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diovaseuldr causes preferentially in' the gmups reeewing @ral therapy exists,
and, in view of the “nonsignificance” of differences in total mortality, seme“

'reservation about the eonclusion: that ‘the oral hyperglyeemics: are toxic must e .

remain. Nonetheless, -we -consider .the evidence - of - harmfulness: modera tely
‘strong. The risk is clearly seen in 'the:.group of older ‘worhen 'as shown. in '_Eable

A.2. Whether it acects all subgroups ‘of patients cannot be-decided, onithe basis s

-of . the available data. owing. to the small number of deaths 1nv01ve(1 in bhese'
subgroups. i
_+* There remains the question af generah?atlon of -these ﬁ?ndings,c As has been
frequently peinted out, the'conditions of drug use in this study. were, to gome
extent, abnormal. Tolbutamide dosage is varied. in practice, and’ the patzlent
‘unable to maintain adequate control with tolbutarmde eould ‘be: sh;fted to in-
sulin. A good deal rests, then, on the: matter of whether tolbu tamide is- actqally
toxic. If. this should be admitted, it is hard :to see:how it could. be: regarded
* a8 a reasonable therapy, even when given in variable rather than fixed dosage
- If, however, this finding is- reJected there ‘remains. the question of Whether
tolbutamlde, although ineffective in this fixed-dose regimen, might be an.effective
therapy as ordinarily used. The UGDP:gives no direct answer o thl‘i quequwn,
but the dose of tolbutamide. ordinarily employed varies only . moderately, :
There ig also: the question of the extent to.which the UGDP subjects reason-
ably represent the population ‘of maturity-onset diabetics who are candidates
for oral therapy. Little of the commentary. available to us raises questions on
thig point;-and we assume. that the UGDP population, is. representative of a
large fraction of the maturity-onget, non- insulimdependent diabetic: population.
In conclusion, we consider that in the light of the UGDP findings, it remains
with : the-proponents of: the, oral; ‘hyperglycemics to conduct sc1entxﬁc«111y ade-
quate studles to Justlfy the continued use Qf such agents o .
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