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Make proper estimated dilutions in al-
cohol U.S.P. XX to the reference con-
centration. Its gramicidin content is
satisfactory if it is not less than 90 per-
cent and not more than 140 percent of
the number of milligrams of grami-
cidin that it is represented to contain.

[39 FR 19045, May 30, 1974, as amended at 41
FR 10886, Mar. 15, 1976; 47 FR 23709, June 1,
1982]

8§444.542i1 [Reserved]

§444.542) Neomycin sulfate-polymyxin
B sulfate-gramicidin-benzocaine
ointment.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Neomycin sulfate-poly-
myxin B sulfate-gramicidin-benzocaine
ointment is neomycin sulfate, poly-
myxin B sulfate, gramicidin, and ben-
zocaine, with suitable and harmless
preservatives, in white petrolatum.
Each gram contains 3.5 milligrams of
neomyecin, 2,000 units of polymyxin B,
0.25 milligram of gramicidin, and 10
milligrams of benzocaine. The mois-
ture content is not more than 1.0 per-
cent. The neomycin sulfate used con-
forms to the standards prescribed by
§444.42a(a)(1) (i), (v), (vi), and (vii). The
polymyxin B sulfate used conforms to
the standards prescribed by
§448.30a(a)(1) (i), (v), (vi), (vii), and (ix)
of this chapter. The gramicidin used
conforms to the standards prescribed
by §448.25(a)(1)(i), (iii), (iv), (v), and (vi)
of this chapter. Each other ingredient
used, if its name is recognized in the
U.S.P. or N.F., conforms to the stand-
ards prescribed therefor by such offi-
cial compendium.

(2) Labeling. Each package shall bear
on its label or labeling, as hereinafter
indicated, the following:

(i) On the label of the immediate con-
tainer and on the outside wrapper or
container, if any:

(a) The batch mark.

(b) The name and quantity of each
active ingredient contained in the
drug.

(c) An expiration date that is 12
months after the month during which
the batch was certified.

(ii) On the label of the immediate
container or other labeling attached to
or within the package, adequate direc-
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tions under which the layman can use
the drug safely and efficaciously.

(3) Requests for certification; samples.
In addition to the requirements of
§431.1 of this chapter, each such re-
quest shall contain:

(i) Results of tests and assays on:

(@) The neomycin sulfate used in
making the batch for potency, mois-
ture, pH, and identity.

(b) The polymyxin B sulfate used in
making the batch for potency, mois-
ture, pH, residue on ignition, and iden-
tity.

(c) The gramicidin used in making
the batch for potency, moisture, resi-
due on ignition, melting point, crys-
tallinity, and identity.

(d) The batch for neomycin content,
polymyxin B content, gramicidin con-
tent, and moisture.

(ii) Samples required:

(@) The neomycin sulfate used in
making the batch: 10 packages, each
containing approximately 300 milli-
grams.

(b) The polymyxin B sulfate used in
making the batch: 10 packages, each
containing approximately 300 milli-
grams.

(c) The gramicidin used in making
the batch: 10 packages, each containing
approximately 500 milligrams.

(d) The batch: A minimum of seven
immediate containers.

(e) In case of an initial request for
certification, each other ingredient
used in making the batch: One package
of each containing approximately 5
grams.

(b) Tests and methods of assay—(1) Po-
tency—(i) Neomycin content. Proceed as
directed in §444.542a(b)(1)(i) or (ii). The
content of neomycin is satisfactory if
it is not less than 90 percent and not
more than 120 percent of the number of
milligrams of neomycin that it is rep-
resented to contain.

(ii) Polymyxin B content. Proceed as
directed in §444.542e(b)(1)(ii) of this
chapter. The content of polymyxin B is
satisfactory if it is not less than 90 per-
cent and not more than 120 percent of
the number of units of polymyxin B
that it is represented to contain.

(iii) Gramicidin content. Proceed as di-
rected in §448.25(b)(1) of this chapter,
except prepare the sample for assay as
follows: Place approximately 1 gram of
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§444.542k

the ointment, accurately weighed, into
a high-speed glass blender. Add that
quantity of alcohol U.S.P. XX which is
sufficient to obtain a stock solution of
convenient concentration. Blend 3 to 5
minutes. Make proper estimated dilu-
tions of an aliquot to the reference
concentration with alcohol U.S.P. XX.
The content of gramicidin is satisfac-
tory if it is not less than 90 percent and
not more than 120 percent of the num-
ber of milligrams of gramicidin that it
is represented to contain.

(2) Moisture. Proceed as directed in
§436.201 of this chapter.

[39 FR 19046, May 30, 1974, as amended at 47
FR 23710, June 1, 1982]

§444.542k Neomycin sulfate-polymyxin
B sulfate-hydrocortisone acetate
cream.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Neomycin sulfate-poly-
myxin B sulfate-hydrocortisone ace-
tate cream contains, in each gram, ne-
omyecin sulfate equivalent to 3.5 milli-
grams of neomycin, polymyxin B sul-
fate equivalent to 10,000 units of poly-
myxin B, and 5.0 milligrams of hydro-
cortisone acetate in a suitable and
harmless vehicle. Its neomycin sulfate
content is satisfactory if it is not less
than 90 percent and not more than 130
percent of the number of milligrams of
neomyecin that it is represented to con-
tain. Its polymyxin B sulfate content is
satisfactory if it is not less than 90 per-
cent and not more than 130 percent of
the number of units of polymyxin B
that it is represented to contain. The
neomyecin sulfate used conforms to the
standards prescribed by §444.42(a)(1).
The polymyxin B sulfate used conforms
to the standards prescribed by
§448.30(a)(1) of this chapter.

(2) Labeling. It shall be labeled in ac-
cordance with the requirements of
§432.5 of this chapter.

(3) Requests for certification; samples.
In addition to the requirements of
§431.1 of this chapter, each such re-
quest shall contain:

(i) Results of tests and assays on:

(@) The neomycin sulfate used in
making the batch for potency, loss on
drying, pH, and identify.
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(b) The polymyxin B sulfate used in
making the batch for potency, loss on
drying, pH, and identity.

(c) The batch for neomycin content
and polymyxin B content.

(ii) Samples, if required by the Direc-
tor, Center for Drug Evaluation and
Research:

(a) The neomycin sulfate used in
making the batch: 10 packages, each
containing approximately 300 milli-
grams.

(b) The polymyxin B sulfate used in
making the batch: 10 packages, each
containing approximately 300 milli-
grams.

(c) The batch: A minimum of 6 imme-
diate containers.

(b) Tests and methods of assay; po-
tency—(1) Neomycin content. Proceed as
directed in §436.105 of this chapter, pre-
paring the sample for assay as follows:
Transfer an accurately weighed rep-
resentative portion of the sample into
a high-speed glass blender jar contain-
ing 1.0 milliliter polysorbate 80 and suf-
ficient 0.1 M potassium phosphate buff-
er, pH 8.0 (solution 3), to obtain a stock
solution of convenient concentration.
Blend for 3 to 5 minutes. Dilute an ali-
quot of the stock solution with solu-
tion 3 to the reference concentration of
1.0 microgram of neomycin per milli-
liter (estimated).

(2) Polymyxin B content. Proceed as
directed in §436.105 of this chapter, ex-
cept add to each concentration of the
polymyxin B standard response line a
quantity of neomycin to yield the same
concentration of neomycin as that
present when the sample is diluted to
contain 10 units of polymyxin B per
milliliter. Prepare the sample for assay
as follows: Transfer an accurately
weighed representative portion of the
sample into a high-speed glass blender
jar containing 1.0 milliliter poly-
sorbate 80 and sufficient 10 percent po-
tassium phosphate buffer, pH 6.0 (solu-
tion 6), to obtain a stock solution of
convenient concentration. Blend for 3
to 5 minutes. Dilute an aliquot of the
stock solution with solution 6 to the
reference concentration of 10 units of
polymyxin B per milliliter (estimated).

[50 FR 15108, Apr. 17, 1985, as amended at 55
FR 11584, Mar. 29, 1990]
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