13260' COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

~ One: The finding of excess’ mortahty in-the tolbutamlde group was
due to the data obtained from ]USt a few chnlcs. These are ob]ectlons ‘
we do not find valid. :

“Two: The studles of Keen et al and- of Paamklw contradlct the
UGDP. -
. Three The basehne differences among the treatment roups 8
count for the finding of the adverse effects from tolbutamide. On this
point T might remar théat none: of the criticis, to. my knowledge, has -
given serious consideration to the multiple logistic. method that -was
- used by the UGDP to take the effect of- baseline risk factors: into

account.' Until they do this they have not-carried . out an adequate s

review of the UGDP analysis:™
. 'The Cuamman. And your group dld do ‘thatt2
" 'Dr. Ware. Yes, we'did.

TFour: The findings on the offect of tolbutamlde are ﬂawed by the
fallure to adapt dosage to individual need.: -

Five: The evidence was not adequate to ]ustlfy the dlscontmuatlon
of the oral drugs: :
“In our analy51s of the UGDP data we have used the same’ multlpIe
logistic model as was employed by the UGDP investigators, but have

‘taken additional variables into account’ to allow for the time' each:

subject was under study and for: ‘differences 'betwéen!iclinics. We. o

confirm the principal finding from the simpler study of failure rates;
namely, that' the cardlovasoular death :rate -was higher in - patlents o
receiving tolbutamide than in those receiving placebo. This differ+
ence: remains after adjustment for the eﬁect of. baselme varmbles
and cardiovascular risk factors. e

- We have also made an analysm in which the extent of adherence
to assigned. treatment was taken into account. The highest-death rate .
was found in the tolbutamide group whe adhered 100 percent to them
treatment and who did nét modify the dose. = = =

In an analysis of the data from the' Bedford trlal We fmmd 1o
~ differerice indeath raté betweeti ‘the :placebo and ‘the tolbutamide
group. As indicated above, we do not interpret this failure to'find &
difference’ as ‘a contradiction’ of ‘the more thorough- UGDP ‘study.

“The conclusion of the committee is that it, remains-with'the pro-
: ponents of the oral agents ‘to ‘conduct: sclentlﬁcally adequate studles

to justify the continued use of such agents. - - -

The Caamman, Well, put in’different Words, are you .saying that
it is the judgment of the Biometric: Society that it was a statistically
valid'sample; and & scientifically condueted study, and that the results

of the study—are the ¢onclusions valid # Ts'that what you are saying ¥
- = 'Dr. Ware. Yes We support the principal findings of the UGDP
study ‘We do make some minor: critici ms in the report but S do, m
general support the main finding: : .

“The' CrrameMaN. And the main’ ﬁndmg 1s.‘what? : ‘

« D¥,Wartn.- That there is-an excess’ mortahty bii g the group recelv—
ing tolbutamide as com{)ared with the group on the plaecebo.

The Crsmmyan, Well, did: you find' any evidence at all’ ‘that the?
oral ‘hypoeglycemic drugs retarded or pr’evented vascular bemphca-
tions of ‘diabetes?

Dr. Warre. That aspect of the study is.one that we d1d not under-,
take. We considered that our main respon31b111ty was to look inte




