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Since writing to you last December 6th we have completed a

number of experiments which are described below.

I Bufotenine. No fur ther/ work has been carried out with this

1 substance due to the La-rtg~t~n*Q f effects of doses ranging up to

! 2 mg. orally. tetter received from Dr. Evarts of the National
i

I Institute of Mental Health Indicates that no significant effects
:

,i other than a transient drop in blood pressure occurred after as

; much as I rr.g . £l n tr a venous l y to normal volunteers. The Institute

appears to be Turning i.ts attention tc other substances found

in the cohoba beans and I wifi await with interest any Informa-

tion from this source,. The Institutes have kindly agreed to

s u pp ! y me with coho ba snuff so that wc can ascertain wh ether

there is anything in This bean that induces sufficient mental

change to be of Inheres t.

Chlorpromaz tie as an Antidote t o LSD-25 . -S'e have now completed
seven' expet Imcn t sT rhe first two of these were reported on

September 15, 1954. The remaining experiments are described
in order and are numbered 3 to 7. In general the effects of

ch 1 o r pr oma z 1 n e have not been as good as would haye been antici-
pated from the two original experiments. Although, in general,
there is a trend indicating reduction of the LSD-effects the

only consistently significant change has been In pupillary size.

Expe r imen t 3 . In this experiment the antidotal effects of IOC mg,
ch 1 o-r pr oma z i ne given. 30 minutes before 60 meg. of 1 5D were
studied In 7 patients, including 6 whites a-nd l negro. The
purpose of the experiment- was to study 1 he dose range over which
antidotal effects could be expected. The dose of c h ! o r p r cm a z ! n e

was elevated 25 mg. above that given In Experiment 2, and the

dose of LSD was elevated 20 meg. Observations included knee jerks

pupillary size, systolic blood pressure, and questionnaire. -nli

these measures were obtained hourly for two hours prior to

administration and for eight hours after adrn i n i s t ra t i on of LSD.
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v-h l c rproma r i n e was given orally 30 minutes before the LSD.
Controls Included adnlnis fral ion of a double placebo; placebo
plus LSD; and ch I c rproma z i ne p I us a placebo. Measurements of
knee jerks, pupillary size, and blood pressure were plotted
in the usual way and the area under the curves determined with
a plani meter. The number of positive answer^ on the question
naire was counted over the observation period and the clinical
grade assigned on the basis of the questionnaire plus the
attendant's notes. The results for the placebo and LSD, and
for chlcrprorraz ine p I us LSD were corrected for placebo effects
and the difference between the conditions analyzed by thfce ,f

t
n

test. The results, arc shown in the table. Although all the
results. are in the direction of ch lorpromaz ine reducing the
LSD-effects, the only significant changes were seen in pupitla
size and in the grade of the reaction.

Exper imen t 4 . This experiment was carried out in the same wavusing o white and I negro patient la different group from that
used in Experiment 3). Results are shown in the table. It is
noted that this- was the most successful experiment, significanr
antidotal effects being observed on knee jerks, pupillary size
number of questions, ..aiid nearly significanf results being

*

obtained on blood pressure and clinical grade of response.

E xperiment 5 . This was essen t
:

la I !y ; a repetition of
4, using an entirejy new group of 12’negro patients,
significant effect was on pupillary size. Nearly sig
effects on clinical grade were observed.

Experiment
The only

n i f i c a n t

Experiment 6 . This experiment was designed to test the effects
of ch lorpronaz Ine in reversing the effects of LSD. The 12 necro
pdi ienis received LSD one anc one— half hours prior to receiving
ch ! o r p r oma z I n e . ihe results are shown in the table. The only”

3

s
1 gn i f I ca n t effect .was on pup i 1 I a ry size.

Exoe r imen t

Exper iment
mus cu ! a r I y
dose of LSD
pat i 2n t s )

.

and in the

7* TH f S i«« a • *»:*—.* ? - ,J ...i •«
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6, except that 25 mg., ch I orp roma-z i ne was oiven
one and one-half hours after a large indi vidua
(designed to obtain a grade 2 response in all
There was a significant decrease in pupillary
clinical crade of the reaction.

was
i n t

i ZC
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D i s cjs s ton . As stated above, the* original premising expe r Ine n f

s

on the effects of ch lorpromaz ine in blocking the effects of ISO
have not been borne out" too well by additional experiments.
Although the experiments show an overall trend to reduction in
the L$D-r eac t ion

,
it is doubtful that further work with ch lorpromaz Ir

is Indicated. Part of the difficulty is probably due to the fact
that the response to both LSD and ch ! orpromaz Ine is highly individual
The best experiment would be one in which the dose of both drugs was
I nd i v i dua I i zed

.

CA— 1 0

1

. Another lot of this material was obtained and the effects
compared with those of the original lot. The second lot proved
to be just as potent as the first In inducing typical marihuana-
I ike subjective e ffects

,
p I us a marked degree of postural hypotens Ion

fn doses of I to 2 mg. orally.

In experiments using <5 subjects, the effects of smoking tobacco
cn-which the drug had been dried were studied and compared with
those seen in the same subjects after ora I administration of
the compound. In general it is certain that the drug is effective
when smoked in this way. Larger amounts are required and the
results are more^ e r ra t i c . For example, in 2 patients, definite
subjective and c^ rd io vas cu l a r effects were s.een after smoking
only I mg. of the drug. - In sonte of the other patients, only mild
effects were observed after smoking as much as 4 mg. of t-e drug.
Attempts to improve cons - is fence of the effects by more careful
distribution in drying of the drug on the tobacco are underway.

Combined administration o f LSD a nd CA-

1

01 . These expo r l men t$
are currently in progress. .Patients

;

are rece iv Ina ora I ly -50 meg.
of LSD plus L/2 mg. of CA-ICI. Controls Include a placebo; LSD
alone; and CA-101 alone. Results so far Indicate M) Even Q.5
CA-101 will induce definite mild subjective effects in the majori,,
of subjects; (2) One-half mg. of CA-lCf induces definite cardio-
vascular effects (out not great weakness or fainting) in all the
subjects; 13) LSD does- not block the ca rd iova s cu 1 ar effects of C\-l
( 4 J CA — 101 does not block the subjective effects of
subjective effects of 1/2 mg. CA-10! are so mild that no a
of the eifects of the LSD are. observed when the mixture is

me
( •/

i

o' i

i3i ine
c e n t u a t ion

These experiments will eventually be extended
•of a larger dose of CA-101 with LSD.

give;
to include combinations

Sincerely yo<frT^

ri'a rV
Director of Research

H I : r n



EXPER tWENT 3

.

EFFECTS OF I OC MG. CH l OR P RQViAZ I N£

GIVEN 30 MINUTES BEFORE 60 MCG. LSD-25

MEASURE
PLACE BO

i

4-. LSD DIFFERENCE
T'lGNlF ICaNCE
OF DIFFERENCE

Knee Jerk • 1 .44
l

4 0.03 N.S.

Pup i 1 la r y' S 1 ze 272 •

0.22
f

4 2.50 <0.01
x-

B 1 cod" Pressure

i

4 0,35
!

N.S.

Cues lions 32 2C 12 N.S,

Grads I . I 0.5 0.6
j
<0.05

/•

Figures are means on 7 patients, 6 w-htte and l negro.
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EXPER ! !/£NT

' 0 r»G* Or CHLCRPRCMAZ INE

GIVEN 30 MINUTES BEFORE 60 MCG OF LSD-25

f n, gro .

represent- area under time action'
s 1 ze * blood pressure

3uesf Ions show number of oosM CUrves 13

Clinical grades on U4 ba?°s!
ans«” ‘ n 8 hours.
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EFFECTS OF 25 f/«G. OF CHtORPRCMAZIf'C I.M-

GIVEN i-l/2 HRS. AFTER VARIA8LE DOSE OF LSD-25.

-
:

j

PLACEBO
MEASURE

j

+LSD DIFFERENCE WSM
Knee jerk

j

1.66 1 .90 -0.24 - N.S.

i' Bop 1 1 lary Si ze 2.57 1.35 1.22 2.62 < 0.05

Blood Pressure l .23 0.90 0.33 - N.S .

Gues t i o ns 74 ^ 63
,

'/
"

!

- N.S.

Clinical Grade 1.9 h. 1.4 i 0.5.
1

3.1 1<0.05
1

- I- : <

Figures are averages of observations on 12 negro patients over <5-1/2 hour

period after adml n 1 s t ra t ion of CP.Vi.

Dose of LSD varied between 60 and 150 meg.

*
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