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Public Hcalth Service Hospital

NIMH Addiction Research Center

You may be interested In Hie progress of our experiments

with LSD to date. Originally we had planned to determine

the threshold ddse foreach pa 1 1 en t i nd 1 v i dua 1 l y ,
and this

was attempted early in August, using a supply of LSD which

was more than, two years old.

Negative subjective reports were obtained with doses of
20 to 70 micrcgrams . Finally, patients were given 100 micro-

grams in divided doses, with marked subjective effects (as

well as obje c t ivel appearing in all 5 patients. We t h c n

attemoted to titrate- the effects in each patient, giving

doses' of 80 to. 90 micro grams . Very, little effect was observed.

These doses were admi ni s t ered on the day following the 100 micro

gram dose. These doses were ra is ed \progrcs s i ve !y until 120‘tc

130 microcrams were being given to 4 of the subjects and

90 micrograms to the other, without any significant effects

of any kind. It was found that the time of day did not alter

the lack 'of effects and, also, that a fresh supply of LSD

produced no change in the effects, or lack of them".

Since the lack of effects might be due to tolerance, adminis-

tr ation of the drug was discontinued and after five days was

again administered, with marked subjective and objective

chances aooearing with doses of 90 to 120 mi croc rams. Mean —

while, tests of the drug in individuals who had not been

rece icing it had shown strong ocsftjve. results. The findings

* .''were very successive of ,rar>id development of tolerance.

If was, therefore, necessary tc obtain measurements after,

single doses at widely scattered intervals. As long as the

interval was as much as 3 days, there was no noticeable
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decrease In effect, but there may be some decrease In effect

If the drug is, admTnis tered every th ird day..
!

When given at proper Intervals, LSD Induces., very definite .

blood pressure rise, pupillary dilatation. Increase In deep

tendon reflexes, and diminution in superficial skin reflexes.

The pupil lary -effects and blood pressure effects appear to

be suitable for measurements of tolerance.

LSD appears to facl I I ta te synchromlza f Ion of the electro-
encephalogram by pho tic stimulation. Photic sti mu I a t ton also

seems to enhance, the perception of elementary ha 1 l uc I na t ion s .

Apparently the supply of LSD is quite limited and we may be

unable to obtain sufficient amounts of the drug to carry out

the study as originally planned. However, we believe we

have sufficient material to accomplish the following:

11 Effects of larger doses in non-tolerant patients;

21 Determination of whether tolerance occurs after one single

dos e o f LSD;
31 Control led studies -of to Iterance deve loomen t in 5 patients;

4 1 Comparison of LSD' with LAE.

Harris Isbell, M . D
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Director of Research
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