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Tolerance to the admi-_tration of lysergjc acid diethylamide (LSD-25) has
llmen reported by Isbell et _. (1955) in which eleven patients showed a rapid
4_/nution of LSD effects after approximately seven days. A pyretogenic

._aect ofLSD inrabbitshas beenreportedby Horitaand Dille(1954)inwhich

....the possibilityissuggestedthatthispyretogeniceffectinrabbitsmay parallel
the mentaleffectsofLSD-25 inhumans.

This paperreportsthe developmentoftoleranceto thepyretogeniceffectof

LSD inrabbitsafterdailyadministrationofthedrug and thedurationofthis

_rance afterstoppageoftheadministration.

PROC_DUnE.Rabbitswereusedintheseexperiments.TheLSD-25wassuppliedinsolu-
inampul_containingI00microgramsperml.A doseof50microgramsperkgm.was

_[ministeredbymarginalearvein.Thesolutionwasundilutedfortheinjection.
Temperaturesweremeasuredrectallywitha clinicalthermometer.Alltemperature

measurementsweremadeby oneexperimenterandcarewastakentokeepallprocedures
lJunilormaspossible.Temperaturereadingsweretakeneveryhalfhouroveraperiodof

,eighthoursafteradministrationoftheLSD.

RF.SUL'rS.Pr_ucturn of Tol_aar_.The resultsobtainedfrom ten rabbits

admlniAtered50 microgramsperkg_n.dailyforfivedays areshown in figure1.
The mean maximum risewas from39.6°C.to41.8°C.Two controlrabbitsthat

had receivedan equivalentvolumeofphysiologicalsalineshowedlittlevariation

in temperature maintaini,g a body temperature of approximately 39.6 during
the period of the experiment. On the fourth and fifth days the rise in temperature
after administration of the standard dose of LSD was approximately 0.8°C. Since

_,_ere was little change between the fourth and fifth day it was assumed that the
tolerance had developed to its full degree on the fourth day.

Duration of Tolerance. Using the ten rabbits now tolerant to the pyretogenic
_[ect of LSD, the following program was carried out in order to obtain the dura-
tion of tolerance. A test dose of 50 micrograms/kgm, was administered to one of
_mch of the rabbits of the group of ten, allowing one additional day interval to

for each rabbit. The_e results are summarized in figure 2. As the days
am allowed to lapse without administration of LSD the pyretogenic response to

,the test dose of 50 micrograms per kgm. gradually returns. At the end of the ninth
4ay it has practically reached the mean response and is within the range of
m_ponse seeninthefirstday curveoffigureI.

Dmc_sso_ Am) S_Y. Toleranceto the pymtogenic effect of I_D is
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FIG. l. The development of tolerance to tile pyreiogenic effects of LSD-25 when 50 micro-

grams are administered daily for five days. The heavy line is the arithmetic mean of the

responses of ten rabbits. The upper and lower lines are the range of responses.
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Fzc 2 The recovery from tolerance to the pyretogenic effects of LSD-25. Each curve
represents the responseof a rabbit to a test dose of 50microgramsperkgm. after an interval
in successive rabbit_of from I to 9 days abstinence.

produced by daily adminiRtration of 50 micrograms per kgm. for a period of
four to five days. Complete abolition of the effect is not secured in this time but
the response is so much reduced from the original that tolerance may certainly
be said to exist. Once established the tolerance persists for at least nine days. The
parallelism between the pyretogenic effect in rabbits and the tolerance to the

psychic effect of I_D reported by Isbell et a/. (1955) in humans suggests the
possibility that the pyretogenic effect of agents of this type might give ueefu]
preliminary information as to the possibility of psychic effects in human R.
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(GewbTmung an die fiebererzeugende Wirkung von ISD).

Bei Kaninchen bewirkte t_gliche Verabfolgung w_hhrend 4- 5 Ta-

gen von 50_kg ISD Gewbl_nung an d essen pyretogene Wirkung. Die
Toleranz hielt mlndestens 9 Tage an.

(Accoutumance _ l'effet pyr_tog_ne du ISD).

Chez le lapin, l'administration quotidienne de 50_/kg de ISD
pendant 4 _ 5 jours prevoque une accoutumance _ l'effet pyr6-

tog_ne du LSD. Une foi_ provoqu_e, cette accoutumance persiste

pendant au moins 9 jours
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