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§ 444.62 Sisomicin sulfate.
(a) Requirements for certification—(1)

Standards of identity, strength, quality,
and purity. Sisomicin sulfate is the sul-
fate salt of O-3-deoxy-4-C-methyl-3-
(methylamino)–β–L–
arabinopyranosyl(1‰4)-O-[2,6-diamino-
2,3,4,6-tetradeoxy-α-D-glycero- hex-4-
enopyranosyl(1‰6)-2-deoxy-L-strepta-
mine. It is a hygroscopic powder. It is
so purified and dried that:

(i) Its potency is not less than 580
micrograms of sisomicin per milligram
on an anhydrous basis.

(ii) [Reserved]
(iii) Its loss on drying is not more

than 15.0 percent.
(iv) Its pH in an aqueous solution

containing 40 milligrams per milliliter
is not less than 3.5 and not more than
5.5.

(v) Its residue on ignition is not more
than 1.0 percent.

(vi) Its specific rotation in an aque-
ous solution containing 10 milligrams
per milliliter at 25° C is not less than
∂100° and not more than ∂110°.

(vii) It gives a positive identity test
for sisomicin.

(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 complying with the re-
quirements of § 431.1 of this chapter,
each such request shall contain:

(i) Results of tests and assays on the
batch for potency, loss on drying, pH,
residue on ignition, specific rotation,
and identity.

(ii) Samples required: 12 packages,
each containing approximately 500 mil-
ligrams.

(b) Tests and methods of assay.
Sisomicin is hygroscopic and care
should be exercised during storage and
weighing of samples.

(1) Potency. Proceed as directed in
§ 436.105 of this chapter, preparing the
sample for assay as follows: Dissolve an
accurately weighed sample in suffi-
cient 0.1M potassium phosphate buffer,
pH 8.0 (solution 3), to give a stock solu-
tion of convenient concentration. Fur-
ther dilute an aliquot of the stock solu-
tion with solution 3 to the reference
concentration of 0.1 microgram of
sisomicin per milliliter (estimated).

(2) [Reserved]

(3) Loss on drying. Proceed as directed
in § 436.200(c) of this chapter.

(4) pH. Proceed as directed in § 436.202
of this chapter, using an aqueous solu-
tion containing 40 milligrams of
sisomicin per milliliter.

(5) Residue on ignition. Proceed as di-
rected in § 436.207(a) of this chapter.

(6) Specific rotation. Accurately weigh
the sample to be tested in a volumetric
flask and dilute with sufficient dis-
tilled water to give a solution contain-
ing approximately 10 milligrams per
milliliter. Proceed as directed in
§ 436.210 of this chapter, using a 1.0 dec-
imeter polarimeter tube and calculate
the specific rotation on an anhydrous
basis.

(7) Identity. Proceed as directed in
§ 436.318 of this chapter, except:

(i) Prepare sample and standard solu-
tions containing 10 milligrams of
sisomicin per milliliter;

(ii) Use 5 microliters of the solutions
to spot the chromatographic plates;

(iii) Remove the plate from the tank
after 3 hours; and

(iv) The compound appears as a
brown spot.

[46 FR 2988, Jan. 13, 1981; 46 FR 16676, Mar. 13,
1981; 46 FR 22359, Apr. 20, 1981, as amended at
50 FR 19919, May 13, 1985]

§ 444.70a Sterile streptomycin sulfate.
(a) Requirements for certification—(1)

Standards of identity, strength, quality,
and purity. Sterile streptomycin sulfate
is the sulfate salt of a kind of strepto-
mycin or a mixture or two or more
such salts. It is so purified and dried
that:

(i) Its potency is not less than 650
micrograms and not more than 850
micrograms of streptomycin per milli-
gram. If it is packaged for dispensing,
its content is satisfactory if it is not
less than 90 percent and not more than
115 percent of the number of milli-
grams of streptomycin that it is rep-
resented to contain.

(ii) It is sterile.
(iii) It is nonpyrogenic.
(iv) [Reserved]
(v) It contains no depressor sub-

stances.
(vi) Its loss on drying is not more

than 5.0 percent.
(vii) Its pH in an aqueous solution

containing 200 milligrams per milliliter
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is not less than 4.5 and not more than
7.0.

(viii) It passes the identity test.
(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 complying with the re-
quirements of § 431.1 of this chapter,
each such request shall contain:

(i) Results of tests and assays on the
batch for potency, sterility, pyrogens,
depressor substances, loss on drying,
pH, and identity.

(ii) Samples required:
(a) If the batch is packaged for re-

packing or for use in manufacturing
another drug:

(1) For all tests except sterility: 10
packages, each containing approxi-
mately 500 milligrams.

(2) For sterility testing: 20 packages,
each containing approximately 300 mil-
ligrams.

(b) If the batch is packaged for dis-
pensing:

(1) For all tests except sterility: A
minimum of 12 immediate containers.

(2) For sterility testing: 20 immediate
containers, collected at regular inter-
vals throughout each filling operation.

(b) Tests and methods of assay—(1) Po-
tency. Proceed as directed in § 436.106 of
this chapter, preparing the sample for
assay as follows: Dissolve an accu-
rately weighed sample in sufficient
sterile distilled water to give a stock
solution of convenient concentration;
and also, if it is packaged for dispens-
ing, reconstitute as directed in the la-
beling. Then using a suitable hypo-
dermic syringe and needle, remove all
of the withdrawable contents from
each container represented as a single-
dose container; or, if the labeling speci-
fies the amount of potency in a given
volume of the resultant preparation,
withdraw an accurately measured rep-
resentative portion from each con-
tainer. Accurately dilute the sample
thus obtained with sterile distilled
water to give a stock solution of con-
venient concentration. Further dilute
an aliquot of the stock solution with
sterile distilled water to the reference
concentration of 30 micrograms of
streptomycin per milliliter (esti-
mated).

(2) Sterility. Proceed as directed in
§ 436.20 of this chapter, using the meth-
od described in paragraph (e)(1) of that
section.

(3) Pyrogens. Proceed as directed in
§ 436.32(b) of this chapter, using a solu-
tion containing 10 milligrams of strep-
tomycin per milliliter.

(4) [Reserved]
(5) Depressor substances. Proceed as

directed in § 436.35 of this chapter.
(6) Loss on drying. Proceed as directed

in § 436.200(b) of this chapter.
(7) pH. Proceed as directed in § 436.202

of this chapter, using a solution con-
taining 200 milligrams per milliliter.

(8) Identity—(i) Reagents. (a) 10 per-
cent ferric chloride stock solution: Dis-
solve 5 grams of FeCl3•6H2O in 50 milli-
liters of 0.1N HCl.

(b) 0.25 percent ferric chloride solu-
tion: Dilute 2.5 milliliters of 10 percent
ferric chloride in 0.1N HCl to 100 milli-
liters with 0.01N HCl. Prepare the solu-
tion fresh daily.

(ii) Procedure. Using distilled water,
dilute the sample to be tested to a con-
centration of approximately 1,000
micrograms per milliliter. To 5.0 milli-
liters of this solution, add 2.0 milli-
liters of 1N NaOH and heat in a boiling
water bath for 10 minutes. Cool in the
ice water for 3 minutes and then acid-
ify the solution by adding 2.0 milli-
liters of 1.2N HCl. Add 5.0 milliliters of
0.25 percent ferric chloride reagent. A
violet color indicates the presence of
streptomycin.

[42 FR 21275, Apr. 26, 1977, as amended at 46
FR 60568, Dec. 11, 1981; 50 FR 19919, May 13,
1985]

§ 444.80 Tobramycin.
(a) Requirements for certification—(1)

Standards of identity, strength, quality,
and purity. Tobramycin is 0-3-amino-3-
deoxy-α-D-glucopyranosyl-(1‰4)-0-[2,6-
diamino-2,3,6-trideoxy-α-D-ribo-
hexopyranosyl-(1‰6)]-2-deoxy-L-strep-
tamine. It is so purified and dried that:

(i) Its potency is not less than 900
micrograms of tobramycin per milli-
gram on an anhydrous basis.

(ii) [Reserved]
(iii) Its moisture content is not more

than 8 percent.
(iv) Its pH in an aqueous solution

containing 100 milligrams per milliliter
is not less than 9 and not more than 11.
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