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for marketing. In the absence of an ap-
proved new drug application or abbre-
viated new drug application, such prod-
uct is also misbranded under section
502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC use for ingrown toenail relief
is safe and effective for the purpose in-
tended must comply with the require-
ments and procedures governing the
use of investigational new drugs set
forth in part 312 of this chapter.

(d) After March 9, 1994, any such OTC
drug product initially introduced or
initially delivered for introduction into
interstate commerce that is not in
compliance with this section is subject
to regulatory action.

(e) This section does not apply to so-
dium sulfide labeled, represented, or
promoted for OTC topical use for in-
grown toenail relief in accordance with
part 358, subpart D of this chapter,
after June 6, 2003.

[58 FR 47605, Sept. 9, 1993, as amended at 68
FR 24348, May 7, 2003]

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

(a) Betaine hydrochloride, glutamic
acid hydrochloride, diluted hydro-
chloric acid, and pepsin have been
present as ingredients in over-the-
counter (OTC) drug products for use as
stomach acidifiers. Because of the lack
of adequate data to establish the effec-
tiveness of these or any other ingredi-
ents for use in treating achlorhydria
and hypochlorhydria, and because such
conditions are asymptomatic, any OTC
drug product containing ingredients of-
fered for use as a stomach acidifier
cannot be considered generally recog-
nized as safe and effective.

(b) Any OTC drug product that is la-
beled, represented, or promoted for use
as a stomach acidifier is regarded as a
new drug within the meaning of section
201(p) of the Federal Food, Drug, and
Cosmetic Act, for which an approved
new drug application under section 505
of the act and part 314 of this chapter
is required for marketing. In the ab-
sence of an approved new drug applica-
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tion, such product is also misbranded
under section 502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
as a stomach acidifier for OTC use is
safe and effective for the purpose in-
tended must comply with the require-
ments and procedures governing the
use of investigational new drugs set
forth in part 312 of this chapter.

(d) After the effective date of the
final regulation, any such OTC drug
product initially introduced or ini-
tially delivered for introduction into
interstate commerce that is not in
compliance with this section is subject
to regulatory action.

[63 FR 31271, Aug. 17, 1988]

§310.541 Over-the-counter (OTC) drug
products containing active ingredi-
ents offered for use in the treat-
ment of hypophosphatemia.

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

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

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC use in the treatment of hypo-
phosphatemia is safe and effective for
the purpose intended must comply with
the requirements and procedures gov-
erning the use of investigational new
drugs set forth in part 312 of his chap-
ter.
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(d) After November 12, 1990, any such
OTC drug product initially introduced
or initially delivered for introduction
into interstate commerce that is not in
compliance with this section is subject
to regulatory action.

[65 FR 19858, May 11, 1990]

§310.542 Over-the-counter (OTC) drug
products containing active ingredi-
ents offered for use in the treat-
ment of hyperphosphatemia.

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

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

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

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

[55 FR 19858, May 11, 1990]

§310.543 Drug products containing ac-
tive ingredients offered over-the-
counter (OTC) for human use in
exocrine pancreatic insufficiency.

(a) Hemicellulase, pancreatin, and
pancrelipase have been present as in-
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gredients in exocrine pancreatic insuf-
ficiency drug products. Pancreatin and
pancrelipase are composed of enzymes:
amylase, trypsin (protease), and lipase.
Significant differences have been
shown in the bioavailability of mar-
keted exocrine pancreatic insufficiency
drug products produced by different
manufacturers. These differences raise
a potential for serious risk to patients
using these drug products. The bio-
availability of pancreatic enzymes is
dependent on the process used to man-
ufacture the drug products. Informa-
tion on this process is not included in
an OTC drug monograph. Therefore,
the safe and effective use of these en-
zymes for treating exocrine pancreatic
insufficiency cannot be regulated ade-
quately by an OTC drug monograph.
Information on the product’s formula-
tion, manufacture, quality control pro-
cedures, and final formulation effec-
tiveness testing are necessary in an ap-
proved application to ensure that a
company has the ability to manufac-
ture a proper bioactive formulation. In
addition, continuous physician moni-
toring of patients who take these drug
products is a collateral measure nec-
essary to the safe and effective use of
these enzymes, causing such products
to be available by prescription only.

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

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for OTC use in the treatment of exo-
crine pancreatic insufficiency is safe
and effective for the purpose intended
must comply with the requirements
and procedures governing the use of in-
vestigational new drugs set forth in
part 312 of this chapter.



