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“We have miged ‘the same model as was employed by the UGDP invest
- in‘which tHé probability -of death was expressed as: function of the.tréatment:
‘and of the base-line variabled: We have, however, added additional variables, 1
to take account of the time between enrollment of the ‘subject and completion -
.of" the ‘study, and 11 to*account’ for' the infliience of ‘the: clinics.: The:lengthy
list of variables that was:assembled in-this way is-shown in Table-A.5.7 A ‘brief
account of the method- of:analysis based on'thé multiple logistic modeliig gllveu
m appendix A.(26). The analysis leads to the findings reported in Table Ai6 1.
+:Als shown in the upper: portion of Table A.6.1, the potential length of follow-
up, that is; the length’ of time -from. admission. to the study to‘the time:of anal-
i, ysis, proved, 4% one would expéct;: to ‘be’ a ‘highly sxgniﬁcant predictdr of:cardio~
vascular death, the value of X* on 1 df being 23.56.° This varidble w: otiin-. -
cluded ‘in the: analyses dene: by UGDP. Many of the demographic yariables and-
rigk factors studied by 'the WGDP were #1s0: ‘highly significant predictorsrof eax-
“-diovaseular death. After’ ad:msting for the UGDP viriables; treatroents; and-

potential length ‘'of ‘follow-up in~the analysis; no additional: significant improve-""

ment was. made’ by adding:ithe clinic effects; honer, the: GGDP  base-line:
variables as a group still remained highly s1gn1ﬁcant It is worthy of note that
the clinic effects remained significant’ after adJustment had- ‘been' made for
demographic variables and treatmeirt. It ‘was-the additional: adjustment by

means of the variable length of follow-up: that reduced the clinic-éffects:tp a; .~

) nons1gniﬁcant level:* Although the finding of clinic differenices would: not be gur-

. prising, since they might be due to” dxfferene@s in the-patient: Qopul dtions or

clinicdl practite, this indicates that most” of the: dlfferences aret'

xp med‘ by ‘
adjusthg for the different length ‘of follow-up;: = .

“7Thé mbst important point in this analysis is whether or ncvt: t’he a ustments S

¢ for covariables eould be respongible-for the treatment differencés observed. Our »
analysis - indicates' that” the treatment effects have ‘been: changed very ‘little! by
‘this admstment Tolbutamide, tréatment-vs-an “average' of “other treatments,
‘adjusted for a subset of the demographic: variables and ‘time of poteutia® followw-

" up; showed a X*of 12. 14 on 1 df, In comparing the tolbutam1de treathient with -
the other trestments, it is appareut that thiy contrast accounts for almost’ %he
entire treatment éffect, and thus there is no mgmﬁcant dlfference betv«een the..
insulin treatments and plaeebo R

When the data are presented separately for males and’ females‘ ina ‘mxt
two parts of Table A.6.1, the comparisan rof tolbutamlde withi1] wiai ing"
treatments résultsin a X* of 2.56 on 1°dEin the case of males and9.06 in 1 °f in
the case of femaley. The effedt!of: tolbuta‘mide ‘may: further’ be‘fcbmpared w1th.‘ :
the placebo treatmént alotie ih' such a way that the inselin groups also supply:
information: on fhe demographic variables.: Under:thede: eireumistant ea;”’tihe X

. 'that tests for the adjtisted effeét of ‘the tolbutamide treatment’ 1381 3
- and 11.70 for females. These ‘results indicate that the eﬂ!ect

ment is: slgmﬁcant in fetiales biit not in males: ¢

“Table A.6.3" shows that- the coefficient forithe tolbutam

eaﬁmentr eﬂ,’ =ct '

N '1s 211587111 femalésiand ~0.3528 ‘in ‘males,. and’ that’ the standard errors dre

0.7094:and 0.4983; spectively. THis implies, as noteéd beforeg ‘that-the efféct, is
gignifieant “only in fémdles. The effect in female\s, however, is- ‘ot &gmﬁcantly
dlfferent from that'in males. = " :
The analysis by ‘means’ of" the m‘ultxple log:stic model conﬁi'ins the pnncl al
“finding’ fromthe mmpler study of failure rates, namely, that thé eardiovaseular’
death’ rate was higher in’certain patiénts feceiving tolbutamide thai in: hdge:
receiving placebe. This result was: definite in the' case: off femaléy soibs 11;
be true also’of males, but thé evidence ‘in that group’is:mot smtisﬁtcally gnifi-
. .cant. The multiple logistic analysis indicates that the. difference’.in death:rates
*- remains after adjustment has been made for the efﬁect 013 Jvarious.: base hbae\__
. vamables and cardmvascular risk factors. oy .

6.14 Analysrvs mm resnect to.adherence. to assiyned treatment; Y

The UGDP Protocol spemﬁed {fixed ‘doses for the pacebi; tolbutainide~and rin- -
sulin stdndard: treatments -Altérations wete ‘permitted only if the patieait ¥eoulds: -
not ‘be-safely maitdained on “the assigned imedication schedule’® Modification of:
the dosage ot the'basis.of elevated 1bvod glucose levels alone: was not pemnitted:r
Adjustments of ‘the dose “1’01‘ the patients taking vanable«lose uﬁsmhn, il ,Wew: r,,
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