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half: sxmply to ‘reduce their- 1ntake ot table sugar The dose of tolbutamide zv s
two thirds of that used by the UGDP. The subjects were allocated ‘to the treat-
ment:groups by ‘a method of’ randomization that was based on the use of. nnm-
bers read from & télephone book. here was’ no stranﬁcatlon accordmg to r1$k
factors prior to the randemization.. +
At the time of entry to the trial, mformatmn was obtained on age; sex;, we1 ht,
clinieal history of artérial dlsease, blood pressure, and; blood glucose level.“Fol-
low-up- examinations ‘were conducted ‘at intervals of ‘every six months' exXi ept
on three occasions when the interval was ‘'ohe year. The cardiovascular, compo-
nient of the follow-up examination included the admlmstratlon of the Rose
questlonnaire ‘and the taking of an electrocardiogram; * L
- Twbrtypes-of oulconie have been: considered in the: anlyses ( ) death e1ther :
R from cardiivascular catses, ds identified on the.death .certificate, or from lall .
causes; or (2) cardiovascular eveits, wh1ch in, addmon to death from’ carélio‘
vascular causes, include cardiac. infarction, angina, worsening of .the BOG,. 'on-
set of claudicdtion, and stroke. The trial was planned as a-double-blind st\idy
A 'list of treatment assignments’was available fo the principal investigator . and
was occasiinally. eonsulted by him when it was thought that-the welfare of the'
patient required it. The principal®investigator is confident that thé:decoded lin-
formation was prompily forgotten by him and did not 1nﬂuence hls assessmént
of the patient’s outcome.
The findings reported by Keen and Jarrett (6) on caldlovascular events‘ at
the end of the seven years of study are given in Table 2. - i
The -authors noted that in @ach-treatment group; the freqneﬂcy of: cardiovasm

culap events was, as expected; -higher in the subjects who:were:thought a pri!on‘ SR

to-be at ‘higher risk: They' found no 'evidence-of a treatment difference in: the

. high:rigk group;but “in thelow risk: individuals;. therateof events in the:tolbuts .~
- amide-treated group is about half that in the placebo group,a difference: 81gd1ﬁ~ i

" cant at the 2% level” (6) They further:conclude, “a significant degree.of: Pris
mary-protection. against cardiovascular events: can be conferx:ed by tolbutamfde
in mildly and moderately hyperglycemic people,”

Mortality data from-the same study are presented in-a report by Keen: (5 )
At the end of:eight years from the bevmnmg ‘of the trial; 25.deaths had been
observed in the placebo group and 24 in the tolbutamide group,14:of the former
and 12 of the latter being due to cardiovascular eauses. Both total death: rate
“and that.from cardiovascular caises were at: approximately; _same-levellin
the two treatment groups. The total death. rate of:.19.80," gproxxmately
double that observed in the UGDP study. One important factor in this difference
“is the relatively high.proportion of subjects over:70 years of dgé:in ‘the Bedford

: study, as shown in Table’ 3. ‘Another might’ be-that in’the Bedford study there
‘was no selection based on-the-likelihood of :a ﬁve-year surv:val as Was emp ed
by the UGDP. N

The data’ of Table 8. show .the higher mean age of the Bedford sub;ects las
compared with those in the UGDP; The percent over 70 years of ageis as hngh
.88-23.8 in the former.-and only 5.9 in the latter..

Table 3 also provides an instance of a dlfference in the d1str1but10n of base-
~line variables’between:the: two treatment groups Of the: Bedﬂord 8 de Of the
placebo group, 29, 6% are over 70 years of age as compared with  17.9% of the
" tolbutamide group.. “The’ difference is statistically sigmﬁcant at the 5% level.

In section 6 of this report, an analysns ‘will be given to take such dlfferences i
“"base-line variables into account : WO L

4.2 Paasikivii(18) : : v
- This is'a study-of hypoglycemlc treatment in 178 survnvons from a ﬁrsﬂ* myo-~
cardial infarction. ‘A further 92 patients who ‘had been treated for an-infarction
during-the sahe period were excluded for various reason 'I‘he antihypoglycen i¢
agent was tolbutamide, which:was ‘tested againsta plice
Hven or odd birth.date determined whether” the patient received placebo or
-tolbutamide; The maximal doseé of’ tolbutamide given was 1 gy this wa g’ ‘also
‘the uysual dose:sircé it ‘was given to all but: 289 of ‘the natients, who mostly
received 0.75 gm/day. The period of follow-up ranged from 1:t0 5.5 years, the
: \tolbutamme group and 3 o years for the 14 b

‘ -group. i

-died in the tolbutamide group. All deaths were considered tor haver'*been due-
0%;

= U

References at end of article; i

Slxteen patients of 83 (19%)> dxed in the control group, and 18 ’of 95 149 ) R



