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centration of drug compatible with the clinical setting.? Tn addition, a portion of
the cffects of sulfonylurcas may relate to inhibition of cyclic AMP phosplio-
dicsterase, with a consequent net increase in eyclic AMP.2®

Onc must also keep in mind the significant, and sometimes serious, hypo-
glycemia induced by sulfonylurea drugs. None of those currently available is an
exception. Some of these enhanced hypoglycemic effects of the sullonylureas
have been related to the coincident use of other drugs such as salicylates, mona-
mine oxidase inhibitors, phenylbutazone, sulfonamides, sul‘ﬁsoxnzolc, sulfaphcna-
zole, coumarin anticoagulants, and phenyramidol.

Occasional patients on sulfonylurca drugs are suspected of hawng a rapxd
loss of endogenous insulin function hecausc it appeared necessary after a short
period of trecatment to give insulin to control the diabetes. Such observations
obviously have suggested that the sulfonylurea might have aceclerated the deple-
tion of pancreatic insulin. However, studies in animals chronically treated with
sulfonylurcas have not supported this concept.. Rather, there has Deen consistent
histologic evidence of an increase in the number of beta cell mitoscs, hypcx trophy
of the islets, and an increase in mass of islet tissue.” ® _

No data have been presented to suggest that biguanides “wear out” the
insulin mechanism. The means by which biguanides Jower blood glucose levels
in diabetics, but not in normal humans, remains unccrhim By whatever means
they act, these substances lower blood glucose levels in’ diabetic individuals
having some available endogenous or exogenous insulin, albeit more gradually
than is noted in responsive diabetic individuals following sulfonylureas. ‘Available
endogenous or administered insulin simply appears to be more cffective when
phenformin or other biguanides are administered. Tn the absence of any demon-
strable effect of these compounds upon the panereatic islet cell,-it is not surpris--
ing there is no evidence thus far that diabetes is worsened me .ﬂ)olxmlly by their
administration.

' A number of studics have suggested that sulfonylureas or biguanides may
amcliorate “chemical” or “latent” diabetes® (as defined by the American Diabetes
Association').” Although inconclusive, observations of no adverse effeets have
now accumulated for a sufficient number of years to allow one to assume that at
least no worsening of the diabetes:is likely to be produced.

INFECTION

At one time the inereased susceptibility of the diabetic to invasive local and
syslemic infection accounted for an importat portion of the morbidity and mor-
tality among diabetics. With improved control of diabetes following the avail-
ability of insulin and the proper usé of antibiotic treatment, infections in the
diabetic now pose much less of a problem, )

Reeent studies have helped to clarify the issue as to whether the diabetic is
indeed more suseeptible to infection. Defects in host defense ean be related to
the degrees of hyperglyeemia and/or ketoacidosis. ™ ' Uncontrolled diabetes of
short duration may not be associated with a great likelihood of infection, but
when present over a period of weeks and months the patient hecomes more sus:
ceptible, Thus far no studies have cearly defined the eritical degree or duration



