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Dear Sir: ‘

CONTROLLED DOUBLE-BLIND STUDIES CF DRUGS
In double<blind evaluations of drupgs ncither the paticat. nor the
physician can know what is being adminiutcrcd,’whiic such studics’arc
also called controlled when the patients uré.randomly éssi;ncd to a
placebo and a dr;g-rcceiving”grOUp. The protocol is formulated at the
beginning o1 the study and must be followed mekiculously<to thg end.

It would bec patently absurd if these cypes of studies should become

)

the only acceptable ones.

Incélligenc formulation of controlled protocols is difficﬁlc indeed
when the dosage, tke primary therapeutic effects and the toxicity are
insufficiently well known, Drugs which are senéed‘by the patients do
not lend themselves to controlled studies because the code is often
broken by the patients. With chronic diseases, furthermore, which can
prcsénc a variéty of symptoms all of which are scored, significant
éartial restitution of function is often missed when the sum of fﬁc'datu

is submitted to the usual statistical analyses.
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In the final evaluation of drugs and particularly those for chronic

discases a different process is perhaps nccessary. After completing

sufficient theoretical and basic investigations one would canduct 2

single-blind study.

The patients would not be informed whether drug

or placebo are given but each would be serving as his own control. The

physician would be on the alert for toxicity. One would thus dectc.mine

the range of the optimal dose and its schedvling; the therapeutic effcets

and tissue toxicity; and the kind of clinical and laboratory tests best

suited to following these effects.

One would be anticipating the practic-

ing physician, who is trained to be objective although he is not blind

and does not treat patients randomly. One can even produce conclusive

results in this simpler manner, as the precedent of aspirin proves. If

not, one can design and execute a more suitable protocol,since one would then

. :
be using ones judgemént of facts instead of a mechanical process.
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[~ Rejecting‘chis suggestion is tantemount to requesting stucdies in
which neither the surgeon nor the patient knows whether a placebo or
'a human kidney are being transplanted and whcther-che‘uremiq patient is

Dbeinp, treated or is merely being used as a control.

This abuurdity illustrates the clivicw i piwbivies aaboereat jn con-

trolled studies. It also serves in licu of all the arguments one cannot

present for lack of space.
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Very Sincercly youl i,
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Ceorye C, Cotzias, M.D,

Senijor Scientist

Lrovkhaven Nation.. ol Laboratory
Mcdicul Rescarch Ceater

lipton, L.I., New York 11973

<,

oo

o2,

4

et gy

!
I
I

|

/
j



