relief; 13 (10.4

. percent} had 75-80 percent relief; 7 (5.6

percent) had 50 to 75 percent relief; and
2 {1.6 percent) had poor relief. The
authors also noted that some of the
patients had recurrgnces of cramps upon
the cessation of use of the drug or
decrease of the doses, but responded
ag4in npon the resumption of vitamin E.
The comment stated that the resulis of
this study confirmed the authors’ earlier
findings. {The earlier study is discussed
below.) While the data show potential
for a favorable effect on leg muscle
cranyps, this reportis not a
scientifically-controlled study to
demonstrate the efficacy of vitamin E in
the treatment or prevention of nocturnal
leg muscle cramps. . :

The earlier paper by Ayres and Mihan
{Ref. 2) reported on 24 patients with leg
cramps and 2 patients with “restless leg
syndrome” who had prompt relief from
their symptons while taking 100 10 of
vitamin E three times a day for the
treatment of dermatologic conditions.
The authors dlaim that vitamin Eis a
beiter choice than quinine for the
treatment of leg cramps because vitamin
E is relatively free of side effecis. The
comment alse included a letter to the
editor of a medical journal {Ref. 3
agreeing with this report by Ayres and
Mihan on the effectiveness of vitamin E
in relieving nocturnal leg muscle
cramps. However, the agency finds that
this study does not present scientifically
acceptable evidence of the efficacy of
vitamin E in the freatment of nocturnal
leg muscle cramps because it was
uncontrolled and unblinded.

The vomment stated that additional
evidence supporting vitamin E in the
treatment of leg cramps lies in its use in
the treatment of intermittent
claudication {pain, ache, or cramp due
to a deficient blood supply in exercising
muscle) {Refs. 5 through 8). The
comment contended that because
nocturnal feg cramps and intermittent
claudication have many of the same

- causes—reduced blood flow to the legs

and a lack of oxygen supplied to
muscles in the legs—these findings are
relevant and indicative of the
effectiveness of vitamin E in the
treatment of leg and foot cramps. The
agency notes that, although ischemia
may be responsible for nocturnal leg- -
muscle cramps in some patients, other
eticlogies have also been postulated. At
the present time, this disorder must be
considered one specific subgroup of
cramps, and not a model for ¢/
nocturnal cramps.

The article by Roberis {Ref. 4}

' mentioned that both the public and

-many “nutritionists” regard the use of

vitamin E as therapeutic or prophylactic
for a wide variety of disorders, including
leg cramps. Roberis mentioned that
some of his patients resumed the use of
vitamin E because of its apparent

-benefit on their leg cramps or other

symptoms, even though they risked a
recurrence of hyperiension or
thrombophlebitis {which did cccur).
Roberts noted that the purporied safety
of vitamin E is repeatedly underscored
by physicians in popular health-oriented
publications, but Roberts pointed out
that he continues te encounter patients
with problems that “seem te have been
caused or aggravaied by” self-
medication with vitamin E {used here to
designate the various tocopherols] in
high dosage. »

None of the papers contained

- gonirolled studies to show the efficacy

of vitamin E in the treatment of
nocturnal leg cramps. In addition, the
paper by Reberts raises some questions
about the safe dese of vitamin E.
Roberts mentions that there is bound to
be considerable centroversy as to what
constitutes excessive vitamin E therapy.

He regards a daily intake of a flly

active tocopherol in excess of 160 to 300
units as a “megadese.” Roberts
mentions that another study {Rel. 8}
demenstrated that 308 mg of DL-x-
tocopheryl acetate, given daily for three
weeks 10 men and young boys, produced
a significiant depression in the
bactericidal activity of the leukocyte
and mitogen-induced lymphocyte
transformation. A safe and effective
OTC dosage of vitamin E used for the
treatment andfor prevention of
nocturnal leg muscle cramps has not
been established. Therefore, the agency
classifies this ingredient in Category 11
for this indication.
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IL The Agency’s Tentatwe Adupimn of
the Panel’s Report

A. Summary of Ingredient Categories
and Testing of Category I Conditions

1. Summary of Ingredient Categories

The agency has reviewed the
Miscellaneous Internal Panel's
recommendation, as well ag other data
and information available at this time,
and concurs with the Panel’s
classification of quinine sulfate. The
agency has also reviewed the Internal
Analgesic Panel’s discussion of quinine

" and concurs with that Panel that until
controlled studies show that a quinine
dose of not more than 325 mg daily is
safe and useful for relief [or prevention] -
of nocturnal leg cramps, the drug should

not be generally recognized as safe and

effective for this use.

The agency acknowledges that, in
another rulemaking pertaining to
combinations containing aminophylline,

" one firm previously marketing a )
prescription aminophylline-quinine
sulfate combination pmduct for
nocturnal leg muscle cramps has been
allowed to remove the aminophylline for
lack of effectiveness as an antiasthmatic
drug and to continue marketing the 260-
mg quinine sulfate component as a .
preseription drug, pending final action of
this rulemaking for OTC nocturnal leg
muscle cramps drug products. {See the
Federal Register of Apml 9,1976; 41 FR.

- 15053.) The agency is also aware of
other products containing 260 mg of
quinine sulfate labeled for pnescrlpt.on ‘

. use only. .

Qumme is currently avaﬁable asan .

_OTC drug for use in treating and
preventing noctural leg musc}e cramps,
as well as for other uses, such as for
treatment of chills and fever of malaria
{in 200 and 325 mg dosages)}. The only
use of quinine covered by this document
is its uge in the treatment and/or .

. prevention of leg muscle cramps.

Vitamin E, which was not reviewed
by the Panel, is proposed as.Category Il

for the treatment and/or prevention of
necturnal leg muscle cramps.

As a convenience to the reader the
following list is included as a summary
of the categorization of these two orally
administered active ingredients for the
treatment and/or prevention of
nocturnal leg muscle cramps.

Active ingredients Panel Agency

Quinine sulfate i it
Vitamin E NA it

! Classitied for yse in treatment of nocturnal leg muscie
cramps only.

In propesing labeling for quinine in
this document, the agency is including
the existing caution for quinine in 21
CFR 389.20 in the warning-section of the
proposed monograph under § 343.150.
The agency is expanding this caution to
inform consumers to discontinue using
the product if diarrhea or nausea occur
because, as the Panel noted, quinine
sometimes leads to gastrointestinal
symptoms (47 FR 43564). These types of
warnings were included in draft labeling
submitted to the Miscellaneous Internal
Panel to review {Ref. 1), and the Panel
acknowledged this labeling in its report
(47 FR 43564). The Panel also noted that
among quinine's more serious side
effects are the induction of abortion and

\occasional cases of autoimmune
thrOmbocytopenic purpura and
hemolytic anemia (47 FR 43564).

- Therefore, the agency is proposing that
quinine products bear a warning that the -
- drug.not be taken by anyone who is

pregnant or sensitive to quinine. The
agency notes that some currently
marketed OTC quinine-containing drug
products bear labeling that states not to
take the drug product if pregnant.
Finally, the Panel noted that nocturnal
leg cramps occur in middie life and
beyond {47 FR 43564). Thus, the agency
is proposing that quinine products bear
a warning that children under 12 years
of age not take the drug Based on the
above, the agency is proposing the -
following warning in this tentative final
monograph for products containing
quinine: “Discentinue use if ringing in

. the ears, deafness, skin rash, or visual *
- disturbances occur. Do not take if

pregnant, sensntwe to qumme, or under .

» 12 years of age

The agency is also proposing a
definition for nocturnal leg muscle
cramps in the tentative final monograph,
based on the Miscellaneous Internal .

Panel’s recommendations (47 FR 43564). - .
- This definition reads: “A condition of

lacalized pain in the lower extremeties
ocourring in middle life. and beyond with
no regular pattern concerning time or.
severity and variously attributed to:

(1} Arterial insufficiency with
resulting anoxic muscle spasm;

{2) Excessive venous dilation
secondary to sudden emptying of small |
venules into larger vessels during

recumbency; and

{3) Acccuranulation of products of
musgcle metabelism with local pH
changes due to lactic acid
aceumulatlan

The agency is not aware of any data
demonstrating the safety and
effectiveness of any other ingredients
used OTC as orally administered drug
products for the treatment and/or
prevention of noecturnal leg muscie
cramps. Therefore, the agency classified
all other ingredients as Categﬂry If for .

- this use.

Reference
{1) OTC Volume 170050
2. Testing of Category HI Conditions

The Panel did not recommend any
testing guidelines for OTC orally
administered drug products for the
treatment of nocturnal leg muscle
cramps. Interested persons may
communicate with the agency about the
submission of data and information to
demonstrate the safety or effectiveness
of any orally administered ingredient for
the treatment and/or prevention of
nocturnal leg muscle cramps or about~

. any condition included in the review by -

followmg the procedures outlined in the
agency’s policy statement published in
the Federal Register of September 29,
1981 {46 FR 47740} and clarified April 1,
1983 (48 FR 14050). That policy
statement includes procedures for the
submission and review of proposed
protocols, agency meetings with-
industry or other interested persons, and
agency communications on submitted
test data and other information.

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 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, mcludmg this proposed rule for
OTC drug products for the treatment

-and/or preventlon of nocturnal leg .

muscle cramps, is a major rule.
For purposes of the Regulatery

. Flexibility Act, Public Law 96-354, the
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economic assessment concluded that,
while the average economic impact of
the overall OTC drug review on small
entities will not be significant, the
possibility of arger—than~average '
impacts on some smail firms in some
years might exist. Therefore, the
agsessment included a dlSGreuonary
regulatory flexibility analysis in the
event that an individual rule might
impose a significant impacton a
substantial nuraber of small entities. The
analysis identified the possibilities of
redugcing burdens on small firms through
the use of {a) relaxed safety and efficacy
standards or (b} labels acknowledging
unproven safety and efficacy. However,
the analysis concluded that there is no
legal basis for any preferential waiver,
exemplion, or tiering strategy for small
firms compatible with the public healih
requirements of the Federal Food, Drug,
and Cosmetic Act. Nevertheless, io
avoid overlooking any problems or
feasible possibilities of relief peculiar to
this group of products, the agency
invites public comment regardmg any
substantial or significant economic
impact that this rulemaking would have
on OTC oraily adrmn.stered drug
products for the treatment and/or
prevention of nocturnal ! ieg muscle
cramps. Comments regarding the
economic impact of this rulemaking
should be accompanied by appropriate
documentation.
~.The agency previcusly invited public
comiment in the adV¥ance notice of
proposed rulemaking regarding any
impact that this rulemaking would have
on quinine used OTC for the treatment
- of nocturnal leg muscle cramps. No
comments on ecencmic impacts were
received. Any commenis on the agency’s
initial determination of the economic
consequences of this proposed
relemaking should be submitted by
March 10, 1986. The agency will
. evaluate any comments and supporting
data that are received and will reassess
the econemic impact of this miewakmo
in the preamble to the final rule.

The agency has determined under 21
CFR 25.24{c}{6) (April 26, 1985; 50 FR
16636) that this action is of a type that
does not individually or cumaulatively
have a significant effect on the human
environment. Therefore, neither an
environmental assessment nor an
environmental impact s?&emnm 18
required. .

In the Federal Reg;sier of Ap”ii 22,
1985 {50 FR 15810} the agency proposed
to change its “exclusivity” policy for the
labeling of OTC drug products that has
existed ﬂmmg the conrse of the OTC
drug review. Under this policy, the

- agency has maintained that the terms

that may be used in an OTC drug .
product's iabeling are hmited to those
terms included in a final OTC drug
monograph.

The proposed rule would s establish
three alternatives for stating the -
indications for use in OTC drug labeling
while all other aspects of OTC drug

Jabeling {i.e., statement of identity,

warnings, and directions for use} would
continue to bé subject to the existing
exclusivity policy. The proposed rule for
OTC drug products for the treatment/
prevention of nocturnal leg muscle
cramps included in this document
incorporates the exclusivity propesal by
providing for the use of other iruthful or
nonmisleading statements in the
product’s labeling to describe the
indications for use. After considering all
ecomments submitied ox the proposed
revision to the exclusivity rule, the.
agency will announde its final decision
on this matier in a future issue of the
Federal Register. This final rule for OTC
drug products for the treatment/
prevention of nocturnal leg muscle

“cramps will incorporate the final

decision on exclusivity for labeling.
Interested persons may, on or before
January 7, 1986 submit to the Dockets
Management Branch (HFA~305), Food -
and Dmg Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857,
written comments, cbjections, or
requests for oral hearing before the
Commissioner on the proposed
regulation. A reguest for an oral hearing
must specify points to be covered and
time requested ‘Written comments on
the a agency’s economic impact
determination may be submitted on or
before March 10, 1986. Three copies of
all comments, objections, and requests
are to be submitted, except that
individuals may submit one copy.
Comments, objections, and requests are
16 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, cbjec’fmns. and reguests '
may be seen in the above office between
gam. and 4 p.m., Monday through
Friday. Any scbeduied oral hearing will
be announced in the Federal Register.
Interested persons, on or before
November 10, 19686; may also submit in
wrm’;g new data demonstrating the
safety and effectiveness of those
conditions not classified in Category 1
Written comments on the new data may
be submitted on or before January 8,
1987. These dates are consistent with -
the time periods speciﬁ_ed‘ in the
agency's final rule revising the
pwaeaumi regulations for reviewing and
classifying OTC drugs, published in the

Federal Register of Septemher 29,1981
{46 FR 47730). Three copies of all data -
and comments on the data are to be
subumitted, except that individuals may
submit one copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this document. Data and -
commenis should be addressed to the
Dockets Management Branch (HFA-305)
{address above). Received data and
comments may also be seen in the office
above between 9 a.m. and 4. p. m., o
Monday through Friday.

In establishing a final monograph, the

- agency will ordinarily consider only

data submitted prior o the closing of the
administrative record on January 8, 1987,
Data submitted after the closing of the
administrative record will be reviewed
by the agency only after a final
menagraph is published in the Federal
Register unless the Commissioner finds
good cause has been shown that-
wazrants earlier consideration.
List of Subjects in 21 CFR Part 343 .
OTC drugs: Internal analgesics,

antipyretics, and antitheumatics,.

~ Therefore, under the Federal Food,
Drug, and Cosmetic Actand the =~
Administrative Procedure Act, it is
proposed that Subchapter D of Chapter 1
of Title 21 of the Code of Federal
Regulations be amended by adding new -
Part 343 consisting of new Subpart E as
follows:

PART 333-~INTERNAL ANALGESIC,

"ANTIPYRETIC AND ANTIRHEUMATIC
. DRUG PRODUCTS FOR OVER-THE-

COUNTER HUMAN USE

Subpart A—[Reserved] -
Subpari B—{Reserved]
Subpart C—{Reserved]
Subpart D—{Reserved] .

Subpart E—Drug Products for the
Treatment and/or Prevention of Nocmmai
Leg Muscle Cramps

- Sec,

343.200 Scope.

343.103 Definitions.

343.110 Active mgred;ents for the trgatmem .
and/er prevention of nocturnal leg
muscle cramps. {Reserved)

343.150 Labeling of products for the
treatment and/or prevention of nocturnal
leg muscle cramps,

Authority: Secs: 201{p}) 502, 583, 701, 52

Stal. 10411042 as amended, 10501053 as

. -amended, 1055-1056 as amended by 76 Stat.

14 and 72 Stat. 948 {21 US.C 321(p). 352, 355,
371) )USC 563 21 CFR 513
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Subpart E—~Drug Products for the
Treatment and/or Prevention of -
Nocturnal Leg Muscle Cramps

'§343. 100 Scope.
{a) An over-the-counter dr ug produrt
“for'the trsatment and/or prevention of -
nocturnal leg muscle cramps in a form
suitable for oral administration is’
generally recognized-as safe and
effective and is not misbranded if it -
meets each condition in this subpart and
each general condition- es%abhshed in
§$330.1.
{b) Refergnces in this subpart o
regilatory sections of the Code of
* Federal Regalations are.to Chapter I of
- Tifle 21, unless othefwise noted.

§ 343.103 " Definitions.

As used in this part;

Nocturnal leg muscle ci amps. A
condition of localized pain in the lower
extremeties occurring in nyiddle life and
beyond with no regular patters
concerning time oy severity and
variously attributed to: :

{1} Arterial insufficiency. with
resuliing anoxic muscle spasny

(2) Excessive venous.dilation
secondary to sudden emptlying of small
venules into larger vessels.during
recumbency; apd :

{3} Accumulation of pmdwis of -
muscle metabolism with local pH

- changes due to lactic acid accumulation.

. §'343.110 . Active ingredients for the

~ treatment and/or prevention of nocturnal

leg muscle cramps. [Reserved]

. '§343.150 " Labeling of products for the
tregtment and/or prevention of nocturnal
leg muscle cramps.

{a) Statement of identity. The labeimg
of the product contains the established
name of the drug, if any, and identifies”
the product a8 a “nocturnal leg muscle
cramps treatment,” or “nocturnal leg
muscle Lramps {reatment and
prevention.” - -

(b} Indications. The labeling of thb
product states, under the beadmﬁ
“Indications”, the following: “For the"
ireatment and/or preventon. Df .

wocturnal leg musde cramps.”” Other
truthful and nonmisleading statements,
describing only the indications for use
that have been established and listad

above, may also be used, as provided in

§ 330.1{c){2} of this chapter, subiect to
the prohibitions.in section 502{a) of the
act against misbranding by the. use of
false or misleading labeling and the
prohibition in:section 301{d} of the act -
against the introduction into intersiate
commerce of unapproved new drugs :
J} Warnings. For products contal mng
quinine: “Discontinue use if ringing in
the ears, deafness, skin rash, or visual

disturbances occur. Do riot take if

pregnant, sens1txve to qu‘mne, or under ’
12 years of age.”

(d) Directions. {Reserved]
Frank E. Young, .
Commissioner of Food and Dmgs

Dated: September 10, 1985. “
Margaret M. Heckler, '
Secretary of Health and Human Senla,es

. {FR Doc. 85-24747 Filed 11~7-85; 8:45 am]

BILLING CODE 4160-01-M

. 21 CFR Part 357
. [Docket No. 79N-0379]

Exocrine Pancreatic Insufficiency Drug
Products for Over-the-Counter Human
Use; Tentative Final Monograph
AGENCY: Food and Drug Admmxstxatmn
ACTION: Notice of proposed rulemaking. |

sumMMARY: The Food and Df'ug ‘

Administration (FDA) is issuing a notice

of proposed rulemaking i the form of a-
tentative final monograph that would
establish conditions under which over-
the-counter (OTC) exocrine pancreatic -
insufficiency drug products {drug
products used to treat pancreatic
enzyme deficiency] are generally
recognized as safe and effective and not
mlsbrended FDA is issuing this notice
of propesed ru}emdl\mg after
considering the report and

. recommendations of the Advisory’

Review Panel on OTC Miscellaneous
Internal Drug Producis and public.

- comments on an advance notice of

proposed rulemaking thdt was based on
those recommendations. This proposal
is part of the ongoing review of OTC
drug products conducted by FDA.
DATES: Written comments, ob;ecﬁions, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by
January 7, 1986. New data by Nevember
190, 1838. Comments on the new data by
January 8, 1987. 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 detexmm‘itlon March:
10, 1988.

ADDRESS: Written cmu'ngn*‘s, ob}ectlons,
new data, or requests for oral hearing to

* the Dockets Management Branch {HFA-

305), Food and Drug Adminisiration, Rm.

462, 5500 Fishers Lane, Rockvilis, MD

20857.

FOR FURTHER INFORMATION CGNTACT
Wiiliam E. Giibertson, 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 Decémber 21, 1979

{44 FR 75666) FDA published, under
§ 330.10(a}{6} {21 CFR 330.10(a}{6)), an

. .advance notice of proposed rulemaking

to establish & monograph for OTC
exocrine pancreatic insufficiency drug.
products, together with the

. recommendations of the Advisory .
" Review Panel.on OTC Miscellaneous

internal Drug Products, which was the
advisory review panel responsible for
evaluating data on the active ingredients
in this drug class. Interésted persons

‘were invited to submit comments by

April 21, 1980. Reply commerits in
response to comments filed in the initial |

‘comment period could be submitted by

May 21,1980. .-

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,

manufacturers, one foundation, and two

physicians submifted comments. Copies
of the comments received are also on
public display in the Deckets .

" Management Branch.

The advance notice of proposed —~ ~ %
rulemaking, which was published in the
Federal Register on December 21, 1579
(44 FR 75668), was designated as a
“proposed manegraph” in order to
conform to terminology used in the OTC

. drug review regulations {21 CFR 330.10}

Similazly, the present document is

-designated in the OTC drug review

regulations as a ‘‘tentative final

" monograph.” 1t legal status, however, is
“that of a proposed rule. In this tentative

final monograph {proposed rule} to

~establish Subpart E of Part 357, FDA
- states for the first time its position on

the establishment of a monograp‘l for
OTC exocrine. pancreatic insufficiency
drug produets. Final agency action on
this matter will oecur with the
pubhcatzon at & future date of a final
monograph, which will be-a final rule
establishing a monograph for OTC

* exocrine pancreatic insufficiency dru

nroducts: :
This proposal constitutes FDA’s -

teritative adeption of the Panel’s
conclusions and reeommendations on

OTC exocrine pancreatic insufficiency
drug products as modified on the basis
of the comiments received and the
agency’s independent evaluation of the
Panel’s report. Modifications have been .





