
17 

Food and Drug Administration, HHS § 201.23 

drug product. Examples of specific sul-
fites used to inhibit this oxidation 
process include sodium bisulfite, so-
dium metabisulfite, sodium sulfite, po-
tassium bisulfite, and potassium 
metabisulfite. Recent studies have 
demonstrated that sulfites may cause 
allergic-type reactions in certain sus-
ceptible persons, especially asthmatics. 
The labeling for any prescription drug 
product to which sulfites have been 
added as an inactive ingredient, regard-
less of the amount added, must bear 
the warning specified in paragraph (b) 
or (c) of this section. 

(b) The labeling required by §§ 201.57 
and 201.100(d) for prescription drugs for 
human use containing a sulfite, except 
epinephrine for injection when in-
tended for use in allergic or other 
emergency situations, shall bear the 
warning statement ‘‘Contains (insert 
the name of the sulfite, e.g., sodium 
metabisulfite), a sulfite that may cause 
allergic-type reactions including 
anaphylactic symptoms and life- 
threatening or less severe asthmatic 
episodes in certain susceptible people. 
The overall prevalence of sulfite sensi-
tivity in the general population is un-
known and probably low. Sulfite sensi-
tivity is seen more frequently in asth-
matic than in nonasthmatic people.’’ 
This statement shall appear in the 
‘‘Warnings’’ section of the labeling. 

(c) The labeling required by §§ 201.57 
and 201.100(d) for sulfite-containing epi-
nephrine for injection for use in aller-
gic emergency situations shall bear the 
warning statement ‘‘Epinephrine is the 
preferred treatment for serious allergic 
or other emergency situations even 
though this product contains (insert the 
name of the sulfite, e.g., sodium 
metabisulfite), a sulfite that may in 
other products cause allergic-type re-
actions including anaphylactic symp-
toms or life-threatening or less severe 
asthmatic episodes in certain suscep-
tible persons. The alternatives to using 
epinephrine in a life-threatening situa-
tion may not be satisfactory. The pres-
ence of a sulfite(s) in this product 
should not deter administration of the 
drug for treatment of serious allergic 
or other emergency situations.’’ This 
statement shall appear in the ‘‘Warn-
ings’’ section of the labeling. 

[51 FR 43904, Dec. 5, 1986] 

§ 201.23 Required pediatric studies. 
(a) A manufacturer of a marketed 

drug product, including a biological 
drug product, that is used in a substan-
tial number of pediatric patients, or 
that provides a meaningful therapeutic 
benefit over existing treatments for pe-
diatric patients, as defined in 
§§ 314.55(c)(5) and 601.27(c)(5) of this 
chapter, but whose label does not pro-
vide adequate information to support 
its safe and effective use in pediatric 
populations for the approved indica-
tions may be required to submit an ap-
plication containing data adequate to 
assess whether the drug product is safe 
and effective in pediatric populations. 
The application may be required to 
contain adequate evidence to support 
dosage and administration in some or 
all pediatric subpopulations, including 
neonates, infants, children, and adoles-
cents, depending upon the known or ap-
propriate use of the drug product in 
such subpopulations. The applicant 
may also be required to develop a pedi-
atric formulation for a drug product 
that represents a meaningful thera-
peutic benefit over existing therapies 
for pediatric populations for whom a 
pediatric formulation is necessary, un-
less the manufacturer demonstrates 
that reasonable attempts to produce a 
pediatric formulation have failed. 

(b) The Food and Drug Administra-
tion (FDA) may by order, in the form 
of a letter, after notifying the manu-
facturer of its intent to require an as-
sessment of pediatric safety and effec-
tiveness of a pediatric formulation, and 
after offering an opportunity for a 
written response and a meeting, which 
may include an advisory committee 
meeting, require a manufacturer to 
submit an application containing the 
information or request for approval of 
a pediatric formulation described in 
paragraph (a) of this section within a 
time specified in the order, if FDA 
finds that: 

(1) The drug product is used in a sub-
stantial number of pediatric patients 
for the labeled indications and the ab-
sence of adequate labeling could pose 
significant risks to pediatric patients; 
or 

(2) There is reason to believe that the 
drug product would represent a mean-
ingful therapeutic benefit over existing 
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treatments for pediatric patients for 
one or more of the claimed indications, 
and the absence of adequate labeling 
could pose significant risks to pedi-
atric patients. 

(c)(1) An applicant may request a full 
waiver of the requirements of para-
graph (a) of this section if the appli-
cant certifies that: 

(i) Necessary studies are impossible 
or highly impractical because, e.g., the 
number of such patients is so small or 
geographically dispersed, or 

(ii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in all pediatric age 
groups. 

(2) An applicant may request a par-
tial waiver of the requirements of para-
graph (a) of this section with respect to 
a specified pediatric age group, if the 
applicant certifies that: 

(i) The product: 
(A) Does not represent a meaningful 

therapeutic benefit over existing thera-
pies for pediatric patients in that age 
group, and 

(B) Is not likely to be used in a sub-
stantial number of patients in that age 
group, and 

(C) The absence of adequate labeling 
could not pose significant risks to pedi-
atric patients; or 

(ii) Necessary studies are impossible 
or highly impractical because, e.g., the 
number of patients in that age group is 
so small or geographically dispersed, or 

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group, or 

(iv) The applicant can demonstrate 
that reasonable attempts to produce a 
pediatric formulation necessary for 
that age group have failed. 

(3) FDA shall grant a full or partial 
waiver, as appropriate, if the agency 
finds that there is a reasonable basis 
on which to conclude that one or more 
of the grounds for waiver specified in 
paragraphs (c)(2) or (c)(3) of this sec-
tion have been met. If a waiver is 
granted on the ground that it is not 
possible to develop a pediatric formula-
tion, the waiver will cover only those 
pediatric age groups requiring that for-
mulation. If a waiver is granted be-
cause there is evidence that the prod-
uct would be ineffective or unsafe in 
pediatric populations, this information 

will be included in the product’s label-
ing. 

(d) If a manufacturer fails to submit 
a supplemental application containing 
the information or request for approval 
of a pediatric formulation described in 
paragraph (a) of this section within the 
time specified by FDA, the drug prod-
uct may be considered misbranded or 
an unapproved new drug or unlicensed 
biologic. 

[63 FR 66668, Dec. 2, 1998] 

§ 201.24 Labeling for systemic anti-
bacterial drug products. 

The labeling of all systemic drug 
products intended for human use indi-
cated to treat a bacterial infection, ex-
cept a mycobacterial infection, must 
bear the following statements: 

(a) At the beginning of the label, 
under the product name, the labeling 
must state: 

To reduce the development of drug-resist-
ant bacteria and maintain the effectiveness 
of (insert name of antibacterial drug product) 
and other antibacterial drugs, (insert name of 
antibacterial drug product) should be used 
only to treat or prevent infections that are 
proven or strongly suspected to be caused by 
bacteria. 

(b) In the ‘‘Indications and Usage’’ 
section, the labeling must state: 

To reduce the development of drug-resist-
ant bacteria and maintain the effectiveness 
of (insert name of antibacterial drug product) 
and other antibacterial drugs, (insert name of 
antibacterial drug product) should be used 
only to treat or prevent infections that are 
proven or strongly suspected to be caused by 
susceptible bacteria. When culture and sus-
ceptibility information are available, they 
should be considered in selecting or modi-
fying antibacterial therapy. In the absence 
of such data, local epidemiology and suscep-
tibility patterns may contribute to the em-
piric selection of therapy. 

(c) In the ‘‘Precautions’’ section, 
under the ‘‘General’’ subsection, the la-
beling must state: 

Prescribing (insert name of antibacterial 
drug product) in the absence of a proven or 
strongly suspected bacterial infection or a 
prophylactic indication is unlikely to pro-
vide benefit to the patient and increases the 
risk of the development of drug-resistant 
bacteria. 
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