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!3 January 1956

Dr* B* C. Pogge
Director of Medical Research
The Wm, S« Merrell Company
Cincinnati 15, Ohio /

Dear Dy. Pogge?

We have completed the effort to reverse the LSD reaction withrrenque
, except for checking the statistical constants, I amenclosing tables which show the results*

The methods used^were the same as those described In the reoorton the blocking^ experiment, with one exception - the kneejerk. *
n
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surcd by. determining the angle throuch which acalibrated hammer must fall In order to elicit ^detectable

kneejerk. Pupils were measured by comparing their diameter with
dark room under conditions of
was determined by the auscultatory
bed. The mental effects of LSD
of our version of the Abramson-

hours before and eight hours after
a short psychiatric examination

those of circles on a card In--a
constant light* Blood' pressure
method after 10 minutes rest In
were assessed by admi n I s t ra t ion
Jarvik questionnaire for two
administration of LSD and by

I 5r ?
*** paid to anxiety, spP rehen 3 ion

,

perceptua! dfstort ion, ha I I uc 1 na t tofts,... and Insight was dor.

«

Frenque|
3nd * $ ° * few minutes after admin i s tra t ion of

i n

You will recall that in this system Grade l consisted ofness, anxiety and epprehens ten only. Grade 2
anxiety, apprehens ion, and
aporehens ion

,

ne r vous —

fu i I ft * i yfc r

distort ion
v^raoe a, same

„ nervous ness
visual distortion. Grade 3, anxiety,

and ha il uc i na Mors with m ?
as Grade 3, but with insight lost

These, observations were all carried cut for two hours befored
-
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er t-SD.* Th£ measurable of ‘'nonmen ta i *ff*~* 5ot are evaluated by plotMng the data on crop h oaoer andmeasuring the area under the time-action curve with' a ' oiar, Ime Mr *positive answers on ques t ionna 1 re were counted hourly and totaled
f
° r . entire -ay.

^

Questions which were scored positively priorto LSD were eliminated. Clinical grades were evaluated hourlyand tor . r.e total cay accord Inc rc the system described above.
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The
?* an dos « 2 - 4 ralcrograms perkilogram. The dose for each Individual was set by preliminary
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and var, * d fa * twccn 1.5 to 3 mcg/kg. The object of
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obfaIa Grade 3 reaction In every subjectTwo of the patients, however, did not have a Grade 3 reacfim
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LSD P ,4c « b° was tap water. Frenkel
IfW^LSD Ind In *?* 60 m 9* *>«!ng g-lvcn at two hour safter LSD and 40 mg additional given thre hours after LSD.
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T
haf d rug. was being studied or what the

oatllnt h
experiment was. v

*'e carefully avoided asklnc any
?
a |** a * h

*f" saf *pns compared with those prior to the
Y

Intravcnou» Inject Ion, or how they compared wfffi fhe sensationsdurl.g other .jibe p.tl«.t, nud« S oon?oneou 5 cogent,about changes and these. were recorded.

Combinations used were LSD placebo plus Frenquel placebo* LSDplacebo plus Frenquel ; LSD plus Frenquel placebo: and LSD 0 *i usFrenquel. All tests -were double-bl Ind ar.d the code was notbroken until all data had been tabulated and analysed.

f
h^WR *Hached tables. The table on the

Bellltll* fk
Fr * n?”* I" Changing the Total Course of the LSDeactlon shows tne analysis according to our usual system ItIs readily apparent that there Is no difference between the LSDfr«nqu«l placebo and LSO plus Frenquel columns. Another*'
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* lth respcc * *o questions and clinicalgr de hour-by-hour , Again, no difference Is apparsn-t.

The spontaneous comments by the patients were of some interest.
J* I®

po
I*f

d
f

a
]
evlaf ,ofl of anxiety, nervousness, etc afterHe firs, injection of Frenquel placebo; i reported his anxiety-/as worse; and 4 mads no comment, four patients reported

V

a!tev»a,ion of anxiety and nervousness after Freno ue i
* 2

and'wor^ning!
ade "° Comi9nt '

{on * ported both Impr^e.ent
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Individual analysis of the records from a qualitative point

of view hour-by-hour also showed -no difference* Ha 1 1 uc 1 na t Ion s

and perceptual distortion continued to be present after the

frenqucl and declined at the usual rate* This point Is best

exemplified by case report on the patient whom Op. Allln saw

during his visit here.
LSD

December 9, 1955. I50mcgm/U*5 meg/kg) at 8 a.m. At 9 o f clock ,

nervous ,
confused, nauseated, body Is expanding and contracting,

hands and feet look big, eyes are blurred, objects are changing
size and shape, skin melts off hands leaving only bones.. Insects

are crawling under his skin, colors on wall running together
like melted wax and forming pictures of people and ghosts.

Pictures are horrible but not disturbing, because he knows they

are due to LSD. 10 o^lock axa x. nervous and apprehens i ve

,

confused, feels as if in a nightmare, has been floating in the

air, people and objects are changing size, shape and color.
He can see blcjpd vessels under the skin, things are crawling
under the skin* head Is. dried up and shrunken, and pictures on

the walls are parts of people, animals, devils, <rnd so on.

Insight maintained. At 10 a.m. received 60 mg. Frenquci Intra-
venously. After Injection, patient reported to t'h-e Aide that

all LSD effects had disappeared. Dr.\ Ail in and! Immediately

went to see about this and on. detailed questioning found the

patient still had marked visual distortion, hallucinations of

the type described above, but still maintained Insight. At J_l a.m.

patient received 40 mg. Frenquel Intravenously. He reported
nervousness was less, but still was obviously confused, visual

distortions In size shape and color were still present, flesh

still mz 1 1 ad off hands and he could see blood vessels and bones,

l looked very small, very small, and very horrible. Insight

was still present. -

Twelve to 4 o.ro. symptoms gradus i Iy decreased* At 4 p-.m. was

still seeing colored llght3 which, however, formed no definite
pictures, continued tense and strange until 2 a.m., after which

he went to s I zep*

December 30. 1 935. At $ a.m,. patient given 150 megrr LSD

Cl. 5 roca/kg). At 9 a.m. nervousness, walls are seen through

a fog, many lights and colors seen with eyes closed, feet and

hands seem to melt, look old and skinny, felt stranee, confused

and lost. At 10 a.m. still confused, feels strange and lost,

orientation i s ma in-ra lned, very nervous, people and objects
are changing slze r shape and color. His hands and- my hands

-^"3/s
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decay and turn Into animat claws, walls are covered with

pictures resembling melted wax, pictures are of ghosts, pretty

women and so on, his body has disappeared from the chest down.

10 a *m. , given rr-?nquel olacebo* After this, reported he was

much more relaxedand LSD effects were less. He was obviously

still confused and on looking at the walls still saw the

pictures, hands, still decay, stomach Is gone, effects are due

to LSD. II a.m. Frenquel placebo was repeated. Pictures

ttllt on wall, sees lights and colors with eyes closed, people

and objects are very distorted. Ins Ight ma inta Ined. 12 M to

—

4 o.m. Effects, which persisted throughout this time, gradually

became weaker. At 4 e.m., still saw lights with eyes closed,

and nervousness and ha l luc Ina t Ions continued until about 2 a.m.

would be pleased to have your, reaction to this. I can

conclude only that, tn the doses used, Frenquel had no significant

effect on the LSD reactions

I believe that 'V have told you Reserploe makes the LSD reaction

worse, rather than amc l Iora4 I n'6 if.. This means that the effects

of a drug on the LSD reaction cannot be used to predict Its

possible clinical usefulness as a quieting agent In the 'natural

psychoses. Cur experiments, therefore", have no bearing on tne

potentialities cf Frenquel in these conditions.

t was very Interested in HcmwtcK*® report of Its use In

schizophrenics. If this Is confirmed, there can be no doubt

that Frenquel would be a very useful agent because of Its

extremely low toxicity.

With kindest personal regards.

Sincerely yo.urs.

Karris Isbell, M.O.'

Dl rector
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CLINICAL

GRADE

POSITIVE

AN5VTERS

IN CHANGMG LSD KEACT IGN HOUB-BY-HCU*

LSD i Frcoqucl
P f ace bo

LSD -L Frenquel

Figures are,means or H pa Men rs* S.fean dose of LSD 2*4 nco/Lo. Dose
m _ , . rhree hours

of FrenqueJ oO me * l.v, 2 hours and 40 mg* l*v,/afher LSD*




