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Sulfonylurea Drugs 1978

T

he proper role of oral hypoglycemic agents in
our therapeutic armamentarium has been clouded
by emotional reactions and heated debate that
have obscured the real issues. The genesis of this
debate is clearly the reports of the UGDP and the positions
taken by authorities in response to those reports.1 So
much has been written about the UGDP, pro and con, that
it is not particularly beneficial to belabor the question here.
It is refreshing, then, to see a new approach taken to this
subject—as has been done by Lebovitz and Feinglos in this
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clearly influenced by the degree of hyperglycemia and/or
insulin deficiency.5"9 Although one can argue whether
these biochemical mechanisms can be clearly implicated
in the pathophysiology of the major complications of
diabetes, they do provide us with many provocative and
exciting biochemical models to explore further—both in
terms of the direct roles of the known mechanisms in the
pathophysiology of complications and in terms of related
pathways in other tissues. For example, whereas the glycosylation of hemoglobin per se may or may not have anything
to do with the pathophysiology of diabetic complications,
it does provide a concrete model for alteration of both
protein structure and function on the basis of ambient level
of glucose.10"13 It is unlikely that hemoglobin is unique
among all body proteins in being so affected. Indeed, there
is evidence emerging that several other proteins undergo
similar glycosylation. The role of such glycosylation in the
development of complications is not yet defined, but any
process that alters both structure and function of proteins
can be envisaged as having potentially powerful effects.
Finally, the Brussels study is yet another chapter in
those clinical studies that invariably support the relationship between higher levels of hyperglycemia and more
frequent and/or more severe complications. I have not yet
seen any clinical study that shows any benefit for "poor"
control.
It seems to me that the time has come to stop bickering
about the desirability of good control. Rather, we should focus
our attention on the best means of achieving good control,
and determining the optimum degree of control required
and desirable. I clearly recognize that that decision may
vary with circumstances and that the degree of control
attainable by conventional methods may vary somewhat
among patients. Something approaching euglycemia, however, is attainable in many patients, and this should be
our goal in most cases. To say that it is not attainable
is to deny the documented experience of dedicated practitioners. It may indeed be hard to achieve and may require the concerted efforts of patients and professionals.
It won't be easy, and attempts at attaining euglycemia will
be complicated by occasional hypoglycemic episodes. But
rather than have an irrational and unwarranted fear of
hypoglycemia, I accept the infrequent, mild, recognizable
hypoglycemic episode as both a useful educational tool for
the patient (in terms of symptom recognition) and as an
indication that glucose levels are close to the desirable
range. (I do strive to avoid frequent, severe, nocturnal,
or unrecognizable hypoglycemic episodes.) The misguided
(in my view) efforts to avoid hypoglycemia at the expense
of accepting hyperglycemia are not justified by any available data. It's time to stop making excuses for not achieving euglycemic control and start expending the effort in trying to do so.
JSS
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EDITOR'S NOTE: We hope our readers will have commentary in reaction to our editorial positions and to articles
published in DIABETES CARE. Letters to the Editor are
an appropriate forum for response. We encourage you to
write us.
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issue of DIABETES CARE.2 Their concepts of the use of
sulfonylureas are based on their own challenging studies
on the mechanism of action of these agents, as well as
those of others. 3 " 6 Because their concepts are different, their
review should stimulate more controversy; however, the debate now should center on new issues rather than rehashing the old. Fortunately, the revolutionary position of
Lebovitz and Feinglos is testable and can be supported or
refuted by scientific data. Hopefully, a whole new era of
investigation of sulfonylureas will be stimulated.
We hope, too, that there will be stimulation of a more
enlightened attitude towards sulfonylureas on the part of the
Food and Drug Administration. The UGDP study found ill
effects only of tolbutamide and phenformin. No other
sulfonylureas were studied. To implicate other drugs on the
basis of similar chemical class is unjustified. If we had
followed a similar course when problems developed with
early penicillins or sulfonamides, we would have no
antibiotics today. Some of the second generation sulfonylureas have been under clinical investigation in this country
for more than a decade, and in use abroad even longer.
Since these agents may be more potent than those currently
marketed, they should be released unless there is evidence
that they are dangerous. We should stop the politics and
polemics, and proceed with defining appropriate groups of
patients who may benefit from these agents.
jss

