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a. onesmonth. period of treatment by diet alone or whe,. duving this one-month.
period of observation, were judged ungble: or.unwilling te- follow the study
protocol; and (4) thos¢ who had any serious condition that.ins the judgment:
of the: elinic: physician, implied a-life expegtancy of less than five years..

_ As.a résult, the UGDP subjeets may be though-of as:a, group: of patients with,
sdult-orset, nonketoti¢ diabetes. There was a: preponderance: of women, who
ma,cifleup 1%; of -the total: Diabetes ranged in  severity from asymptomatic,.
Wwith- ne g;lygqufia{,;to‘symptomatic; ‘with. permanent’ glycosurig. and marked:
g 8§er«glyc’emxt_.’ A deseription. of the patients is.given by the UGDF (4, pp. 777~
183) in the form of several tables that present distributions-of base-line charae--
teristics of those in the study. ET -

In the UGDP, many of the criteria- for excluding. subjeets were. well defined.
'i‘h@_ra-f were.also situations, hewever, in‘ which the.clinic physieian: had to use-
“his‘judgment—for example, in sereening to;obtain patients-with a) miginvum life:
expectaney: of five yedrs. In: view of this and of the faet thet. patients were-
drawn from. various sources, it would- be expected that elinies might difter

systematically in the characteristies of the subjects-selected. =~ -
3:1.2 Rundomigution and aliooition'of tredintents = .
_ The UGDP sttdy wig drranged ag a balanced design, stratificd by blocks of
16 i 14 sdveesstve pitients within clthies bt without othier restrictions on
the pattern of assignment of trewtmetit to subjects, Imitially, during 1961 in
esell of seven clirfies; the four treametits—variable-doge insnlhr (IvAR), standard-
dose instiln (Istp), tolbutimide, and placebo—were allocated randomly to-
patients’in Yloeks of 16-——four subfecty in edch of the four treatments in ran-:
dotr order. T 19621963, phenformin was added to the treatments at five new
clinics 4y Well ag at otie’ of the orfginal esven and, in order to achiéve overalll
cparity i tHe total number of patients assigned’ to each'tredtment,. the block
size’ whs fixed at 14, with each block containing st subjects receiving phen-
forthifrl, and tWo recetving each of the four ofer tréatments, . =~ =~

For purpeses. of administrative .efficiedcy, individual patients recéiving tol--
butamide or gxlaceﬁb‘weve‘ not asdigned uniquely: identifiéd médication, but were-
suf led' s followy: For the tolbutamide assignments, numbers I to 24 were:
split at randon into' two groupy of 12, ond group’ o mumbery being assigned to-
pliesbo 4nd the remainder to bottley that would be used for tolbutamide. Bach
Cof the flrst’ 24 stilijeets’ redelvitly placebo or tolbutamide in 4 given clinie was:
dltotted 4 separite bottle numbelr, the sequence then Being repefited. Bottles.
25 through 48 were used for pationts assigned to tolbutamide in' the clinies that
also used pHenforniin. ‘ L o v

Ag 4 consequenice of this' drvangement for the distibution of medication,
sotaetimes two dnd 4s most three subjects th 4 given clinfe were supplied with:
idetitical bottle: mutabers. The administrative advdntage of tHis schieme is that
edeli dlinfe coyld. be given' an initial sapply of 48 uniquely labeled: medications:
and could order additional supplies, as riced ardse, without burdening the:
Ieggéfwiﬁghgmmy with responsibility for' more than 800 séparately labeled:

fdications, ‘ o

e orally given medicafions in the tolbutamide study were in tablet form..
e Intryduetion of pHenformin in the sécond part of the study requirved’ a
change in the method of administration, since phenformin is supplied' as gradule-
" filled capsules. In this part of the study all ¢ontrol medication for new patients:
was given as capsules. Tolbutamide was still ‘supplied as tablets but, unknown
tothia: paiticipaiiing clines; placebo it the form of tablety wais not given i fhe
plictiformin elinies. New bottle nintiBers (49 to' 72) were used for the capsules,,
bt the sande inethod of resuply whsenployed. I

In exeeuting this plan, Hetd 6f ordered tieatment. assigdimerite weve: prepaved
in advance for each-clinic by the Coordinating ' Center, Random. permutations:
of 16 from: the tableés given by Cochran and Cox.(15) were used tor the treaf-
ment alloentions th the first six elinies, and the Riund- tables (16) were em-
ployed for these: clihies inf which phenformin’ way administeréd. The dssignments:
were, entéred it o 1og bobk, and spice was 16t on exeh list for entry of the:
name dnd 1detititying number of the patiént and the date of agsigiiment. To
faetlitate initiation of treatment, sssignment reguests could be miade by the-
cltnite to the Odordinsting Center and filled By telephons, fit whitht case a lirnited
nuiber of iridividuals had authority. to record the pame of the patient on the

References at end of article.



