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I am enclosing a table which gives data obtained tn experf

··ments concerned.·-wtth the development of tolerance to LSD-25. 

Eleven subjects completed the=e exp~riments. The first 

5 s u b j e c t s we r ~{ n e g r o ~ s ; t h e I a s t 6 we r e tl h i t e • T 'tfO n e g r o s v b

jects, RE and GO, did not ccm~'lete the experiment because they 
., 

got into trouble with the authorJties. (not coAnected with the 

L s D e X p ·! r i.n e n t s ) • r" e r e : u ( t $ .0 b t a l n e d w i t h t he $ e 2 s u b j e c h~ ' 

for complete~ss sa~e, are shown below the totals and the av~rage$. 

In the .control cxperi~ent, all the subjects were gtv~n water at 

·9 a.~. and at 9 p.m. On the fourth day, they were given 75 meg. 

of LSD-25 at 9 a.m.,' and questl·::>nnatrc~ w-ere filled out houriy 

fvr ~;fl;li hvt_jf~. c;inir-.;oi notes,on benavior were kept. In the 

other experiment, patients rec-eived increasing doses of LSD-25· 
. ~· •. 

CIO, 20 a~d 30 meg.) at 9 a.m. ~id 9 p.m.· for three days, On 

the fourth day, they were aga.Jn tested with 75 meg. of.LSD-25. 

Half of the patients went thiough the water routine ftrst; hdlf 

we~t through the LSD first. 
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Results on t~~ qu~~ttonn~tres"were estimated $Imply by 

counting the number of positive a~swers (those scored postttvz, 

after being scored negative prtor to tngesttng the drug). The 

d~gree of the symptom so recorded was ignored. "CI tntcal grades" 

were assigned by myself on the basis of Interviews during the 

test day and the. day followl~g. Criteria for the grades •ere 

as follo'"s: 

0- Abs~nce of nervousness and ~p~rehenst~~, 

- Nervt..,usness and appreliens ton without distort ion tn 
shape or slze of ~elf, other persons, or t~ani~ate 
objects, 

~{ 

2- Nervousness a.nd appr-.e-henston, plus disfortTons in own 
body im.age, o,.ther persons, or inanimate objects, but 
without halluc.inat ions .and with retention of ins lght, 

/ 

. " . :. I' '' 
3 - N' r \'O us ness , · a p pre hens ton , d 1 s t or t ions and e I c: men t a r y · 

h a t l u c i n a I' tons • T rue ·n J I I u c i n a t ions may be p r c sen t, 
but/insight apparently retained, 

4- Same as· Grade 3, but true hallucinations present and 
insight lost. Grade 4 is apparently quite rare tn my 
experience. 

Tabulated data .:how that these pattznts gdve an average of 

98 positive responses after three days on water and only 22 after 

three days on LSD-25~ In terms of cltn1cal grade, the averages 
. '· 

were J .95 after three days of wat·c:r, and 0.6 after rhr'e ddys 

of LSD-25. 
,-, . 
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Interpret indicating a very si.gntficant oeg(ee 

of tolerance after three days en these smal I amounts of lSD-25. 

Tolerance, however, was not complete tn 5 of the patients. Two 

of the patients, FO and GR, had v~ry little response to the 75-mcg. 

do s e , _ e v e n a f t e r t h r e e d •J y s o f w a t e r , s o t b e p r e s e n c e o r a b s e n c c 
-· _'( ;·"·>:..:..,. :,..:-:..~ '/';:..L.----

1 ·db ~ I d no t b e de t e r m i n e d • 
.:;..:- ... :~ 

I hope to confirm these results, using pupillary, blood 

pressures and reflex responses, In another expertment which will 

begin as soon as f.he dose-effect .experiment which ts currently 

underway ts completed. 

I am curren~ly carry.tng out another tolerance expert~ent 
--',-

in rtl'd.ch patients ~ill r,ecetve one dose of lSD-2·5 daily during 

an 8-day period In amounts increas:tng from 20 to 75 meg. 
/ 

believe tid$ particuiar schedule· wi II result tn complete, rather 

t h a n p a. r t i a I J 0'1 e r a n c e • I f . t h t s- i s t ru-e , we w t I I t h en · be i n 

position to attempt to determine how much the dose must be elevated 

to break through this degree of tolerance. 
-

am sending .=t cop';" of th: t.-.t.:~ <Hld letter to Mr. Kornets~y, 

whom am expect in g to a r r tv e in lex i ng ton about Md r ch IS t h , 

have just rec~tved your letter of March 5th concerning 

OOL-148;- and three vla'ls have arrived in t·ne mail. This wil.l not 

permit more thdn a very preliminary evaluation, but 

you the results as soon as possible. 

HI: rn 
Enclosure 

Yours very s lr.c.zre ly, 

Harris Isbell, •'"'.D. 
Director of Research 
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A f t c r· 3 d a y s 
H2_~ at 0900 a-nd 2100 II 

No. Pos1tive 
Answers 

.. 18 

251 

5 

32 

I 0 I 

120 .. 

41 
I 

I 
215 

~~ I 
167 

i 97 l 

34 , I 

I ,08 1,.. 

98 

I 
! . i 

43 . I 

'} 

-
C I i o i c~ I I j 
Grade . I 

1/2 
Jl 

"' I! 
3 I! 
0 I 

2 11 

3 

t L. 

li 
I 

I. 

'' ! ~ 

... 

2 ( -l/2 

1.95 

' : t ; I 
- . I ·.; 

2 i 
i 

After 3-days LSD-25 (10 ~0 
1 I 

30 meg. at 0900 and 2100) 

I No • Positive Clt:dcal 
Ans v1e rs Grade 

7 1/2 

89 I I 

I 0 
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