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Ycu may be xnferesfed in the proorzss of our exoernmenfs

“with LSD to date. Originelly we had planned to determine
the Fhreshold dese for each patient individually, and this
was attempoted - early in August, using 8 suoply of LSD which
was more than_.two years old.

Negative subjective reports were obfaaned with doses of

20 to 70 micregrams. Finally, poatients were given 100 micreo--
grams in dnv}dzd doses, with marked subjective effects (as
well as objectivel apozaranr in-all 5 patients. We then
attempted to titrate; thz effects in each patiant, giving

doses of 80 to. 0 micrograms. Very little effect was observad.

Thesz2 doses were adr:nxsf red on the day following the

gram dose.
130 micrograms were being given to 4 of the subjects and
90 micrograms tg the ofh»r withcut any significant effazcts

of any kind.

Thesz doses were raised’progressively uvatil 120-te

1t was found f%ef the time of day d1d not alter

the lack-of effezcts and, alsc, that a fresh svosly of LSD
produccd no change tn the effects, or lack of then.

Since the lack of effects might be due to tolerance, adminis-
tr ation cf the drug wes ‘diseontinued and after five days was
agatln admvnos?ara\, with marked subjective and nbjective
changas ansearing with doses of 90 to [2C micrograms. Mean-
whnlc tests of the druc in individuals who had not been

recezrtno

it was,

interval

A i+ had shown strong ocsitive results, The findings
7"wer~ very suCﬁvs}:ve of ra«xﬁ develcqm?nf of tolerance.

thzrefore, necessary ftc obtain measuramznts afler
single doscs at wde!y sca?fered intervals. As long as the
was as much as 3 days, thzre was no noticeable
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decresse in ef%eéf,>bui there may be some decrecase -in effect
it the drug is administerced every third day.. :

s .

‘When ineﬁ afibroper Intervels, LSD induces. very definite.

blood pressure rise, puoillary dilatetion, increase in deep
tendon reflexes, and diminution in superficial skin reflexes.

" The puoillary effects and blood pressure effects appear to

be sultable for measurements of telerance.
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- L8D Appears'fg facllI*aieﬁsyéchrémiza?ton of thz electro-
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_encephalogram by photic stimulation. Photlc stimulation alse

seems to enhance. the perception of elementary halluctinations.,

"Apparently the supply;bf,£$D is quite limited and we may be

urable to obtain sufficlent amounts of the drug to carry out

the study as originally planned. However, we believe we

have sufficient material o accomplish the folleowing:

1} Effecfs of larger doses in non-tolerant patients;

91 Determination of whether tolerance occurs after one single
dose of LSD; . B .

3} Controlled studies of tolerance develooment in 5 patients;

4} Compariscn of LSD:with LAE.
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M::SIncereiy yours,

‘ #M‘M.M

Harris lsbell, M.D.
‘Direc¥dr of Rescarch
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