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Food and Drug Administration, HHS § 310.518 

§ 310.517 Labeling for oral hypo-
glycemic drugs of the sulfonylurea 
class. 

(a) The University Group Diabetes 
Program clinical trial has reported an 
association between the administration 
of tolbutamide and increased cardio-
vascular mortality. The Food and Drug 
Administration has concluded that this 
reported association provides adequate 
basis for a warning in the labeling. In 
view of the similarities in chemical 
structure and mode of action, the Food 
and Drug Administration also believes 
it is prudent from a safety standpoint 
to consider that the possible increased 
risk of cardiovascular mortality from 
tolbutamide applies to all other sulfo-
nylurea drugs as well. Therefore, the 
labeling for oral hypoglycemic drugs of 
the sulfonylurea class shall include a 
warning concerning the possible in-
creased risk of cardiovascular mor-
tality associated with such use, as set 
forth in paragraph (b) of this section. 

(b) Labeling for oral hypoglycemic 
drugs of the sulfonylurea class shall in-
clude in boldface type at the beginning 
of the ‘‘Warnings’’ section of the label-
ing the following statement: 

SPECIAL WARNING ON INCREASED RISK OF 
CARDIOVASCULAR MORTALITY 

The administration of oral hypoglycemic 
drugs has been reported to be associated 
with increased cardiovascular mortality as 
compared to treatment with diet alone or 
diet plus insulin. This warning is based on 
the study conducted by the University Group 
Diabetes Program (UGDP), a long-term pro-
spective clinical trial designed to evaluate 
the effectiveness of glucose-lowering drugs 
in preventing or delaying vascular complica-
tions in patients with non-insulin-dependent 
diabetes. The study involved 823 patients 
who were randomly assigned to one of four 
treatment groups (Diabetes, 19 (supp. 2): 747– 
830, 1970). 

UGDP reported that patients treated for 5 
to 8 years with diet plus a fixed dose of tol-
butamide (1.5 grams per day) had a rate of 
cardiovascular mortality approximately 21⁄2 
times that of patients treated with diet 
alone. A significant increase in total mor-
tality was not observed, but the use of tol-
butamide was discontinued based on the in-
crease in cardiovascular mortality, thus lim-
iting the opportunity for the study to show 
an increase in overall mortality. Despite 
controversy regarding the interpretation of 
these results, the findings of the UGDP study 
provide an adequate basis for this warning. 

The patient should be informed of the poten-
tial risks and advantages of (name of drug) 
and of alternative modes of therapy. 

Although only one drug in the sulfonylurea 
class (tolbutamide) was included in this 
study, it is prudent from a safety standpoint 
to consider that this warning may also apply 
to other oral hypoglycemic drugs in this 
class, in view of their close similarities in 
mode of action and chemical structure. 

[49 FR 14331, Apr. 11, 1984] 

§ 310.518 Drug products containing 
iron or iron salts. 

Drug products containing elemental 
iron or iron salts as an active ingre-
dient in solid oral dosage form, e.g., 
tablets or capsules shall meet the fol-
lowing requirements: 

(a) Labeling. (1) The label of any drug 
in solid oral dosage form (e.g., tablets 
or capsules) that contains iron or iron 
salts for use as an iron source shall 
bear the following statement: 

WARNING: Accidental overdose or iron- 
containing products is a leading cause of 
fatal poisoning in children under 6. Keep this 
product out of reach of children. In case of 
accidental overdose, call a doctor or poison 
control center immediately. 

(2)(i) The warning statement required 
by paragraph (a)(1) of this section shall 
appear prominently and conspicuously 
on the information panel of the imme-
diate container label. 

(ii) If a drug product is packaged in 
unit-dose packaging, and if the imme-
diate container bears labeling but not a 
label, the warning statement required 
by paragraph (a)(1) of this section shall 
appear prominently and conspicuously 
on the immediate container labeling in 
a way that maximizes the likelihood 
that the warning is intact until all of 
the dosage units to which it applies are 
used. 

(3) Where the immediate container is 
not the retail package, the warning 
statement required by paragraph (a)(1) 
of this section shall also appear promi-
nently and conspicuously on the infor-
mation panel of the retail package 
label. 

(4) The warning statement shall ap-
pear on any labeling that contains 
warnings. 

(5) The warning statement required 
by paragraph (a)(1) of this section shall 
be set off in a box by use of hairlines. 
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