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nrrR0DUCTI0N 

This paper will review the anti-ametic affects of 

chlorpron-ia zina and its affect on intr'.:l. eta. ble p=:1.1n and 

intra eta. ble singultus. Also, this p'),per will contain 

reviews of five p-a tiants from University of Nebraska. 

Hospital and t·wo from pr1v3.te practice who ware observed 

by the author. 

CHEiHSTRY 

Chlorpro:r.iazina is an a.lkylamine deriV9-tiva of 

phanothia zine hydrochloride origi@ll.1 synthesized by K. 

P. Charpentier, working at the res83-rch laboratories of 

Rhona-Poulenc-Spacia, Vitry-Sur-Seine in December 

of 1950. Its synthesis resulted from a systeIJl:l.tic 

se:lrch for a phenothiazine deri�tiva which would have 

an increased. central depressant effect over prometh1a.

zine (1). 

ChlorproI@.zina is known by several names in d1f- . 

ferent corners of the globe: (2 and 3) 

I.arga.ctil 
Ma�phen 
A.mphactil 
Hibernal 
Thor1 zina 

ca�da 
Garmany 
Argentina 
Sweden United 
States 

Th.a molecular weight is 335.320 and its melting 

point is 179 to 180 degrees C. 

1 
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ll'4.?iwe !1� &. p!l of 9,. The �:r,--whi t$ pt1wcla11 is photo,
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sa,� 3.nd t11Jii>tba.�1na llydroQb.1Wlda (Dl�r· 1fh1:Qh.
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phenoth1a 
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a.nd :Fr:enoh). J:t i& a.va.1�ble '-:n. 10 an.a 25 mair 'tcl.bl�ts, 

in 50 mg. (2 eo} ttm:po\das fr:it' 1uJ&ntioft,t a:na. in. ar.t"'l'JP 

Leh�n e'b a.1. (4.L 1UJ3.ng tha 1tll�t.i0ll p:tib11shsd 

·1'3 m,;one-Pow.an-o-S11>��1a. aim S • I irJ-� ia. 'bo� tOl"i�a ., fUPther

01ta 't.h• ];)ha.ttl'mlef.:lloale propert.i&s cf th.is subs�e� .. 

PHARMACOLOGY IN ANIMALS
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.\. sroup of doss, gi van 20 mg. per kilo6rJ.n: dC::.ily 

for a month, show.ad little or no ::1ortality. 0hlorpro 

oo..zina produced =1. type of depression in the J.ni:n.),ls 

which incres. sed T,ri th the dose; no hypnosis W='-s observed. 

The drug h3. s o.. pro�ouncad antiemetic c.'... ction dacre:1 

sins the vor.:!i tin;:; fr 3quenc�· in doss follo--;·1in5 

J.dministr:J.tion of '.1po::1orphine h:rdrochloride by 40 to 

lOO;L It reverses the vJ. so:;ressor ?.,::ti vi ty of sm-111 

dones of epinephrine in c:.'.. ts. It possesses a. mild 

�drenercic blockins o..ctivity. ��lorprom3.zine does not 

oodify the hyperglycemi� produced by epinephrine. It 

inhibits the secretion of 63.stric juice �nd reduces the 

incidence of gastric ulcers in r:J.ts which have had 

115ature of the pylorus performed. 

I\ hypothernic effect is observed in r'.1ts which show 

a body temperJ. ture drop of 1 to 6 de::rees -:: • after 

receivins chlorproms.zine • 

. \ ;noder:1 te antihis t1r:11nic :.1cti vi ty is shovm. A 

marked potenti'.l.tins effect is obsarved ·when chlorprom9.

zine is given in combination •with ethyl alcohol, 5ener!:tl 

anesthetics, an'.3.lgesics, :J.nd b'.1rbi tur?.tes. 

Blood levels ::i.nd elimins.t1on of the dru6 were 

studied in experinentG-tion with rabbits and reported 

by the Poulenc 1:1 bor'J. to.ries. 



After an oral dose of per 1:ilo5rc..:,:, the blood 

concentr1t1on rose to its p��k level of 8 �3. per liter 

in three hours. The tot::.l qu::.nti ty of c1�lorprom--J. zine 

excreted b; the kidneys in 3 d'-'-ys represented only 7 

to 8}s of the int:.1.l:e, \-Thi ch sus,sests the. t tha :n'7.. j or 

pro::,ortion of the d.rU,8 is met:: boliz_� in the orgi,i�ism 

prior to rO:', chine; the kidneys. 

D •• \nton-StaJhsns-Decambar 13, 1933-(5), writing on 

the una of chlorproms. zina in mental p"J. tients, quotas 

Gourvoisier' s a::,.__-p orir:1entc:1.1 work which vr,. s done mostly 

with :i.nim'.lls. He di vid2s its ph1.rmcJ.colo,3ic properties 

into two c:!, tagories--n,11:1ely, hormone 2..nt:1. :;onisn '.lnd 

cantrJ.l nervous systen inhibition. 

\s a horr.1one e.nt::.gonist it w:i.s found that chlor 

pro-;riJ.zina nautralizad th9 effects of J.drenD,lin J.nd nor 

'1dren:J. lin 1.nd protected a�1m:1.1s from otherwise leth:J.l 

doses of adren:J.lin. HowGver, it did not altar the 

tr:::.nsient hypar3lyce:n1a due to adrenalin. 1lso, it vr.1.s 

found that chlorproma zine 3. cted lilrn other adrenergic 

blockin6 '.15ents such 8.s Diban:1.mine :ind protected '1niffi:l.ls 

l'l ter subj acted to haoorrhagic or trJ.l.J.IIP.tic shock. 

:\nti-acetylcholina c1ctivity \..P.S demonstrated but lass 

marked th�n �nti-�drener3ic activity. 

4 



· C::}1lorprorrf.1.zine ;_f.� s found to exert nini;n:..i.l '::.nti

histaninlc ::.ctivity cm:rp:-:.red to its pror.1ethi3.zlna 

hydroch7_oride cousin. 

 Central n9rvous system in,.½ibi tion, ,. s !"'3Vie�.-rnd by 

:J • .\nton-Staphans, manif asted· its elf '..:.!. s a centr::.l 

de)ressaat ,.-,ri th met? .. bolic s. cti vi ty reduction in do0s 

and mice. Also, it e::ercised Ll.n obliterativ-e effect upon 

conditioned reflex p:i.tt�rns :::.s vP,s der::onstr:i.ted by--"rJ.ts 

conditioned to climbing 3. rope on the ringing of :i. bell 

lo sin; the responsa follm·rin5 ?.drninistr: J.tion. of 

chlorpromJ. zine in spite of retaining full muscular power 

::i.nd co-ordination" D-s obsarvad 3.rtd recorded by 

D. ,\nton-St.ephens.

Ghlorprom1zina ant:15onized the stimul3.nt effects 

of caffeine n.nd amphet,.'.1.mine, -J.nd raduced the convulsive 

effects of nikethamide u.nd nicotine, but exartad 11 ttle 

action on strychnine convulsions. A.lso, it ::i.pp�red 

to exert a soporific ·effect of 1 ts own, and 1 t is claimed 

that 1 t renders the higher centers of the centrJ.1 nervous 

system more susceptible to other cerebr'.11 depressants • .  

The antiemetic effect of chlorprom�zlna is prob9-bly 

the most important fe1ture of its ph1rm1cologic activi

ty. 

5 



I1ha site of its :q1tiemetic off act 1.r� s explored tnd 

Borison, J..n.d 8-oodm:i.n (6). They lJerforrr:od 

comp'_;.rinc; chlorprorr.azine to Phensrzp.fp} in prevention of 

emesis induced bJ :J..po:-.1or:;_Jl:ina :111d oth3r subst=�nces. 

J:'nes G investic;ators used S mon;rsl 12 kilogr ,:,;s) 3.nd 25 

normal c·:l.ts in uhich for control pur- )osas threshold e□etic 

doses uere deterT:ined J.n.d 

ad;nininterad to the ':'.nir.::3.ls soon 3.fter fe3din;. Chlor 

pror.-ro, zina vza s C1lwo.ys Given 3C to 60 Dinutas before tho 

emetic :igent in their ez:periments. 

In prel1min3.ry observ�tions they found th:.1t sub 

cut::111e ous dosas of chlorpron}9.zine of 1.5 m;. pal" kg. 

caused no discernible toxicity; the same dose intr:.1- 

venou·s 1y sP-ve· rise to moders..te depression ·ind s.t:1.xi'l for 

6 to 12 hours. A dose of 3 ms. par kg. c�usad depression 

EJ..nd at;J.xia 1:1stins for �4 to 48 hours. These toxicity 

levels c?.usad the authors to use 1.5 ms. subcut--:?.neously 1 

s their st':l.nds.rd protacti ve dose. 

Usins the axperienca of \·rang c.nd Borison who showed 

that apomorphine produced emesls in the dog by stimula 

tion of the medull9.ry chamo-raceptor trigger zone, Br3:nd 

et a1. determined. the threshold dose of �pomorphine for 

a-:::i. ch doe;. 

6 



('?t·ro a:ucc�ssive '., pos1ti'V<) rJiSpons,�s wt th no nat,y-:.:t.Jv� 

:vas;pons� 3.t ·:� 5;tven d:os��e l�val we¥:� conl:l;i.dar3d the 

d.asa, 1n 'their study ;;�om 10 to 30 miorosr:.:,ms pe� kilo.,.

5,....,:1:n with l�t.�nt pair;L,od for i&m�sta from a .5 to 2,5 

111inuta'a (1.,5 ::.V.Qr�g:a)., l'.1:a-y GP11:S'1diwred chl.p:rp,ro,�zi,na to 

oe pr-ot,eativ,e \'lb.en t;-10 or mor& consaeut,1vat posltiva 
.i-.:as.pons�a ,-,�ra prav·ant.ad.., Cb1.or-pr�m'!J.,Z.1U� ,r3.,1�aa t:ha 

t�'Qsnold ematl.o dQae of a,or.i.orx>hins 2 ""5 to 4 tit1e,s 

� s �ho-wn in T'.),bia 1-: 

T7<.bl� 1 . 
.\�in�'t 

. ... EfflQS. oy 
.\p-0r:1or-phin� 

. P.t O'hlorpt
:tnduf:}-ed

t01:1r1 
. 
tina
Vor

 
:ti.M.n� 

in Do.ss 
(:,f·tar BI":;i.nd. at a1.� {5)) 

30 

20 

a.o:

TO 

90: 

P�se Qf 
a.pomorph1ne 
req�� to 
o:.:i.usa n:'1.usa!l 
:;:. nd vorrd t"1ng 
q,f"t.oz,, :i:itP,nd·i>,v,d 
prot$ot1va dosa 

... ·:: of ch1e>..t'pto_:.1::; :zlrta 

)60 

',t$C, 

)40 

>40

►30

)40

j 

(100 

( 90 

( 60 

i 50 

(, 50 

< eiQ 

·1Prro;:1m� 1Soe
'fo 1.ne:r rJD.·.ae· 
:1, :tal, 

ehlo.x-prol@. .zlnce 

400 

�Q 

250 

250 

400 

250 



The same dosage of @horpromazine intravenously as in 

dog #1 protected him ag�inst five times the emetic dose 

of apomorphine. 

Three mg. per kg. intr�venously protected dogs 

#2 and #3 �g�inst three times their emetic dose, �nd 

dog #5 �gainst ten times_its emetic dose. Dog #4 was 

not protected against tan times its emetic dose. The 

latent period of dog #4 for vomiting was prolonged from 

l�l to 3.3 minutes.

Phenergan® in toxic c1nd non-toxic doses showed no 

antiemetic protective affect against apomorphine amesis 

in the dogs. 

In cats pre-tre:1tment with 2 to 5 milligrams per 

kg. subcut�neously failed to prevent emetic response to 

25 micrograms per kg. of apomorphine. 

Brand et 3.l. (S) in simil3.r studies found that 

chlorprom-1zine protected dogs from the emetic effect of 

morphine in uniform emetic dose of 1.0 milligr1m per kg. 

Ergot induced vomiting in dogs using HyderginJa' 

vf:ls prevented by s-W.nd3.rd protective dose of chlorpro

ID'.lzine. The er5ot preparation vf.\s given intravenously 

12 microgr:1ms per kilogram. Hyde;ginJw given to cats 

causad no emesis; so protective trial could not be run. 

8 



C:opper sw:fata 1ntraven,ously was found to ba uni 

formly 
 

affact1va in induction of emasis at a dose of 

4.8 micrograms par kilogram. Anhydrous salt at a dose 

of 4 mia?togr-ams par ki1Qg%'8,m \I.ls fo�nd to slloit vomi

ting in 4 of 5 pre-tra1tad dogs; cat·s on the. other hand 

ware induced to vomit when given 10 micrograms per kg. 

aoppe!' sulfat(,) w1tn a latant. pal"iod. of 1.5 minutes or 

but a.11 <lied w1 thin 18 holl!'s. ca.ts i,rae-t!'&.1.ted with 

1.5 m1111gr'lms par kg. of chlol'proma:zin& ware not pro. 

t�ected f:rtom emae1s but sll'vivad the doaa of ooi:,pa?t 

sulfa.ta. 

Varatrurn, given as Veriloi,, intravenously was 

:found to hava a threshold emetic dose of 40 m10-rograms: 

per kg. except 1n one dog which required 60 micrograms-� 

The clogs were not protected. from amesis by standard 

On cats usad in the experiment the emetic dose 0£ 

Veriio1P1ntl:"�venously·was found-to be 25 microgramspar 

kilogram. All three cats tried were pra-tre1ted with 2.s 

mi.lllewams Pat' kilogr�m of chlox-proma.z-1.ncs- whJ.Gh' .fai1ed 

to pravsnt emseis. 



This wc.s in line wi.th wh:it could be e:-:pect.ed--conside.::-

ins the vrorl: of Borison, ·1nc.1. ?:.irc:1n1:s (7) in 1952, in 

which they detarrain&d th�:t var'J.trur� induced a:::esis in 

c�ts by its effect on the nodosa 0'1n0lion of the vagus 

nerve, which tends to prove tha site of 3.ctiori of chlor-

pror.l"J. zine. 

L1.@toside-C induced vor;'!itin3 in do:;s WJ.s not pre

v2·c�tad by chlorpror:::1. zine in the protective dose of 1.5 

milli6rame per kilo;:;ro.m • 

. \. stl.E'Jn].ry of the o.ntiematic effic:.tcy of chlorpro 

?-zina a:3J.inst various 'J.5ents in doss and c:1ts 3.s 

comp3.re'-1 by Brand, Harris, Borison ?..nd Goodm3.n follows: 

T�ble 11 SUID.m'.lry of Anti-Emetic Efficacy of 
Chlorprorr.P-zina Against va.rtous A.gents in Dogs & G:lts 

(After Brand et a.1. ( C)) 

emetic 
agent 

:1.pomorphine 
morphine 
hydargine 
copper sulfate 

11 IV 11 

copper sulf:3.ta 
"O" 

];J.:r}Sl.tosida-C 
veriloid 
nitrogen mustard 
piloca:rpine 

site of 
amaticl

a5ent 
CT Zone2

CT Zona 
CT Zona 
CT Zona 

G. I. Tract

GT Zona 
Nodosa Ganglion 
3'orabrD-1n 
Fore brain 

chlorprom'.l zine 
protection 
dogs ca.ts 

Yes No 
Yes N.T.3 
Yes E.T. 
No 

No 

Eo 
No 
N.T. 
,.-r ,,, 
.L\ • .J.. • 

2!o 

1-!.T. 

N. 

No 
!:o 

1 - under experimental conditions e::ployed 

slight 
protection 

2 - madullary emetic chemoreceptor trigger zone

3-- not tested 

10 



.\.NTI:SLETIC EFF,ZCT 

I-:oyer et a1. (8) reported observJ.tions m1de on 

the antiematlc effect of chlorpronttzina on 75 patients 

e)..rpariancing !}9.us�J. and vomiting associatad with drug 

administr�tion. They found it to be an affective agent 

for drug induced r.P-usa9- 1nd vomiting. 

Thirty-eight of the 7:5 patients were baing tre:1ted 

with nitrogen must::1.rd. All but two showed -1rrast of 

:n=1usaa and vomiting; however, four pa.-t1ents remained 

@us@ted. without vomiting, while eight others experienced 

intarmi ttent :n'lusa.'3- without vomiting. All patients re-

. calving nitrof5en mustard therapy were not included in 

this series. If patients receiving the first infusion 

experienced n3.usea and vomiting, they received chlorpro 

ffi3.zine prophylactically during tha second infusion. During 

the third infusion chlorpromazina w�s used to relieve 

n'3-usaa and vomiting after it was induced by nitrogen 

mustard. This wis dona to show that symptoms followed. 

repeated infusions. 

They also found chlorpromazina to be effective in 

relieving :n3-usaa and vomiting due to gastric irrita.tion- 

-a.s from antibiotics or am1nophylline administration. 

Relief of. n3-usea and vomiting associated with cardiac 

failure was reported. 

11 



N:.:.usea and vomiting associo.ted ui th peptic ulcer were 

reliavad in 6 of 9 pJ. tients. Koy er 0.1s0 reported. s. nine 

month old infant unable to retain his feedin5s since 

birth due to achaJ.a.sia of the asoph:::i.3us. Trea.tr1ent 

included 1 mg. chlorprom9-zine four times daily. This 

p-3. tisnt \-P.s followed for six weeks g,nd vta.s a.ble to 

retain his feedinss for this period 'Ji thout recurrence of 

difficulty. The subsequent table illustr'.ltas results of 

Hoyer et a1. in use of chlorprofil3.zine in treatment of 

cardio�ascul�r o.nd 6�stro-intestin�l ailments • 

. Table 111 Di�6nosis And Clinical �esults In Fatients 
Experiencing Nausea And Vomiting Due To 
D1se--�ses Of Gardiova.scula.r A.nd Gastro

Intestina.l Systems 
(After !-:01ar et c.1. (8)) 

Etiology of 
Nausea & 

Vom1ting 
cardiovascular 
Ha'.lrt Fa-ilure 
Cerebral Thrombosis 

Gastrointestinal 
Ulcar:1 ti ve 
Alcoholic 

Gastritis 
Peptic Ul�ar 
Ulcerative 

Colitis 
Obstructive 

J3.rd1ospa sm 
Pyloric 

Stanosis 
Intestinal 

Obstructi�n 
G;.rcinoma 

Sub-Total 

12 

No .. 
PJ.tients 
Tr esi. :t ed. Exe . 

7 6 
1 1 

6 6 

9 6 
2 

2 2 

1 

7 4 

5 4 

40 31 

Therapeutic 
Response 

GoQd Fair Failure 

1 

l 
4 4 1 



Moyer cautioned those using chlorpromlzine for 

nausea and vomiting that it mly obscure the true diag

nosis by masking the symptoms of such severe conditions 

�s intesti@l obstruction. 

!foyer also pointed out the effect of chlorpromazine

on naus@ and vomi tinG induced by anesthesia. Eleven 

out of the thirteen anesthetic patients reported 

experienced no nausaa or vomiting; two were @usaa.ted 

but did not v,omit. 

In their series of 78 patients with nause:J. and 

vomiting of pragnincy it w:..s found that 55 obta,..ned 

complete ralief. Fourteen were much improved, five 

ware slightly improved, and only four wara complete 

fa·i lures. The average period of tra:1 tmant ,-f-l s two 

months and the shortest was two weeks. During the first 

weak of therapy occasions.l hypotenaive episodes (syn

cope) occurred.. Sedative effects ware c0mb9.tad by 5 

to 10 mg. dexedrine given with the chlorpromazine. 

·The min.lmal affective dose of chlorproma.zine was 25 mg.

Many responded to 10 mg. 

13 



T'..!..blo lV Di'.lc;riosis ,o\nd Clinical P.esults In 
PJ,tiants :S;:p&riancing R-us3:1, l\nd 
Vom1t1nG Dua To 1-Iiscell'-naous CJ.s;o's 

(t1.fter :.:ayer at :).1. ('.:)) 

P:::.tients 
Etiolo.31 of 
Nc:. usa,1. & 
Vom1tin,c; 

Ther·='... peutic 
Response 
3-ood ?::-1r F'J..ilura 

Post :l.nasthes1a. 
Pneun:oanceph:i.lo:::;ram 
Psychosenic Vomiting 
�aniare's Syndro�a 
J;J:::.use:i. & Vomiting 

of Pre3n'.lncy 

13 
1 
4 
1 

78 

Sub-Toto.l 97 

11 

l 

55 

67 

1 --

14 ,.. 
4 ::> 

19 5 6 

·Chlorprom'.:1zine h3.s been foun.d to be very effective

in controlling the n'.lus�� and vomitins of uremia. 

1.:any scholars believe tbP. t n:1us·e-3. �..i.nd vomiting of uram1a 

is c3.used by the ratci.ined toxic met9.bolites, acting on 

the emetic �r�� of tha brain. Others fe�l th1t uremia 

causes g'J.stro-intestinal irri t:.:.tion, co.using the nausea 

::i.nd vomiting. It is ·well known th3.t uramic p--1 .. tients 

often have sa-stric or antaric ulcers. 

Fri end et · ,:1. 1. ( 9) found that 25 to 50 ms. chlor 

pro:r.V- zina four times daily suppressed nausea and vomit1ne 

in 13 out of 14 cases of uremia. Their p·1. tients were 

selected by trial thar?.py with sedation 9,nd rastorJ.tion 

of fluid b?.lo..nce. If these m�suras did not relieve 

their p"-ticmt, he was triad on chlorprom'lzine. 
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Twenty-:fi ve to fJ.fty ms. chlorprom:,, zine were gi van four 

times d=1,ily intramuscul:;.rly for ono day J.nd subsequent 

or'.l.1 doses of the ·sime size which were fou.J1d to l elieve 

n.-4.use'J. o..nd vomitin3 in 2 to 3 hours. :.::.1.ny were :i.ble 

to e'C.:.t for tr..e first time in several days. In addition 

to the a.ntiemetic eff:1ct ths �.:::.tients hec'J,me cheerful, 

relS.zed, :-::.nd physic:J.lly stronc;er. Pruri tus-oftan present 

in uremi3.- w·::. s relieved in m:::i,hy instances. 

In contrast to tha previously nantioned d:.1t::1 ':l,nd efficO, cy 

of chloi->prorn'1zine in prevention of rr..1usea ?.nd 

vomiting dua to V'�t1�1ou.s c:.::.usas (5)-includin6 its anti

emetic protection of doss suffering from swing sickness; 

it is somewhat surprising to find that it affords little 

protection from sea sickness. This w�s shovm by H�ndford 

et a1. (10) in thair study of' men 3,bo2.rd the U.S.N.S. 

General 'William O. D3-rby in which they comparad the 

'.lnti-motion sickness efficiency of sever:i.l :1cents. 

l-Ien receiving placebos h:id 8. 34% incidenc-a of

emesis, while chlorpromazine medicated patients (50 mg. 

three times daily) had a 26.6% incidence of vomiting .• The 

most effectiva protectiv;;; for 1:1otion sickness among those 

substances (Ban'.1d.ryfI), Scopola.mine� PostafenP, and 

chlorprom-1z1na) tried,,Wois Bena.dry� 50 mg. three times 

daily, with an amesis incidence of only 12. 9% and a. 

protection of 62.0%.
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This probcl bJ..y shows us another bit of the nature 

of chlorprozn9.zine and its site of 1ctivity; as it 

doas not seem to stop vornl ting of motion sickness 

which involves l�byrinthine, ocul�r, cortical, and 

vomiting canter responses. 

In considering the uses of chlorpromazine in the non-

psychiatric realm it is necess::.ry for us to consider its 

value in intractable p:3.in and general m'3-nagemant of 

geriatrics. The ratio!}'.3.le for the use of chlorprom9-zine 

in·this situ�tion rrf3.y be seen in the observation of 

Sta.ahalin and Kieholz (11) in Switzerland., who observed 

that their patients under chlorpromazine medication wars 

not unlike those who h.ad had leukotomies performed. 

$a.dove et a1. (12) observed 30 patients, twentynine 

of whom had cancer. All patients required less 

!}'.3.rco·t1cs; tha eighteen patients who ware hosp1 talized 

needed only h3.lf the former amount. The hospital patients 

were �aked to evaluate the resultant ayt3.lgas1a of 25 mg. 

chlorproII)3.zine and decreased n:J.rcotic dose 

with that of the previous medications. Blood pressure, 

pulse rate, body temperature, and blood count ware 

recorded throughout this project. 
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Sldove reportad., "Fourteen of aighteen patients, given 

chlorpromazine, obtained satisfactory �nalgesia with 

dosages of :n9-rcotics which had previously proved in

effective in relief of pain; one obtained pain relief, one 

reported no relief, and two others def'n.ultad in t,9.king the 

medication. Ona refused chlorpromlzina 1ftar the first 

day, because he believed the drug caused bad dreams ana. 

disturbed his sleep; the e>ther, in whom no adverse effects 

occurred, left the hospital after one week and refused to 

continue treatment." 

Soma patients ware comfortable on a lesser dose 

of nircotics; others were comfortable on a dose of a 

narcotic of lesser potency than previously used. One 

patient had been raceiving 10 mg • .Racemorph.a.n every three 

hours; after chlorpromlzine 25 mg. twice daily 

he was comfortable with 5 mg. Racemorpha.n avary seven 

hours. When he was put on 25 mg. chlorproms. zine four 

times daily his narcotic need was reduced to 2.5 mg. 

Ra.cemorphan. Another patient receiving 5 mg. Bilcemorphan 

every 2 to 3 hours to deer ease p11n of E:J3-str1c carcinoIJ'.tl. 

became bedridden ·because of pronounced drowsiness. Fifty 

mg. chlorproJD'.3.zina intra.muscularly every 4 hours in 

conjunct1�n with 50 mg. D-emero� hypodarmically restored. 

his. semi-ambulatory state. 
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$9.dova et al._ (12) notad, "Savare n9.usea, vomiting, 

and d1�rrh89- ware promptly controlled in ona P3-tiant 

when he received chlorprom:J.zina to au3IDent narcotic 

mad1ca tion." This shows how chlorprom3-zina' s ant1- 

emet1c affect 1a usaful in management of advancad 

carcinoma pQ-t1ents. 

Of the eight p�t1ants favorably influenced by 

chlorprom�zine as far 1s reductions of requirad dose 

of narcotics were concarnad, one stopped W.king chlor

proJn9.zina 25 mg. and ona-s1xtaanth grain codeine because 

®

of pyrosis 1nd resumoo. taking 100 mg. Demerol . 

Vary good results were obtained in two out-p$t1ents 

with cancer. Five patients benefited from tha anti

ametic affect of chlorprom9.zins; fom' of thasa expari

�mcad oomplete re11ef' of Dl-usea a.nd. slight reduction in 

vomiting. 

Two patients had complica.tions; one 1)9.tiant illus 

trated chlorpromazine potant1at1on of ll3-rcot1cs when she 

rapa:\.ted. a 25 mg. intramuscular dose 1n 2 hours 1n add1 

tion to taking one grain of phenob'lrb1 ta 1. She became 

cya.not1c, her pulse rose to 164 b8:lts per minute, and her 

blood pressure fell to 80/40 rm:_n./Hg. Severe dryness 6f 

the mouth and drowsiness persistad for 36 hours. 
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Another patient rec�ived 50 ms. chlorprom�zine orally 

and later erroneously received 7 .5 mg. of R:i.cemorphJ.n 

hypod.erm1cally. She wJ.s semi-comEltose for 30 hours. 

The side effect of this �uthor's p�tients as wall as 

the other works mentioned will be discussed la.tar. 

Hcnrnll, H.:l.rt,h, o.nd Diatrich ( 13) triad chlorprom3.

zine on fifty geriatric patients, taking dosi6es of 

25 mi;. or·S.lly three times daily; however, after deep 

drowsiness and staggering g8,i t, the dose ,.,a. s decraa. sad 

to 25 mg. at ten a.m. and four p.m. twice daily. 

Fa.tiants with neopl:3.sms were given their last dosa at 

bed time. The series consisted of 20 patients with 

senile psychoses with restlessness, 10 with emotional 

r09-ct1ons, 19 in whom pain was a m:3-jor factor (9 of 

these had neoplasms), and one P9-tiant with vomiting 

during an infectious jaundice. 

Forty-thrae P9-tients expariancad some relief. 

Eighteen of the 20 demented. patients be()'.3.me quieter and 

more receptive to nursing care. Eighteen or the nineteen 

p'l,tiants with pa.in expar1enced soma relief. "Several 

expressed the feeling that it put a curtain between 

them ana. the pa.in, so that 'While they wera aware that 

the P9-in ex1ated they were not upset by it,• as noted 

by Howell at a1. ( 13). 
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Six of the 10 :p9-t1ant.s who ware emotions.l. were 

somewhat improved but less so than those who ware rest

less. 

Three patients (ona with vomiting due to infectious 

jaundice and two with emes1s due -to et3-str1c ca.rc1noJ:It3.) 

with nausea and vomiting were much improved.. One with 

carcinoma of the stoIJ1:1.ch was able to be discharged. 

The seven failures in Howell' a series were as 

follows: 
senile dementia 

ag1tatad. senile psychoses 

girdle p;i.in due to 
tabas doraa.11S 

4 

2 

1 

From the preceding series or Sa.dove et al. (12) 

and Howell et a 1. ( 13) , 1 t 1s · poss1 ble for us to· 

. realize the va.lue of ·chlorproms.zine in elderly patients ··,i.: 
with neoplasms, senile mentai da.rangatnents, and rtl-usea : · ·. 

and vomiting. Prob9-bly its most important use in patient� 

of this sort will be in oases of advanced m3.llgi1lncy 

in whom its "medical pre�frontal lobotomy" ac'tion will:·;. 

a1d in making these persons 6omfortable, arid in lessen� 

1ng their nt3orcot1c intake wliila relieving th.,\di·-o·ee.: --, 

and vom1t!ng so often assocj)1.ted with th�ir al��� 
disaa.se. 



INT.Ri\ CTA.BLE SlNGULTUS 

Another use of chlorprol@.zine is its '.lbility to 

3.llevi'.lta persistant singultus. In 1 recant series 

reported by Friad3ood and Ripstgin (14) they found that 

chlorpromazine stopped singultus in 46 of 50 patients. 

They used l'.lrsa dosages of chlorprom'.lzine for this 

purpose--50rJ11g. intra.venously 1nd 25 m5. intr:3.muscularly. 

In their series of p'.3,tients, the pre-existing ill- nesses 

were classifiad as follows: 

4 
15 

8 
11 
2 
7 

thoracic surgery 
a bd.ominJ. l surgary urology 
acute coron'3-ry 
thrombosis congestive 
ha:).rt fa.ilure uremia 
1diopa.th1c d1s83-ses 

3 

They exercised. JD9.ny precautions in use of the drug 

intravenously because of transient syncope, pa.lpi ta

t1on, and tachycardia., being observed in several of 

their patients. One case of derm'3-t1t1s was a compli 

cation of chlorpromazine administration in this series. 

Moyer et al. (8) tre3-tad 10 patients with 1ntrac 

W.bla h1ccoughs (all persisting more than two days). 

Their s1gultus was associatad with: 

h89-rt failure 
carcinomi 
genito-urin'.lry surgery 
1d1o];)Q, th1 c etiology 
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Six p.."ttiants were-relieved within 20 minutes by 25 ir.g. 

chlorpromazina intrJ.muscularly, two aftar second dose 

of 25 mg. chlorpromazina intramuscularly, and two ex

perienced no relief. All had been triad on othar 

medications prior to chlorprol@.zine. 

This lower dosage O.dministarad. intramuscularly by 

I•Ioyer et al. (8) is much safer than the intr.c�rr:usculJ.r 

and intravenous dosage of Friedgood and Ripstein (14), 

prob1bly even a lower dosage may be effective--s.s will 

be shown in a pa.tiant observed in the course of this 

study. Howavar, conclusions cannot be dra�m from a 

series of one case. 

One case of intractable hiccough.a tre3-ted with 

chlorpromazine was observed: (15) 

case 1 
Mr. H., a 74 y83-r old man, su:t'ferad 

from hiccough.a of 7 days duration. He 

conta.ctad. his physician on the seventh day, 

and -was g1 ven a prescription for 20 

tablets of 10 mg. chlorprom'lzina with 

instructions to rapeat 10 mg. dosage every 

2 hours f'or 3 doses; then to take l tablet 

four times daily. 

22 



His hie coughs .cs'.l soo. after tha second 

tablet, and he completed tha course :of 

therapy (20 tablets) with no racurrant 

episodes or evidance of side affects. 

SIDE R�\CTIONS 

In I-Ioyer' s (8) study fifteen, entirely norzn9.l 

adults ware givan a 50 mg. tast dose of chlor�rora1zine. 

Sida effects were observed as follows: 

sedation 
vertigo 
ta chye3.rdia 
dry mouth 
slight hypotension 

14 

3 
3 
2 
2 

Tha five pa.tiants, receiving 25 mg. chlorprom3-z1ne 

orally expariencad sedation but none of the other side 

effects. With these results in mind Moyer et a.1. (8) 

concluded that in view of vertigo and hypotansion, 

frequently associated with initial doses of chlorproma.

zine, it would be desirable to keep patients non-ambulant 

for first few doses. 

Burnstein and ,Sampson (16) reported a severe case 

of hypotans1on in a 71 year old, wrute J113.le who ,..a,s being 

treatad for carcinoJd3. ot the esophagus. Chlor-

I 

proJ113.zina was given him JD9.inlJ' because or mental 

1rr1 ta bill ty. 
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Four hours :1.fter ths. in1 tial dosa of chlorproJil.'3.zine 

orally his blood pressure fall from 104/60 to 70/40. 

He required neosyneph�ine, oxygen, �nd nor-ephedrine 

1ntr1vanous drip tharapy to restore a systolic blood 

pressure range of 110 to 92. H011aver, ?.fter being 0lvan 

25 mg. chlorprom1zine by accident, his blood pressure 

fell to 70/50--necessit:i.ting the use of four mora 

hours of nor-aphedrine in intr3.venous drip and liyd.ro

cortone for 16 hours to sts.biliza his blood pressure 

at 120/70. This case demonstrates tha severity of 

hypotension which '!@.y occur even in oral chlorprom9-z1ne 

therapy; gre:i.tar hypotansive affects can be expected from 

intr-3. muscular route of adm1n1stra.t1on. 

Of the total 306 1)9,tiants cited by Moyer et al., 

47% experienced. varied degrees of sedation, 24% 8A'1)ar1- 

enced vertigo, 19% eA--perienced dryness of mouth, 14% 

expariencad W.chycard1a, and 12% had reduced. blood 

pressures. Most of their p:Ltients who experienced se 

dation were not daprassad to the point of 1nterfarenca 

with nor:m3-l activity.· Two patients were sedated to the 

point that they could not be aroused after 50 mg. dose 

of chlorpro!Jl'.3.zine intramuscularly. P-lt1ants, receiving 

oral medication of 100 mg. every 4 bours, experienced 

tha lightest sedation. 
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The patients_ ·with vertigo and light sedn.tion were 

able to continue norm3.l activity. However, a few 

experienced syncope on arising which w'ls corrected by bad 

rest. 

The dryness of mouth ",/9-s raported as mild :1nd not 

serious. 

TJ.chycard1a, when it occurred, showed an increased 

pulse rata of 10 to 20 ba'.J.ts per minute. 

Seven p-::i. tiants axperiencad blood pressure drops 

of 30 to 40 mm./H3.; two of thase t�ea p-::i. tiants were 

given "accidental overdosage" of 100 mg. chlorprom9-z1na 

intra�uscularly with the result of .n1s--11 congestion in 

one and haada cha in the other • 

Moyer et a1. (8) observed one case of m:tculo-pa.pular 

skin eruption. They also observed a case of Jaundice 

in a pe,tient being tre9-ted for psychiatric illness. 

Tha patient with Jaund1oe suffered pruritus, elevated 

serum bilirubin 3.nd a11�-line phosphotass; s.11 of which 

receded m1rkadly within two weeks. 

These men showed a gre9-ter 1nc1denoe of side 

effects, especially soo.a. tion, w1 th parenteral use of 

the drug. 

Fifty-five of Moyer's patients received chlorpro� 

m9-z1ne for a.n average of 12 days or more; .forty-four 

recaivad 25 mg. or more daily. 
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Side effects in thGse pD.tients were dimin13had after 

sevar<J,l days of mad1cc1tion; however, the c:.ntismetic 'l.nd 

opiate potant1�t1n5 effects ware unch�nged. 

Friend and Cummings (9) found th�t one-fourth of 

their patients axper1ancad drowsiness on dosas as small 

as 25 mg. four times daily. It 1s of interest that 

these men felt that chlorpromazine relieved pruritus 

present in their patients, thus giving the ida:i that 

chlorprom�zine m�y have soma antihistamine-like acti�1ty. 

9adove et a1. (12) noted side affects in thirty 

c8. SeS !). s r ollows: 

drowsiness 
dryness of mouth 
hypotans1on 
pa. lpi ta tion 
pyrosis 
dyspnaa 
oliguria 
'..\t,axia. 

disturboo. sanaorium 

11 
9 
2 
2 
2 
2 
1 
1 
1 

Thase workers :llso notad that in patients receiving 

chlorprom3-z1na n.nd codeine thera1-rw.era complaints of 

gastric irritation. 

It 1s interesting to note the claims of the 

various authors a. bout the minimal side effects in 

patients,· a.s I bad the opportunity to 1nt.arv1ew a 

physician who received chlorpron.11z1na for �uses. and 

vomiting during hospitalization for gast�1o ulcar. 
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Ha experienced quite pronounced drowsiness, nasal con 

gestion, dryness of mouth, �nd disturbed sansorium with 

25 mg. intro.muscul·-1.r dose. 

Ha dascriboo. his feelings as--"Feeling somawhat 

deto.chad �nd very t�lk-ltive, drowsy but not sleepy." 

In response to inquiry of gs.st:r,o-intestinal, subjective 

symptoms he stJ.ted, "I falt as though I h�d a total 

physiologic_ obstruction of the �stro-int�stinal tract." 

Also, he stated he did not sleep any more uith the 

medication than without it. 

The following is a. case of hyparamesis gr:.vi4.9.rum 

tr8'-1. tad with chlorpron:P- zine orally ( 15) • 

case 11
:Mrs. M. , a 36 yf:13,.r old" white r am1 la, 

Gr3.vida. 11, J?ara:...1, �s in tha ninth week

of har pragn1ncy. She was hospitalized one 

day a weak prior to present admission 

because of vomiting. At that tima amesis 

subsided under intravenous fluid and sedation 

thara.py but recurred four days later. On tha 

third day of vomiting she was hospitalized. 

and the same therapy wa, s rapaa. tad w1 th relief 

of emasis but not of" the IlFl,usee. after sevar11 

hours. 



ls p3.rantar11 .f'orm vr::i.s ui-i:iva.11able, chlor 

prom'J.zina was st�rtad orally at 25 mg. every 

4 hours. Six hours �fter the initi�l dosa 

vomiting recurred; tharefore, chlorprolJl'.?.zina 

was discontinued with cessation of emesis 

within 3 hours. A 15 mm./Hg. drop in blood 

pressure was recorded during four day hos-pi 

t9-liz8. tion period. This rrfJ.y have resul tad 

from other medication 1nd bad rest; no 

potent1:1tion of b:J.rbitur'.J.ta sedation was 

noted. 

This woman illustrates the f�ct that chlorprom'3-zine 

rrfJ.y cause gastric irrita.tion in soma individU9-ls; the 

patient received no codeine which is supposed to ca.use 

gastric irritation when given with chlorpromaz1ne. 

I believe that in viaw of the several side effects 

during the initial doses or chlorprom3-zina it should be 

routine procedure to employ bad rest for at 189-at 24 

hours with dosages above 25 mg. four times daily (oral or 

parenteral), to record blood pressures four times during 

first two to three hours after tha medication# and a.gain 

to determine blood pressure on their arising (in presence 

of attendants) in order to detect possible orthostatic 

hypotansive tandancies. 
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In view of •the potanti'.:.ting effects on other 

sedD, ti ves the dos a of opiates, b'J. rbi tur::t tes, 3.nd such 

should. be discontinuad or reducad subst:J.ntially for 3. few 

hours prior to initial med.ic:1tion ·with chlorpromazine. 

P:.1tients in whom tha 1rug is to be used for :J. 

period of more than one weak should hava some liver 

function survey m�de prior to onset of chlorpromazine 

therapy 

in order to detect avidence of liver m:J.lfunction. 

Jaundice 

In considering the hapatic toxicity asaoci3.ted with 

chlorpromazine therapy, it should be remembered that 

chlorpromazine m�y give a false test for bile in the 

uri:na; for this ra'.J. son urine bile should be determined 

by the Hanu:rftrsten test, Huppert-N:11@.yam:..1. teat, or 

"I ... t"" t'® ('m".:>s) c uO �s .:.. ....... • 

There have been three co. sas of regurgitation type 

J1.undice .·:1.ssoci:itad with chlorprom'lzine reported by 

Lemira c1nd I;il. tchell ( 17) in which tha onset of ictarus 

was noted on the 15-32 day of therapy in the dosage 

range from 50-200 mg. per day. All three p'ltients 

e:>..rperiencad severe pruri tus. 
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I.iJ.pa.rotoraies wera performed; two had no evidanca of extra-

hap-'.J.tic obstruction� 3.nd the third had :1 stricture of the 

disW.l common duct but frae bile was present in the 

duodenum with a 2 cm. stone found in the gall bladder. 

Liver biopsies showed plugging of bile can9-11culi with 

brownish pigment deposits in the surrounding parencym-11 

calls. No evidenc'.3 of obstruction of the portal areas 

or larger bile ducts was found. 

Ra�6ntly, three more cases of obstructive jaundice, 

similar in nJ.ture, were reportad by vanOmmen 1nd Brown 

(18). 

In all cases· reported thare ware no severe altera

tions in tests for hapato-cellular dal[)9.ge as zinc sulfate 

flocculation, albu.'Tiin-globulin r-:J. tio, or prothrombin 

time. In Lemire' s cases a.11ta11na phosphoiPse was fotmd to 

be elevated 17 .2 to 35 .8 Bodansky units while in the other 

series it ranged from 2.2 to 16.6 units. 

It 1s recommended that chlorproll)3.z1ne be discon 

tinued with the first sign of liver involvement and 

that the usU3-l program o:f liver thar1py be institutad, 

including dietary m� auras, vitamins, and bed rest. 
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The preceding views and pa.pars a.re surprisingly 

conservative in viaw of a recant ·article by I-Ioyer et a.1. 

(19) in Febru:i.ry, 1955 discussing psychiatric patients in 

which do@5es as high as 4 grc1ms per d'J.y h3.ve been found 

to cause a. lesser -tncra9-se in side effects than would be 

expected. 

Moyer et al. (19) in the p'lper just.mentioned. found 

incraased severity of the PJ.rk1nsoni3n syndrome. In view 

of evidence previously cited it appa9-rs desirable to 

refrain from use of chlorprom3-zina in P9-tiants with 

systolic blood pressures below 110 11$./Hg., because the 

blood pressure drop subsequent to chlorproma.zine 

adm1n1stration cannot be predicted by the amount of 

dosage. 

CASE PRESENTATIONS 

case 111 

H. W. is a 70 y�r old, white .fem'.1le admitted. to· 

the University ·of Nebraska Hospital on 8/16/54 for 

d�1gnost1c studies to determine the nature of her anemia 

which had not responded. to various m&1ns of therapy. 

She reca1ved. blood transfusions periodically :, but these 

did not raise her hemoglobin above 8 .8 gra.ms/100 cc. 
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On August '2:7, a. bone IIAr1 .. o·w biopsy \.t.1. s schoouled but 

the patient became quite restless ci.nd a.pprehensive, a.na 

was 31ven morphine sulf1te 0.015 gr'.J.m which aha st:ited 

did little to calm her; subsequently, the dose was 

repe9.ted. ,\ppro:;,::1mJ-tely three hours 1:1.ter the !)'J.tient 

bec1me n:iuseG.ted 1nd be3'1n vomiting which continued for 20 

hours. .\ t that time 25 mg. of or11 chlo1'prom1z1ne 

we.s ;ivon, followed by 10 mg. o,r<!.1. lly avery five hours for 

3 doses. N:3.use:1 and vom.1 ting subsided within one hour. 

No side effects were noted. 

This 1::P-tient demons ::,r:1. tad the usa of chlorpro±nazina 

in no.usEA and vomiting 1nducad by morphine. 

case IV 

O. B., a 17 ye9-r old, white fanP,le--Grav1da L,

para, 0, wo.s Udr:1itted to University of NabraskJ. Hoapita.l 

with complaint of vomiting several times during the 4 

months of her pregn:incy. Phya1c11 axao1rc.tion reveaJ.ad 

nothing of significance. She was re-!ld:11tted on 10/3./54' 

with the complaint of 1Il'.l,b111ty to ret;lin food ol' �tel! 

and a 10 pound weight loss in preceeding w.eek. She WO. s 

pl'.1ced on parenter.ll faadinss C�nd 
0Tho�'Z'-1naa in doa!l�I;). 

of 50 mr:i;. 1ntramuscula.r1y twice a aa..y wl-s initio.tad. on 

10/6/54 and cont1nµed thro,uS}llQ ,10/54. 



On 10/8/54 wet and dry. �eadings were instituted. Sha then 

received chlorprom:::.zine 25 mg. four times d::�ily 

for 3 days and 10 mg. t,;,·rice d2.ily vri th 25 mg. at bed 

time for 3 d1ys. No recurrence of trJ.usaa and vomiting was 

noted after the initial dose. This patient, being 

imm'.lture in her behavior, was thought to need psychiatric 

care. The patient signed out of the hospit�l igainst 

medical advice on 10/17/54. 

case V 

Mr. N. :c.�. is :J. 34 year old, wh1 te Il)9.la aa.mi tted 

to University of Nebraska �Ospital with the diagnosis 

of chronic glomerulo-nephritis in the uremic phase. 

The pa ti ant had baen vomiting almost daily for 9 weeks 

prior to onset of chlorprotn=l-zina therapy. On 10/28/54, he 

received 10 mg. of chlorproIIFtzine by the 1ntra.muscuiar 

route followed by 10 mg. three times daily. He remained. 

completely free of ni.usa'.l- ana. vomiting from 10/8/54 to 

11/15/54 with the excep.tion of one episode of vomiting 

on 11/1/54. No history or evidence of side effects 

could be elicited. from the patient. He \i8-S always vary 

cheeri"ul and co-operative when seen. He stated t.J:lµ.t 

the "orange pills seem. "t.o be the only thing that kaap 

me from vomiting.• 
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November 15, 2954 wa.s the last d�y of interview 

with this pa ti�nt; h3 was subsequently hospi ta. lized at 

Va.ter1ns' Administration Hospi t'.ll of Qm'.J.ha, Nabra ska 

where he 8A'J)1red. 

This ca.sa demonst�ites the desir�ble effects that 

can be had from low dosages of chlorprom1z1ne in certain 

cases of n1use3- and vomiting dua to uremia. 

case Vl 

J. Y., a 19 year old, white :m9-le, was re-admitted

to University of Nabrask,a Hosp�tal on 10/18/54 with 

· abdomin-11 and chest pain due to generalized metastasis

from a tarA tocarcinom'3, of the testis previously removed.

Physi.cal exam1?13.tion revealed an emaciated white 

male with liver palpable at 3 finger breadths below the 

costal margin at the m.id-clavicula.r line and p:i.lpable · 

a.bd.om1r1l-l m3,ss, and, a 3 cm. p=l,l'p9,ble node in the supra.

clavicular area. on the right. 

The pa ti ant W3-s na usaa. tad. :and vom1 tad on 10 /19, 22, 

24 to 26/54. His blood pressure ranged from 110/90 to 

130/90. Tha patient was treated with �d1at1on a·nd 

n1 trogen mustArd. He first received chlorpromazine 25 

mg. intramuscularly on 10/26/54 with subsequent relief 

for about 4 hours. Also, he received 10 mg. orally 

four times d0.1ly and obtained much relief ot �usell 

a.nd vomiting though 1 t did not completely subside.



On 10/28/54, �he patient was givan 25 mg. chlorpro 

m'.lzine intramuscularly at 4:20 p.m. followad. by 6 mg. 

�trogen must9-rd at 5:20 p.m. with no vomiting noted. 

Nitrogen musW.rd 8 mg. w.1s given on 10/31/54 at 1:15 p.m. 

with same precautions as before with one episode of emqsls 

at 5 :30 p .m. Nitrogen mustard W'J.s rapea.ted on 11/2/54 

at 8 :00 p .m. and followed by 25 mg. chlorprom9-zine 

intramuscularly at 8 :30 with no vomiting noted until 

11/4/54. The patient continued to fail progressively 

and expired on 11/6/54. 

The patient w-a.s of the opinion that the drug made him 

much more comfortable and less nausea.tad although vomiting 

did not completely caa.se. 

The dosage, although very low in this case, was 

effective and of value to the p:l,tiant as :n3-usa'.1 and 

vomiting was not continuous as prior to medication. 

Also, illustr--�ted is the affect of chlorpromlzine in 

decreasing n3.usea. ana. V(?miting induced by rad1a.t1on and 

nitrogen mustard. 

case Vll 

H. w. 1s a 46 y&3,r old white fem'3,le admitted to 

University of Neb�sk8. Hospital. on 11/5/54 with history of 

p'.3,1n in right hip for past 6 months and 63 pound weight 

loss in same period. 
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Tha pU,tiant had h1d � sur9ra-cerv1ca1 hystaractomy in 

1948. Sha begin having v-a.gil:}9.1 spotting on 12/9/51. 

A biopsy done in 1952 showed carcinoma of the cervix, 

Stage lV. She was tr�tad with radium 'J.nd x-ra.y 

therapy at that time. 

The present admission physical axam1n'3-tion revealed 

a poorly nourished female, appa9,.ring somewhat older 

th3.n 46. Bilateral palpa bla inguil:}9.l nodes of 2 to :, cm. 

diameter and bilateral supra-clavicular nodes of l to 

l½ cm. diameter were present. Gynecological speculum

exa.m1n'3-tion revaalad no visible c1ncar. The adenaxa.e 

were thickened and hard. Intravenous urogr1phy showed 

a non-functioning right kidney. The diagnosis of 

recurrent and metastatic ca.rcino:r@. of the cervix was 

Radiation therapy was given 11/8/54 through 

11/30/54 with h&9,.vy doses of x-ray through right and 

left, glute:i.l, inguinill, 1ateral and supra-clavioular 

ara9,.s. She 1t0-s in much pain and vomiting daily from 

onset or therapy; Damaro1® and codeine were given with

minimal relief obtained.. 

The patient was started on 25 mg. chlorprom9-z1ne 

intramuscularly followed by 25 mg. orally four times 

daily; nausea &nd vomiting subsi.ded within one hour .. 



..:_Thora.z1.u.ft..�luit1oA_Qutst1oDl'!"t-•111
·� 

appears o� reverse aide 
.1'!\.: 



On ll/lJ/54 chlorprom9-zine was iner8!l-sed to 35 mg. every 6 

hours per os until 11/28/54. Demero..J!) and codeine proved 

ineffecttt:J.l in control of pain; therefore morphine 10 mg. 

with 25 mg. chlorprom�zine orally 

every 3 hours wa. s sW.rted with subsequent relief on 

11/28/54. At that time an episode of vomiting W'�s charted 

in nursing notes .of patient's chart. 

This patient wJ.s interviewed daily during the first 

three ds.ys on tha madie3-tion; she reported only slight 

dryness of mouth and some vertigo, t,ha latter 

of which aha had experienced prior to mad1c�tion. 

She felt that the medic:)3.tion was very banef1c1s.l for 

relief of nausea and vom1 ting but did not notioa any . 

potant1at1ng affect of n'lrcotics aa.ministarad. concur

rently. 

This patient demonstr:ited the value of chlorprom3-

z1ne in relief of nausea and vomiting associated with 

radiation therapy; also, soma potent1ation of morphine was 

present during her last days of hospitalization. 

DISCUSSION OF aa.szs

In the interviews w1 th the patients I followed as 

closely as possible the Tb-o.r6z1ne Evtilu'3.tion �uaationlira 

(20) used by the University or Nebraska deP9-rtmant of 

surgery. (Q,uast1on9-1re form a.ppe3-rs on facing page.)
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Sida affects in the seven p::i. tiants war a vary mini

mal; two reportin.; slij.1.t V3rtiso (one �J•::.tiant thought it' -

w�1. s pr-as ant prio:- to medic:::..tion), one raportin0 dry-

ness of mouth, ?.nd one raporting ex:J.33er·1ted n'.luse'J.. ·.o:.nd 

vomiting app'.lrentl/ dua to chlorprom::L zine ::.dr:iinistr:::. tion. 

Though no st:1tistic:1-1 significance c'.ln be '.J.ttributad 

to an.3-lysis of so few cStsos; these c:1ses do illustr:=1ta 

soma therapeutic uses of chlorpromazine in low dos�6a. 

The lightest dosB.ge beins 40 mg. par day and the heJ.viast 

being 200 mg. per day. The cases and their responses 

may be t,a bul:� tad a. s follows: 

Tabla V 

Gase Diagnosis 

. . 1 

11 

111 

lV 

V 

Vl 

Vll 

persistent 
singultus 

hyperemasis 
gr:J. vid:1ru.'Il 

chronic 
refr-:i ctory 
anemia 

hyparamasis 
gr'.lvidarum 

uram1a 

teratoma of 
_testis 

meta st9.tic 
ca. , cervix 

C:1use of 
N'3, use'J. & 
Vom;1.t;1.ng 
1'ona 

none 

morphine 
sulf?.te 

none 

none 

nitrogen 
mustard 
& x-r-ay

rad19.tion 

38 

Avar1ga Side Thar1pautic 
1)3. ily Effects Response 
Dose 
40•---.- 1d" y "'6/ �- ' . 0 excellent 

15 Or:15/ dcl. y amasis poor 

55mg/day 0 excellent 

1OOmg/d3.y 0 good 

4Omg/dc1y 0 excellent 

4Omg/da.y 0 fair to 
& prn dose good 

lOOmg/day vertigo,,·. 
dr.Jness of 
mouth �:ood 



C'.lsa 1 illustr�tad the use of chlorprom'J.zine in 

1ntr'.lcVlble singultus �nd contr�ry to dos�ges cited by 

others this p::itient responded ramarklbly well under 40 mg. 

par d'.:l.y. 

cases 11 and lV demor.!str:1tad th'.J.t chlorprom'.lzina rrf3.y 

be used successfully in some c�ses of n�usa'.:l. and, vomiting 

of pragn1ncy, aspaci.'.llly 'ls 1n 3.djunct to other ther'.lpy �s 

in casa lV. case 11, howavar, illustrated 

a possible side affact of @usaa and vomiting whan other 

therapy had stopped tvom1.1.1ng:·bu� ·not'. -�usea. 

case 111 illustr'.ltad affact1venass of chlorprom:lzina 

in raliaving vomiting induced by morphine·su1rata 

9.dm1nist�t1on. 

oases lV and V possibly showed tha bast response 

to ohlorprorrf3.z1ne' s usa as an ant1ametic agent; ral1a1'

obtained with as little as 40 mg. daily. 

cases Vl :.ind Vll demonstrated the reduction of nausaa 

and vomiting due to meta.st.a.sizing malignancy, ra.c11a.t1on, 

and n1 trogen must.a.rd therapy. case Vll showed some 

�root1c pot·EJn.t.1a.t1ng effect late 1n 

hosp1 ta11za.t1011.pariood. 



Chlorprotn9-z1�e 1s a phenothiaz1n� deriva.t1va which 

s several pharm'l-cologic properties. 

a- It acts upon the chemo-receptor trigger
' 

.

zone of the medulla. to prevent vomi

ting induced by substances stimulating 

the chemo-receptor trigger zone a.a

apomorphina, morphine, Hydarg1nP, 

and intra.venous copper sulfate. It 

does not protect the dog aga.1nst 

· emesis induced by Ver1loi�wh1ch

arrec�s tb,.'e nodose ganglion,. cats

wera·protected only to a slight

degree against pilocarpine musea

and ware not protected. age.inst eme.sfs

induced by most other substances

mentioned. because of the 1a.ok of a

well d1ff erent1a ted. chemo-recap,tor

trigger zone.

b- It hB.s atdren9,l1ne ·neutre.11z1ng proper ...

ties B.nd pr�teots .a.n1m11a from

org.inarily J.etha.i doses or �dr� ...

. ·line. 



c- - It produces central nervous system

effects m,3.inly m=lnifasted by seda

tion and obliteration of conditioned 

reflexes in ani:m3-ls. 

d- It enhances or potantiates the

effect of other sedatives.

In Hull}9. ns: 

-_,.a- It has 9.n antiametic effact in

cases of vomiting due to uremia, 

morphine, apomorphina, nitrogen 

mustard, radiation, n9-us&3- and vomi

ting of preg�ncy, and aven 1n bowel 

obstruction •. 

b- It has bean found ineffective for

tra9-tment of D;lusas. ana. vomiting

of sas. -sickness.

c- It has bean found effective in po

t_�nt1at1ng a.n'.3,lgasia of opiates

· used to control pa.in in ca s@s of

advanced mal1gW.noy. It appears

· to h&v��� lli::fteetetot•:::a. •med.1oal

lo'b�t�", th.us .helping lessen

sever1 t-y :01',, �111:.

4l. 



_d- :rt has �been· found affective in

tr�tmant of persistent hicooughs. 

03.saa, demonstrating most of thasa f�tures, 

were abstractad in this pa.per. These cases were on 

dosages of 40 to 200 mg. par day. 

Side· effects observed were urti�r1a, val'tigo, 

sad.O.tion, orthosta.t1c hypotansion, obstructive Jaundice-� 

dryness of mouth, nasal. ·conge�t.ion, pyrosis, and even· 
· '  

Df3.usea anq. vomiting in'. ra:re 1nsta.nc�s. - Hn,otens1on 1s 
. . .  

. . 

l?ro�bly its most ser1�us a�da ·etf�ot b�ee 1ts�aevar1-

ty cannot be predicted by the aue of tha dosage •. 

_ .,��e · small�-st --radicals···iti:�;�- �en--_�ev;��±i�1i· in.·

case11_:i;·,�•1'1i6e Only 7 t<;> ai··o:r··cbl_orpromaz1ne.-t• -•Ud

�-;tiiti\hrougt;;,�·,�•-k1dney, it ts pri,blib1�- �·t-·the -· ..
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