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As you undoubtedly know, | had a visit week before last from

Mr. Korneisky. We went over the data obtalned so far, and are

in the process of making duplicates of fhe graphs In the dose-

effect experiment. S N

Since Mr. Kornztsky has been here, we have complefed arother
tolerance expcriment. In this experiment patients were given LSD
for cight days i% doses increasing from 20 mcg. to 75 mcg. oace
daily at 9 a.m. On the . ninth day, the 75-mcg. dose was repczated.
The results appear in Table |. As expected, a considerable dagree
of tolerance was developed to the subjective effects of L3D-25.
Patients g2ve an average of only 18 posiitive answers, as compared
to S8 positive answers after three days of water. The clinical 27
grade after eight days was estimated as 0.625 as compared with 1.7
after three days of weter. In scoring & number of positive answers
and clinical-grades, the same criferla were used as described in
my prior letter. The grade of tolerance, however, taking into
account the individuals concerned, does nol appear to be any greater
~thar that developed after three davys on two small doses daily
l(sce prior report}. Moreover, patients on the elght-day schedule
reported more side effects as tolerance was developing, more par-
ticulariy in the middie part of the schedutle. :

We have some preliminary information on attempts to break through
the LSD-tolerance by increasing the dos=z. The number of patlents
is not>ye! suffitcient to parmit any conclusions but, howzvar, fthe
information is being submitted for what It is worth, since it i3
not likely that ! will be able to do more prior to the Federation
mecting. '

in one experiment, 4 patients were made tolerant by the threc-day
schedole (10, 20, and 30 mcg. LSD-25 at 9@ 2.m. and € p.m.}, the

test dose bzing given on the fourth day. Two of the patients
received a 100 mcg. test dese lincrease of 33 per cent) and 2 recelved
125 meg. (an increase of 66 per centl. No significant ™reak-through”

‘occurred tn anv of these 4 patients.
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ln another experiment &.patients were made foleranf using & nine=-
dose schedule lone dose of LSD-25 daily af 9 a.m., nncreasing frem
20 to 758 mcg. on the eichth dayl. OCn the ninth day, onec paticnt
was tested with 1CO mcg. and S were tested with 125 mcg. There
was no sxgn!ficauf break- ~through wiih either of these doses
although in one paticant (DEL) partial! break-through weas achueved.
These series of experiments will be completed as scon as possible,
after which we will go on to even higher doses. At the moment,

the trend appears to indicste that the dose must be increesed

. more than 66 per cent to restore the original effect of LSD-25,

once tolerance has been developed.

I think it ts of some interest and some prectical importance
that we have now tested more than 30 former morphine addicts with .
LSD-25 (this number includes the group tested in 1951}, The )
tmportant thing secems to be that the mental effects observed In
this population are, so far as | can tell from the liferature,
identical with fhose observed in other popuia.uons despite fhe
fact that my group differs so greatly with respect fc race,
economic and educational status, personality characferts%lc;,

dnd prior crug gse.

| would like your advice concerning our plans for the immediate
future. | have 8.patlents checking into the ward next week,

This group is méde up of individuals who heve been in the dosc-
effect e periment and In the previous tolerance experiment. My
objectives are, (1] to corrcberete the results obtalned with
questionnaire ind clinical mental examination, usirng our objective
measuvrements, (2] fo determine the break-through dose, using thesc
objective measurements, (3) to test the SKF metabolic blocker for
enhancement of the LSD effect, and for its effect durlng telerence,
(4) to determine the speed of lcss of tclerance, and (5) to obteain
data on the effect of LSD on the MMPI and Rorschach tests.,

The main thing 1
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will continue unttl

Be made .is whether f

hat to attain att these cbjectives will requlire
o five monthsy of in olher words the experimenis
August or September. The decision thet must
hese arc the most importent things for us to

Sitncerely yours,
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AHdrrlu_ISbQ!! Mo
Director of Research
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TABLE |

TCLERANCE 3GELSD-25 -~ Eight Day Schedule

.75 mcg. Test Dose

After 3 Days Ho0 ’i After 8 Days LSD

2C mcg. increasing to 75 meq
No. positive -
Answers Grade

PAT IENT

No. positive
Answers - Grade
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TABLE 2

WBREAK-THRCUCH" - LSD TOLERANCE )
) 3-Day Schedule

After 3 days LSD

| After 3 days HoO I\ After 3 days LSD |
- PATIENT ;; Test Dose 75 mcg. Test Dose | Break~thrcugh
i B A : : ‘{ 100 mce. Test Dose
Lo it Noo pos. Ans. ;Grade i No. pos. Ans.. Gr. ;| No. pos Ans. Grade
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: kS TABLE 3
"BREAK-THRCUGH" -~ LSD TOLERANCE
_ 8-Day Schedule ]
%t After 3 Days HyO ¢ After 8 Days LSD After 8 Days LSD
PATIENT | Test Dose 75 W Test Dose 75 Test Dose 1CO
s No. Pos., : Graage . No. Pos. . Grade .| No. Pos, . Grade
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