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1.¢ I’he mter and Dr. Fpl:.kan visited Dr. Isbell at Le\c_ngton on the 211" and 3rd -
of September to observe and discuss project (b)(,g) A good deal of the single . -
dose work has now been done a.nd several interesting developm.nts "xavo occurred,

=<2
2e Th= e:qoerimen* was started by estaoh..um.o the subjects (5) in the test ward
and-allowing them to become used to the personnel, environmen®, etc. for a few
weekss The normzl values for these subjects for a large battery of tesis we
" then determined, The tests include physiological, neurological, rsy _.;O1C"’1C8..L s
and such thingd as clinical ebservation and ”“@, etc. The subjzctz were then ziven
daily doses of ISD and- ‘placebo and the testing continued. The doses siven were
- of the order of 100 garm A1l of the'usual symptoms were reported on the first
dese; hovever, vhen that same dose was repeat,ed cn the next day, no swmrptoms.
“develoved. In the course of further testing it became more evident that a tolerance
was rapidly developed by the subjects. At the present time the 'data indicale thatl
after -2 dose of 1CC garma on a given day, at least 4 days have to elaps= befcre he
will again show symptoms of the drug. We observed one subject who was showing no
symptons on 135 gamrma after having had “O garmma, the previous dzy and then we saw
him the next day after he had been given 130 gamma, The only symptoms he was
showing at this level were slight patellar hv"er eflexia and very slizht mydriasis. .
He indicated in 211 these trials theat, he felt fo drug action vhile on the orig inal
20 garma dose he had reported mf'ense reaction in 21l departments. It weuld seenm

at first glance that this properiy wculd impose a rost sericus limitation.on me/ A

nsefulnass o;. t“-s dru,,.

3. Dr. iikler has so*ten very :Lnueres*'n.nv results fronm photic stimlation while
. running the ZZGs on reacting suthiecis, Eis general conclusion is that LSD poten-
~ tiates the visual illusiods ‘brought on by thls type of stimulation. Cne subject
had clonus ané approached an epileptic séizure under this treatment. He saw
himself veccme flrst lc.rger and then ,.ro;ress"vely sraller vntil ne had to con-
clude that he was cbservinz himself{ in the erbrycnic state. Abt this point 2
“with a shot"u.n entered the picture in a threatening way and the patient was so
close to cmwlsJ.cn that the awperiment had to be terminated.  The subject inter-
oreted the eriscde as an atterpt on his motherfs part to abort while .:he was carryin
him. E:e also felt tn t Dr. Wikler was. s“oclz.:.rg nim with the elecu vdes and thai he
r) could read n’s snbg,onsc’ '}us .n_nd. - Another- %bvacfmo‘:g t y «uAOL.z.

6&

Le The su*pl,[ sitvation with regard to LSD is criticzl. Dr. Isoe 11 is in_contd
with Mr. Irickson at Sandoz and has been premised whatever saceria oecoﬁeﬁ'c.v"'- 'c.ole
but the outlcolr is not gcod. A supzly of LAE has also teen cordered and while there
is very liitle in this ccuntry at the present tire, the cutlecck for wore is very
geode Dr. Isbell plamd to go to high doses of L3D to test reversal of the tcleraqc
_so.the experirent is using much rere m=terial than was or"_::.nal_y indicated. Zven

if Sandcz can supply 21l of the I.;D “hat has been crdered, it probably will not e

rossible to complete the present experiment as or:.gmal"*r plarned, The LAE was
orcered a5 a first atilempt to fill this gap.

5. To sum up the results so far, it has heen found that tolerance de’"elop?s on &t
first dose ¢f L3D and four or five days are reduired to overcome it 2ven with a £
increase .in dose, L3D ol s photic stimulation carriszs thes subjzch b,c’f in t* n
p‘,.a,:”-e Ll m --a19' --' ~-ﬂ\-—-'\—*-wr~ n%e;w--« 2~
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7« Dr. Istell has talked to. Charley Winters of Merks atcut the new ‘all:.ne

. derivatives that were discussed 2t the last rmesting. Ke found that all of .
the good mzbterials had aglready been turned over io b..:n. He felt that there

“wotld be litile profit to us uo try any rnorz of these mater 1&.’!_9, since none

of them shcw zny real pro'n.se. " Uniforzl 2ly, they have suf*n serious side and

af’c.ev- effects that they are quite dangerous to use. He pointed out that S5 FeSE
iR, while z..es*:.ng one of the acetylmethadols in a patient, almost lost,

g t‘ie man and had to make a wild telephone call to Lexdngton o find out what

to do to bring the man out of it. AL e

8. ”He writer r:akes burble apology for the int ermnabl, len th of t.n s rnpor’c..
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