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- L&RGACTIL -

AR EUITMICAY CLIFIGMT OBSTPVATIONS

ﬁl‘“‘s ﬁm ﬁ%ﬁ

Iy Epril 1952 a report, by two anessthesists

n aod A. ‘%Mg@@ﬁ il?aﬂ 62} af the Deparimg

Aomesthosie, VWotal-Teu Hospital Gushec, pressnted a new drug

largectil (Chlerprevesine) which was employed in Rnsesthesia

to {1} stabilise the neuro-vegstetive system, {2) reduce surgieal
tress, (3) ereate a state of indifference in the patient, (L)

decrease the guantity of sngesthesin and sedatives normally
required, {5} abolish posd-aperative nauses and vomiting.

hemically, Largectil is a derivitive of
Phencthiazine -

aed is clesely reloted 60 Diparecl and Parsitan (anti-parkinsonien
agents) and Fhenergen [antihistirinic a.ent with central end awbonomie
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nervous depressant aotivity).

It is described by Ponlene (3) as folloms:
"largaeti] possesses multiple pharmac elogical propertiss wifich
privcifelly derive fronm its 'neureplegic! actionm on the automamic
and central nervous system, it is vepdlytic and sympathieolytic, it
potentistes the activity of a mmber of centrally scting drugs®,

A prelimimary inwestigation with this drog, one
in wiizh %.de writer was prraitted %o partieipite, on medical and
Futiical cases provided sowe very intereeting resnlta, OF partieuisy

decation of 1%s weuroplegic aetian.

It i known thet = high gpirgl bleck wp te T.1
without a pressor drog a Gomplete blockade of the sympathetic systen
“%3;-

often of great surgitcal value, In miver to asghieve thds state, howaver,
the patignt nwet be selsep prier fo addeietrstion and kept aslesp

ugbout. Wben ihe patiend is aslesp esntred defemses do not oceur
Jwhieh wo ld bend to raise the Wloed pressurt . Cortex swepe
anaestheties are generally employed to kesp the patisnt asleep, When
11 (50 mg) was used instead of the wenal cortex snrpressents tho

same olfechs were noted, nanely, the sentral defenses uwerg elfsctively

eounterncied. From proviens chservations it ie known that la reactil ¢
primarily afieet the corisy because the pstient muder its inflvenges

does vt astwally sleep.
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Largeetil blocks at a higher level than either hexemethoniun salts
thesiza.

ngl, anassthesia but not et the lewl of the cortical anzes
1 effects some initermediary

Tris would lead one to belisve thei largacti
level. The resulis so far cbeserved has led thie vriler %0 postulste

that Largactil must sot in the dlenciphalon inhibiting the "vege
oenber®, which aceording ts Cobbs {h) integrates the avbenomic

1f Targectil is given First and a p

dded, Tittles eppears to hareen, Oertainly presser drugs do not
effects seen vhen used 1o counteract a spinal bleck or

thenium s2lt. We have tried this a nwher

g bleeck resuliing from a hexang

af times and cowld not cunvice ourselves that it took efiset. However,
it show that adresaline, por-adremaline and possibly

methedrine raise the blood pressure. 8light peripheral vesceonsiriclion
with a rise of blood W@S%'um ccours with pituitrin or erpotrate in
piedl point of view thers does

Bot do we npeed an

im which vegetative funmctions are not disturbed

ismli, we 4o net! This wovlé also be the explanation fer

the gympathetic function is designe
s, [Cobb) (L]}

d "o st as a whole as an emergency

X
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£liniea} irgpressions would appear o be in favour

. af this view. Af%er using this dtug for & months we came to the
eonclusion that lergecetil is guite safe withoul an antidote as we
have hed po difficwlties with 1% and it has besn Lifesaving
To ke safe with this drug one main thing to

cemembered is the fact that a fall of blood pressure might ocour by

in & mber

ased vesodilatation. The detribvtion
mainly by grevity. Showld thers be

what appears to be centrally ow
of blled therefore is determined
raised. As long as the patient lies flat or is in = slight Trendelenburg

position the vital senters have enocugh bleod, no cerelyul snoxemis
enswe and he iz safe., We have encowntered no resl problem relative to

hostatic effect after o day or Ywo ¢f contimmous treetment, probably

& tew lavel of homeostasis,

vetil forther is said to heve sedabive
erties and to petéentiate sedstives and analgesics. Its own sedative
wsually patients do not sleep with i% but
they reft comfortably, are disinterested and indifferent, Pain does not
matter any longer although it still is present, as a patient with a
ary throsbosis most conwineingly stated, e

second snd very severe 4orw:

| potentiates other drigs in this mamer. If one

ready resting 1t only needs Little sedative
correct that there is o wakefnlness center in the hypotha

Largsotil supresses the diene

phalen, these findings can be understood.



the deng's sction in a multituds of conditions and when we received some

' of the French lifersture oo Lartactil it peinted in the same Hrection.

and encephalitis, Sorel

are the result of s defensive over-reaction of the dim

They madntdin alse thet largectil anesthetises thess
mbers, therefore gaining just enough tims to eatoh up with dehydra
and electrolyte irbealance and o combet infection. They are certain

that they were able to save a mwwber of children in whom they otherwiss

would mot have had the time %o reverse the provess of defensive overreact
Nature's defense mechanisms are built for

good meny cases bresking the defense, m ight give the

necessary time 10 eatoh wp with the cavse,

ree in prineiple
Sigrand apd Bewbtfsr (6) who coined the term paychaplegic. They

also balieve thet largsctil acts on the diencephalon interrepting

fungtioms and those of the ¢owbex. They are of the opinien that it is

The wnusnal pharmecological préperties of this
drug when used as a adjuvant %c snaetbesia and other affects dhserved
tlzation as well as evidence
provided in the literature by others experimenting with the ¢linical
unse of Largactil
& recent arﬁiﬁzﬂ by Lehmemn end Hanrehan,

during the course of fthis prelimingry inves

irmediately sugyests its possibly




& the effects of this drop would b
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vecane gelet and coomp
Her delhuglonal self secusstions were 1o

erative, She ate and drenk readily

Longer so predominent althouph elesrly present. fLuite a normgl conversation

eonld be mainteined as long as it stayed in the pest or concermed the
rther. We then gave HCT which we bhelieve remained the treatment of

ifter the firet trsotment the petient was very tense and amxious,

ing about pressure in her head snd believing, that this treatment

would do har more harm than fFood.

After the second (T the patient received 50 mg,
Targeetil f.ai. with the resvlt thai she cosed off for the rest of the

sfternocn . The next morniny she coold rems
other building. She was calm and Felt wary well, The same sffect
mbsagnent treatrents veing only 25 mg. i.n. To

%c-tmfgimm vyesif T gave the Fifth TOT without Lergectil when the patient
whens] was less afraid of her egain becoming
able thet aliernnorn snd

was much Improved .

tensae. {n this cacesion the patient falt mizer
the next duy, and complained lewdly dhowt thet one terrible treato=t.

agresd that she liked ECT batber with A needls afterwards since

I beliave thet this patient bod a smoothsr end more
pleasant course with much less eomplaint than uasal, and amxdiety regarding
Laepaetil is the emly drug we have
loes avay with post BCT eomplaint,

treatment was g

7 diminshed,
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dmotber female, with agitated depresgion needed

per o8 gre L,

150 mg, Largactil i.m. deily combined with sodium amytal
) tedods and gre 111 h.s. to prevest her from ploking her skin whish showed

bleeding and partially scarrved lesions. Within 3 days of this treetment
Largactil erally with the same amount ¢f barbilurates

her skin had heslad.
did not prevent her frew pieking ber skin, and not bafers she had ber Jrd
ds did she more or leds abanflon thig habid.
ally is far

We have found in other cases as well that larpactll parenter
mperior to oral adeinistration,

ghortly after dhe gove Blrth 4o an I1esgd timats ¢hild. She had delusions

of having given birth to " dog, heard references 1o herself on the rudio.

insgt har, and was #lagnosed 45 & parancid

hongh, the government *mé £
After she had heen L weeks In the hospital she becans
ed when she saw ber ebrild snd after she had heen told

that her mother had @sddenly disd. She was seclwded apd refossd mourishmerd,

She had been
and needed 2 HM's & day. Ope Sunday at 2 p.m. we gave ber 50 wg, Targactil
i.m. with astonishing resalis. It bock her sboul one howr to guieten down,

eceiving 20T which did not montrol the sxeitewent st sll

ghe rested the afternoon and =t 6:30 pant, the ward cglled me to repord
that the patient was well orieoted, had gone to the bathroom, got dressed

anee, that she had eaten and drank and seemed
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2 BCT on the following days, but agajn hecame disturbed and velapsed to

her previous state and was again seeluded. Bhe was then plaeed on a

three day scheduls with 29 mg, ted by

sodiom emytal gr, 111 B.s. After this she had a lvcid internal, wrote home
, Bhat she bad suddenly swmkened in a memtal institution. She was sager for

largagtil fJm., t.i.d, supplem

igns of & mental illness. We then
1 per os which did not hold her and within 3 days she was
nded but at least did mot siop ssbing. At $his point ECT was
vased and the patient received 2 freatments for ? days and 3 more
doring the follms After this we could take ber out of seclusion
but she was confused, oompletely disoriented, believed she was at &

Three days of La t abont snother eleay
gtate. Ohe wrote a wery sensible letier, denied her previcus delusions,

sed Ner hallneinsticos as untrue and dismissed them, was mieely

] ?Eg’@, lerm, tuied, hrouh

dressed and concerned sbwout her future, Me could meintain her on Iarpactil

& number of chironie anxisty states, one with an

gewte orisls in wiieh she had vuised her blood pressure well above the

scale of the sphygeomancneter, could be put en maintenance doses”
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of 4 teblets a day, {100 =g, )}, after they had been trested parenterally
for some days with daily doses of up tio 150 mg.

In some ecases thet sovld not be helped by rovtine

masures, we placed the petient on & mainteperece dosg of Largaetil
latter gromp incdluded peychusis assoelated with arlerisseleroeis.

e if & woman over B0 with marked srierioselerosis
who had an 18 month history of eardise fibrillation and an embolus high
up in her femoral artery. rbed patient aged 76 with
artericsolsrosis asd & Bl year old depressed petient wers ssteblished on
b tablets daily, and 414 well, This has lesd vs to believe that
rative safetsr.

parience gove no Irdication of toxicity.

There was one case of iptolersnce cbserved. The patient became

fithery
mier troatment. No slasioldss me deug eddicis were trated and 1% mmet

be
and shonld pot be used in sthylie or barbituric coma, However, it showld
be a valusble drng for use in withdra largaetil should alse
be used eantiously inm those patients suspeoted liver damage (7). There

bered that Lergectil potentietes ethyl aloohol and barbiturates

ie usually & fall in Blood pressure under parenferal administrstion and
the patient should be suping for at least one half howr after an 1.u.
injection. This effect is more appar-nt at the stert of treatment, amd

is wsudlly sccomodated By the seeond or third day.



S pecons
Jor studies to date have led to the following

temtative conclosionss

1. Largactil actz as a wegetatd

ilizer apparently by inhibiting the

neephalen and thus the central pathways for which the disneephaleon is

“ what has been deseribed as =z

& relay station and thereby ereat

payshoplegie" action, i.e., reduction in gnxiety witlle conscicusness

remains clear thereby facilitating psychotherapentic contact.
2+ It is safe as long as the following possibilities are remerbered:

thostatic £411 in Ylood pressure
{b) Liver disfunction on high and prolonged dosage
{c} Potentializing effect on barbiturgte and aleehol
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