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ATTEMPTED BLOCKING OF THE LSD REACTICN WITH BAS

These experiments were carried out because -1t Is G%EEZ:

known that BAS Is a powerful antl-serotonin and the

‘possiblilty existed tﬁaf the LSD psychosls was due to
an accentuatlion of the effects of serotonin within the
éenfral nérvous system (LSD in low conéenfraftod pofenfiafes
rathef than blocks'fhé»effecfs of serotonin fn smooth muscle
_-prééaraf!onQ); 7 | |

The subjects used were IC of the same 15 Negre male,
former drug addlicts who sefved‘tn the experiments deallng
with the acute effects of BAS. These patients rcceived
the followlng drug combrnﬁflons in 8 randomlzed order
{Latin sq;are): BAS placebo plus LSD placebQ;.BAS plus
LSD placebo; BAS placebc‘plus LSD; and BAS plus LSD.
JDoses of BAS were 150 mg. every six hours for four doses
ttotal dose 600 mg.)s The last dose was gliven two hours
before LSD. LSD was admlnisfgrea orally in doses ranging
between 0.5-1.5 megm./kg. laverage of l.! megm./kg.). The
smaller doses were gtven fo the men who were tested flrst
since the pds#!biltfy-exlsfed that BAS and‘LSDnﬁlghf

synergize.
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Methods . ’The mefhods used Includéd deferm!naflon

of pupillary slze, fhreshold for knee jerk, resfing

7 svsfol!c blood pressure,. response to a mod!ftcafion of

the Abramson=J}arvik quesflonnairc, and evaluafioo>of the
cifn!cil gra&e of thé LSD reaction baéed on short psychlatric
examinations. These methods and the means of sfaftsftégl
analysls employed have beeﬁ prevtous!v}degcribéd In ofherv
reportse | o | | |

The results are shown in the accompanying table. The
onfy imporfanf change noted wa$ stgniflicant blocking of
LSD fnduced elevation in blcca pressure by the BAS. All
éfher aspects of the reactlon. Inc!udidg mental response,
were unaffected. A numBer of patlents withdrew from all

experiments after these tests were completed, prlmafily

. because of long persistence of the unpleasant BAS effects.

Discusslon. The results do not favor the hypothests

that LSD psychosls Is due to potentiation of serotonln
effects within the central nérvous system. They, however,

do not exclude +his possitility s!nce we do hot know whether

the symptoms caused by BAS are due fo perlpheral or fo

X'cenfrq! ac*!ons._a’
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ATTEMPTED BLOCKING OF LSD REACTICN WITH BAS :»’\
el RE DRUG
g ~ BAS PLACEBO + BAas 4 BAS 1 BAS PLACEBO
P . LSD PLACEBO LSD PLACEBU LsSD + LSO

vatsllar Reflex

1 0.13 + 0,14

F 117 4 0017

+ 2,04 4 0.29

} 2,02 1 0.43

‘ \:ﬁi‘u.ptllary Stze - 0.11 40,22 4+ 1.37 4 €.55 + -3.7_9__{ 0.35 | 4 4.54 1 0.28
Lystollic Blood Pressure 4 0.59 + 0.18 + 0.12 4 0.31 } 0,76 1 0,36 | 4 2.48 4 0.4¢
Lo . . | — -
;gj“u.mber of Quest tons 0.7 4+ 0.9 5 4+ 0.3 ‘ 43 412 12 4 13
“linlcal Grade 0+ O 0.3 + 0.3 1.1 4 0.l 1.3 4 0.1
;
o e
h | ~ Dose of LSD = 0.5 - 1.5 mecgi:/kg. (ave.0.95 meg./kg.) |
‘\ Dosage of BAS = 600 mg. in 24 hours given In 4 doses of 150 mg.
Flgures arc.means of observatlons on IC subjects 4 standard errors,
it . )
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" ACUTE EFFECTS OF LARGE DOSES OF 20 IN MAN B |

D-2 Brom-!ysergtc ac!d dle%hylamlde (BOL) dlffers’

from LSD only In the presence of a bromine atom at carbon
No. 2. This material Is a potent anfi-serofon!n in vitro.
Rothlin et al have reported that the doses of BOL 20 times
greafer ihan those of LSD do not induce a psychosis in mane
Since; like LSD, BOL reverses prolongaffon of hexobarbltal
sleeplng-flme by serotonin Ii.musf be presumed that the
drué dees reach the central nervous system. These experi=-
menf; have been Interprefed as not favoring fhe hypothesis
wh lch af%rlbufes the LSD psychoslis fo Inhlb!flon of braln
serctonin by LSD.

1+ occurred to ys that, because of the chemlical
similarity of the two ccmpounds BOL might possibly block
the LSD reactlon. It was first necessary to re=-cvaluate
fhe acute effects of this substance in man.

Subjects used were 15 Negro male addicts who had been

abst!wen. from Opi fes for at least three monthse. All of

these subjects had had considerable experience with the

‘ subjective eFfecfs induced by LSD.

80L was glven orally. Inftial doses were S megma./kg.
of bodyweight, whlch was Inercased in step=-wise fashion,

as the experiments proceeded to almost 90 megm./kg. The

Hhtghesf total dose given was 8 mg.
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Observa+!ons. The followling observaf!ohs were made

two hours before and for one hour after the administration
of BOL: recfa! temperature, resflng pulse rafe, reSplrafory
>rafe, resting systollc and diastolic blood pressures,
fhreshold for ellc!fafion of kneejerk, pupltllary s!ze,
modiflcation of fhe Abramson-Jarvik qQuestionnalre, and &
shorf psychiatric examinatlion. |
Resulfs. Doses of BOL up to 4 mg /70 kg. caused

neifher sub;ecf!ve nor objectlive effecfs. Doses of 4»mg.
or more per 70 kge. of bodyweight Induced mild effects,
which are présenfed In the tables These included small
Increases In systolic blood pfessure, diameter of the pupil,
and In the threshold for kneejerks. The menfal" symptoms -
Alncluded pervousness, naused, chilly sensations, blurred

visfon and, In some patients, colored lrghfs and hallucinafions.
‘Reacflons are described as resembling those of a very small

dose of LSD and were mlilder than the effects of O.S-I.S mcgmea

of LSD In the same subjects {see tablel. It Is estimated
that the effects are no greater in degree than fﬁose_!nduced
by 0.25-C.5 mcgm./kg. of LSD. BOL s, therefore, at least

1100-200 times less potent than LSD. 1t Is, In fact, far

ess potent than lyserglic acid monoethylamide {LAE ).

Discussion. These results conflrm those of Rothlin

and do not favor the hypothesis which attributes ihe LsSD

psychosis to a "deficlency

of serofoqiq;

it




R =

Sz "--—-tf.x:...w e "‘""‘"—a—.—.—- -,..M o m ATk, e e e

. ] . :
N AN - "A\f K .

EFFECTS OF 5-8 NG./70 KG. OF D-2-BRUM=LYSERGIC ACID D IE THYLAMIDE

ASURE L | | o ]
PLACESC sot ! tso 2
tellar Reflex 3 +0.15 4 0.12 10,68 + 0.2 | 2.29 + 0.32 -
sillary Size | -oa6ro00e | 11.54 4 0.33) 4.93 £ 0.36
stollc Blood Pressure }0.6830.2 | +0.9530.3 | 2,691 0.3
=!nber of Cuestions 232 13 1 4.7 oi & 1
, inical Grade | otc 0.6 4 0.15] 2.0 1 0.3

| Average dose of BOL = 6.0 mg./7C kg. = 86 mcg./%g.

"2 0.5 to 1.5 meg. of LSD/kg. lAverage = 1.l meg./kg.}.

3 Figures are means on 15 subjects + standard errors.
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