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 When Friends or Patients Ask About . . .
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The FDA

and Hypoglycemic Drugs
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THE NELSON :Committee hearings
in the US Senate (Sept 18 to 20, 1974)
explored the safety, effectiveness, and
use of hypoglycemic drugs. A dozen
witnesses, - including the Food - and
Drug Administration (FDA) Commis-
sioner Dr._Alexander Schmidt, gave
testimony concerning ' the ‘implica-
tions of the University Group Diabe-
tes Program (UGDP) articles for
medical -practice. Concern was ex-
pressed because the FDA Bureau of
Drugs had not required appropriately
‘written package inserts warning phy-
sicians and the:drug-consuming pub-
lic of the dangers inherent in the in-
discriminate: use of sulfonylureas and
phenformin hydrochloride. There was
agréement: -that - caloric’ restriction
with. weight reduction: is the pre-
ferred method of treatment for the
maturity-onset diabetie who is above
‘deal body weight, and that such ther-
spy is always safe and with intensive
vducation and follow-up is usually ef-
fective.

The UGDP investigators ended the
tolbutamide (sulfonylurea) study -in
1969 and the phenformin study in
1471, when careful statistical analysis
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showed a death rate more than twice
that expected for each -drug when
compared to the death rates in the
three ‘other groups in the study (pla-

. cebo, a standard dose of insulin that

resulted in a moderately elevated
mean fasting blood glucose level, and
a .variable dose of insulin that re-
sulted in a near-normal mean fasting
blood glucose level). Death rates in the
placebo and insulin groups were sim-
ilar. There were no significant differ-
ences in the rate of development or
progression ‘of chronic complications
(retinopathy, nephropathy, neuropa-
thy, arteriopathy) in the survivors of
any of the five treatment groups.

Are Oral Hypoglycemic Drugs
Safe and Effective?

In addition to the increased cardio~
vascular mortality with tolbutamide
therapy or with phenformin therapy
of approximately 1% per year, there
are many other adverse effects of oral
hypoglycemic drugs. These -include
prolonged sulfenylurea-induced - hy-
poglycemia and phenformin-induced
lactic acidosis, both of which have ter-
minated fatally in a number of pa-
tients. :

‘Extrapancreatic effects of the sul-
fonylureas include hypothyroidism,
skin rashes and -photosensitivity,
corneal opacities, blood dyscrasias, in-
creased fibrinolytic activity, hypo-
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natremia, water retention, jaundice,
liver-enzyme inhibition, -heart’ ef-
fects (including inotropism, increased
oxygen need, and microgranylomas),
elevated blood pressure; altered elec-
troencephalogram in epilepsy,iand in-
creased stomach-acid secretion.

The sulfonylurea drugs compete for
carrier-protein’ binding' sites with
many-other drugs, including sulfona-
mides, salicylates, phenylbutazone,
monoamirie oxidase inhibitors, -thia-
zides, and barbiturates. The pharma-
cological effect of all of these drugs,
including " the sulfonylureas, may"be
increased when they are displaced
from their combining sites; thus, com-
bination drug therapy may have many
unanticipated . toxic consequénces.
The difficulties in maintaining stable
anticoagulation therapy. in the prés-
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