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During the past few years increasing interest has been shown in
the role of drugs in psychiatric practice. Previous studies on the
usefulness of extracts of Rauwolfia Serpentina at this hospital dem-
onstrated minimal value for this drug in alleviating anxiety symp-
toms (4). In the light of these studies which contrasted with more
recent enthusiastic reports, an investigation of the effectiveness of
large doses of reserpine in relieving anxiety symptoms and altering
behavior was undertaken.

Numerous reports have appeared in the past two years describing
the effectiveness of reserpine in reducing aggressive and assaultive
behavior (2, 5); alleviating manic states (14); and reducing the need
for electroshock therapy (10). The reports of its potency in reducing
anxiety, affecting neurotic symptoms or altering depressive symp-
toms (6, 12) have been less laudatory. In addition, reserpine-induced
depressions have been noted in the course of treatment for hyper-
tension (9, 11). No evidence has been forthcoming that reserpine has
altered the course of a psychiatric illness, although many reports
emphasize the quieting effects of the drug or its usefulness as an
“adjuvant to psychotherapy” (7).

This investigation was undertaken to determine the usefulness of

reserpine in a voluntary psychiatric hospital population treated in
an open ward setting. A double-blind placebo controlled study with
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large fixed doses of drug was selected as a technic of evaluation for
this study. The evaluation of improvement in a psychiatric patient
under therapy presents problems which are all too familiar to care-
ful investigators in the field. In a hospital environment where the
total therapeutic regime combines to produce improvement, the
evaluation of the effect of a drug must be carefully controlled. Cer-
tain criteria must be established to differentiate between 1M prove-
ment consistent with the course of the disease, and improvement
greater than what may be expected from the normal course of hos-
pitalization. To properly attribute improvement to a drug the fol-
lowing criteria should be satisfied: the patient should improve while
receiving medication; this improvement should be greater than at
the time when the medication is replaced by suitable placebo medi-
cation; and improvement should be reproducible at a later date with
a similar drug dosage. The use of a double-blind placebo controlled
study provides a method for such an evaluation and it is doubtful if
definitive conclusions are justified in the absence of such studies (3).
To turther minimize the subjective factor in the clinical evalua-
tion, rating scales have been employed, despite their well-known
limitations. In this study, the revised rating scale of Malamud and
Sands (8) was utilized to provide further experience for the observers
in standardizing their reports and to permit a constant frame of
reference for changes in symptoms and behavior during therapy.

METHOD

The patients in this study were those who presented, both sub-
Jectively and objectively, severe anxiety and agitation. They were
selected from the patients recommended by the resident psychiatrists
for electroshock or drug therapy. The final decision as to which
patients should receive reserpine was made by the two psychiatrists

working on the study, who based their selection on the presence of
severe anxiety and tension symptoms.

Of the original group of seventeen, fifteen patients completed
the study. Two male patients, one diagnosed as schizophrenia and
one as psychoneurosis, discontinued the treatment because of increas-
Ing tension, agitation and nausea while on the drug regimens. Of
the seventeen patients, eleven were diagnosed as schizophrenia, five
as psychotic depression and one as mixed psychoneurosis. There

were eight males and nine females. The age range was 19 to 52 with
a median age of thirty-three.
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Each patient was observed for a period of twelve weeks. Every
patient received an intramuscular injection of 2cc. of reserpine® and
five tablets daily throughout the twelve-week period. Depending on
which regimen was selected, placebo tablets and injections were sub-
stituted for the drug.

The four regimens were:

(1) reserpine, 10 mg. daily—>5 mg. orally and 5 mg. intramus-
cular;

(2) reserpine, 5 mg. daily—orally;

(3) reserpine, 5 mg. daily—intramuscular; and

(4) placebo only.

Regimens were selected in random order by the internist, and the
regimen was unknown to the patient, therapist, evaluating psychi-
atrist or nursing personnel.

Weekly psychiatric evaluations were done on each patient by an
evaluating psychiatrist. A modified Malamud scale was employed as
well as the subjective reports of the patient and the impressions of
the observer.

The patients were concurrently studied by the internist at reg-
ular intervals. Blood pressures and pulse rates were measured in a
sitting position on casual examination at irregular intervals. Only
two patients could be classified as hypertensive before treatment.
Each patient was weighed weekly. A radioactive iodine determina-
tion was performed before starting treatment and repeated no
sooner than three weeks after instituting treatment with an effective
dose of reserpine. Routine blood counts, urinalyses and other labora-
tory tests were conducted as indicated.

RESULTS

Psychiatric Observations

Of the fifteen patients, seven showed a significant alteration in
behavior which could be related to drug dosage. Of these, three
showed a relief of anxiety and tension, and four, an increase in de-
pression, tension and agitation. The remaining eight patients mani-
fested no change in behavior. In addition, the two patients who
discontinued the drug regimens did so because of an increase in
tension and anxiety accompanied by nausea and vomiting.

6 We are indebted to the Ciba Pharmaceutical Company for the reserpine
(Serpasil) and placebo medication used in this study.
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total scores, an item analysis of the individual behavior items was
undertaken. Those representative items were selected which clinical
experience suggested might reveal changes due to drug action. The
items chosen were: feeling, mood, motor activity, and thought proc-
esses. An analysis of these scores failed to indicate any consistent
difference in these characteristics in the patients as a group.

Regarding the differences in the drug regimens, it was the clin-
ical impression of the evaluating psychiatrists and resident therapists
that more moderate doses of reserpine were preferable, giving fewer
objectionable symptoms. Six of the fifteen patients were subjectively
worse on the daily dose of 10 mg. These six included 4. S., one of
the patients who improved on drug regimen, and two of the four
patients whose condition became worse.

Toxic Symptoms

Of seventeen patients who started on the study, two stopped
because of side effects. These patients manifested increased tension
and anxiety, in which nausea and vomiting became prominent symp-
toms. Numerous other side effects were observed, and the incidence
of each 1s noted i1n Table II. Drowsiness and dizziness were seen
in most of the patients, but caused serious difficulty in none. Six

TABLE 1

BEHAVIORAL RATINGS— 1 OTAL SCORE

No Med- Intramus- Com-
Sex Age Diagnosis  ication Placebo  Oral cular bined
gt  F 24 Schiz. 27 20 15 17 28-34
L\ ¥ 52  Invol. Mel. 27 p053 38 25-42
F.S. M 45 Schiz. 23-36 36-45. - 28,25 29-39  29-38
M.C. F 19 Schiz. 20 16-22 217,26 18 20-31
R.S. F 19 Schiz. 35,36 21,29 26 22,15 v 0
R.D. M 20 Schiz. 30,35 27-38 40 47,31 28-36
A.S. K 46 Invol. Mel. 6-9 15,3 1218 12,15
F.G. F 28 . Schiz. 3746  23-43 45,31 37,39 2940
S.G. ¥ 37 M.D.D. 29-35 16-30 20,28 i 20)
ot & M - 50 M.D.D. 34,30 1849 2/ 34 29
M.D. F 42 Invol. Mel. 12-19 18,9 8-25 16-28 19
S K. F 3% i Sehix, 19-33 28 20-26  25-38
P.M. M. .48 . DL 26-28 27 18-26 16-30
A.L. M ST ol 53 46-57 53 53 51-56
M.B. M 22 Schiz. 51,64 57,66 44,61 32-51 63-55
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patients developed a Parkinsonian muscular rigidity, which disap-
peared within a few days after the drug was discontinued. Four pa-
tients had one or more episodes of generalized flushing lasting up to
twenty-four hours. This occurred in patients on placebo as well as
on drug, and was interpreted as an allergic reaction to impurities in
the intramuscular solution.

TABLE 11

Toxic EFrFecTs

Incidence
B G AR e e PO B e s 14
DATMEY “HIOBR = Vo i N s 1 N R 13
Viznness 3 Wenknest c..viviviviciion, Soviass 10
BB - & cihiis vl i i s B f fus
e R N S e S S L e 6
g Tl g T SRR e S e Tk ¢ e 4
3T AR T T TR YRR TSl S 6 Sl S0 e GRS, D R e 1
IRPIICRNNS . o L At e e Sl e e 3
DNDLEN TR o M oot i Gie s s PR s v 1

*In 2 patients nausea was accompanied by vomiting and was a factor in
discontinuing treatment.

Depression

The enhancement of existing depressive symptoms was noted in
three patients, and in another, depressive symptoms appeared where
none had been evident before reserpine therapy. In each instance,
electroshock therapy was recommended and improvement resulted.
Electroshock therapy induced a remission of the anxiety and tension
components of the illness, as well as the depressive. Of the eight pa-
tients who manifested no change with reserpine, two were eventually
treated with electroshock, without clinical improvement.

Physiologic Observations

The systolic blood pressure was reduced in fifteen of the sixteen
patients observed over an extended period of time. The magnitude
of this lowering was between 10 and 20 mm. Systolic blood pres-
sures between 90 and 100 mm. were not unusual while on treatment
and were not accompanied by adverse symptoms.

Table III represents average figures for the highest and lowest
blood pressure and pulse rate recorded during each regimen. There
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is a significant drop in both systolic and diastolic blood pressure and
in pulse rate with reserpine therapy. There is no difference in the
hypotensive or bradycardiac effect of intramuscular or oral adminis-
tration of 5 mg. reserpine; nor is there any indication that a dosage
of 10 mg. produces a greater effect on blood pressure or pulse rate
than 5 mg. These observations are consistent with previous reports
of the flat dose response curve for reserpine (1).

TABLE 111
Range Systolic Range Diastolic
Medication Pressure Pressure = Range Pulse Rate
Placebo 135-117 84-69 98-78
5 mg. p.o. 116-108 70-64 74-67
5 mg. i.m. 118-106 71-63 74-68
10 mg. combined 119-109 68-61 78-68

—

Most patients on reserpine reported an increase in appetite, and
there was a tendency for these patients to gain weight. In seven pa-
tients, such gains varied from 3 to 20 pounds on the entire treatment
program. Three patients lost weight and four showed no change.

There was no consistent change in the radioactive iodine (I-131)
uptake following the administration of reserpine. Nor could a cor-
relation between weight change and this index be found. Thus, only
two of the patients who gained weight had a decrease in the iodine
uptake. One patient who lost weight had a rise in iodine uptake.
It was concluded that the weight gain and increased appetite were
not related to alteration in thyroid function.

Di1scussiON

High-dose reserpine therapy did not affect the symptoms of
anxiety or tension in these patients. For the most part, patients
were made uncomfortable by the high doses used in this study. Of
the three instances where a relationship between changes in anxiety
and tension could be related to drug dosage, two were noted in
severely ill patients in whom overactivity and agitation were first
controlled. The relief of anxiety was secondary to the decrease in
motor excitement. The previous study at this hospital demonstrated
the limited usefulness of low-dosage reserpine therapy for the relief
of anxiety. Considering this, and the results of the present study of
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high-dosage reserpine, it may be concluded that reserpine therapy,
either in low or high doses, has limited use for its relief of anxiety
symptoms 1n this hospital’s population. Its use is further limited by
the exacerbation in depression which was observed.

Our observations, however, tend to support the reported useful-
ness of this medication as a sedative in the control of destructive and
overactive behavior. This is seen in our two cases (R. S., M. B.) and
in a series of other overactive patients at the hospital who were
noted to respond to the sedative action of reserpine when this was
introduced in lieu of restraints and massive sedation.

The doses of reserpine in this study were generally too high. Pa-
tients were unable to tolerate 10 mg. without uncomfortable side
effects. In no instance were the side effects severe or disabling, how-
ever, and in each instance the symptoms responded to a decrease
in drug dosage. The symptom of depression, however, has assumed
special significance in these patients. Reserpine exaggerated this
symptom and, in one instance, elicited a depression with suicidal
trends. The reports of increased depression (9, 11) are thus con-
firmed; and the usefulness of electroshock therapy in relieving these
depressions can be re-emphasized. In this regard, the earlier enthus-
1astic reports of the usefulness of reserpine as a substitute for electro-
shock therapy (10) need reassessment. Reserpine is no substitute for
electroshock therapy in the treatment of depressive states. It may
substitute, however, for the use of electroshock as a sedative in the
management of overactive and assaultive behavior.

This study exemplifies the advantages and disadvantages of a
drug evaluation study by the double-blind placebo method. With a
limited number of subjects, it is possible to obtain a meaningful
evaluation of the primary effects and complications of a medication.
The drug eftects may also be separated from the natural course of
the illness, and from the investment of the therapist in the conclu-
sions. Such a technic has the following limitations: rigidity of
dosage; 1nability of the therapist to separate drug-induced effects
from alterations in the disease process during the study period; and
the necessity of the selection of patients who are tractable and can
tolerate discomfort for extended periods. Furthermore, such a study
may rob the therapist of his faith in the drug as a therapeutic
vehicle, and thereby limit the patient’s response to the physiologic
effects alone. It also limits the therapist’s control over the care of his
patient, and thereby arouses feelings of helplessness and apprehen-
sion in the therapist. In such instances, the cooperation of a mature
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therapist is essential because there is considerable opportunity for
the manipulating, demanding, and paranoid patient to arouse the
therapist’s anxiety and hostility to the experimental program.

This study also provided an opportunity to assess the usefulness
of rating scales. In assessing the changes seen during treatment the
rating scales failed to provide any information not available in the
descriptive statements. They did provide, however, a frame of refer-
ence for the many items of the psychiatric interview that needed
rating, and provided a base for the comparison of observations made
by different observers.

SUMMARY AND CONCLUSIONS

In a double-blind placebo evaluation of 5 mg. and 10 mg. doses of
oral and intramuscular reserpine, fifteen voluntary hospitalized
psychiatric patients with severe, overt symptoms of anxiety were
studied. Three patients manifested relief of anxiety related to drug
dosage. In twelve patients no relief was noted, and of these, four

exhibited severe depressive reactions which eventually responded to
electroshock therapy.

Cardiovascular effects of high doses of reserpine were not sig-
nificantly different than previously reported effects of low dosage.
There was no evidence that reserpine altered thyroid function, al-
though weight gain frequently occurred.

The usefulness of high-dose reserpine therapy in the relief of
anxiety symptoms is limited. The dangers of induced depressions,

as well as the rationale of placebo studies and psychiatric rating
scales are discussed.
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During the past fow years incressing interest has been shown in the role
of drugs in psychiatric practice. Previous studies on the usefulness of extracts
insalleviating anxiety symptoms. (1) In the light of these studies which contraste
was undertaken.,
effectiveness of reserpine in reducing agrressive and assaultive behavior (2);
alleviating manie states (3); and reducing the need for electroshock therapy (k).
altering depressive symptoms (5) have been less landatory. In sddition, reserp-
ine induced depreseions have been noted in the course of treatment for hypere
tension (6). No evidence has been fortheoming that reserpine has altered the
course of a psychiatric illness, although many reports emphasisze the quieting
effects of the drug or its usefulness as an “adjuvant to psychotherapy” (7).

This investigation was undertaken to determine the usefulness of reserp=
ine in a voluntary psychiatrie hospital population treated in an open ward sete
ting. A double~blind placebo controlled study with larpe fixed doses of drug was
selected as a tecimic of evaluation for this study. The evaluation of improvew
familiar to caveful investigators in the fiecdd. In a hospitel envirenment where
the total therapeutic regime combines to produce improvement, the evaluation of
the effect of a dmg must be carefully controlled, Certain criteria must be cse
tablished to differentiate between improvement consistent with the course of the
of hospitalization. To properly attribute improvement to a drg the follewing
eriteria should be satiafieds The patient should improve while receiving medie
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cationj this improvement should be greater than at the time when the medication

is replaced by suitaile placebo medication; and improvement should be reproduceable
at a later date with a similar drug dossge. The use of a double-~blind placebo
controlled study provides a method for such an evaluation and it is doubtful if
definitive conclusions are justified in the absence of such studies (8),

rating scales have been employed, despite their well known limitatioms. In this
study, the revised rating scale of Malamud and Sands (9) was utilized to provide
Wmmmﬁnmmmmmmumt.
constant frame of reference for changes in symptoms and behavior during therapy.
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The patients in this study wers these who presented, both subjectively
and objectively, severe anxiety and agitation, They were selected from the pate
ients recommended by the resident psychiatrists for electroshock or drug therapy,
The final decision as to which patients should receive reserpine was made by the
two psychiatrists working on the study, who based their selection on the presence
of severe anxiety and tension symptoms,

Of the original group of seventeen, fifteen patients completed the study,
mmnm.mwummmmummm,a&
continued the treatment because of increasing tension, agitation and nausea while
on the drug regimens, mumm,mmmumw
five as psychotic depression and one as mixed psychoneurosis, There were § males
and 9 females, The age range was 19 to 52 with a median age of 33.

Each patient was observed for a period of 12 weeks, Lvery patient re=
- celved an intremuscular injection of 2e¢c, of reserpine# and 5 tablets daily
throughout the 12 week period. Depending on which regimen was selected, placebo
tablets and injections were substituted for the drug,

The I reginens weres |

(1)m,wu.m~5g._mwim.mtmrg
(2) reserpine, S =g, daily = orally;
(3) reserpine, 5 mg. daily - intramuscular; and
(k) placebo only.
 Regimens were selected in random order by the internist, and the regimen was une
knowm %o the patisnt, therapist, evaluating psychiatrist or nursing personnel,

Weekly psychiatrie evaluations were done on each patient by an evaluate
ing psychiatrist, A modified Malamud scale was employed as well as the subjocte
ive reports of the patient and the impressions of the observer,

* ﬁmmmwmmmmcmtammw(w'
and placebo medication needed in this study.
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The patients were concurrently studied by the intemist at regular intore
vals, Blood pressures and pulse rates were measured in a sitting position on
causal examination st irregular intervals, Only two patients could be classified
as hypertensive before treatment. Bach patient was weighed weekly, A radios
active iodine detemination was performed before starting treatment and repeated
no sooner than 3 weeks after instituting treatment with an effective dose of ree
serpine, Routine blood counts, urinalyses and other lsboratory tests were cone
ducted as indicated, '

T
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Of the fifteen patients, seven showed a significant alteration in bew
havior during the drug regimemns which could be related to drug dosage. Of these,
three showed a relief of amxiety and tension, and four, an inecrease in depression,
tension and agitation. The remaining eight patients manifested no chanpe in bew
havior, In addition, the two patients who discontinued the drug regimens did so
because of an increase in tension and anxiety accompanied by nausea and vemiting,

In the improved patients, an alleviation of anxiety was apparent and ryee
lated to drug administration. M.B., a 22 year old male diagnosed as parancid
schizophrenia, was amcious, depressed, withdrewn, blocked, delusional and halluce
inating, He had been hospitalised for three of the previous five years, and had
received courses of insulin coma and electroshock therapy with only transient
periods of improvement. After five months of hospitalisation at Hilleide Hospital
he showed no improvement. During the drug regimens, there was a diminution in
his anxiety, depression, agitation and preoccupation with delusions. These syme
pkmmd%mﬂmmﬁm@ Introduction of the drug regimen
again resulted in the alleviation of these symptoms, with the progressive amele
ioration of his depressive feelings, With the reduction of his drug dosage to
sn,m,u\mmmammawm,mummm
lieved by the combined (10 mg,) regimen., The patient was maintained on this

ASey & U6 year old hypertensive woman, manifested severe tension, anme
iety, depression, tremulousness and insomnia, which had fluctuated over a 2 year
MN. Her dizgnosis was involutional melancholia, While on 5 mg. drug regimens,
there was considerable relief of anxiety with a decrease in tremlousness, Ine
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in a recrudescence of her symptoms., The combined (10 mg.) drug regimen increased
the feelings of depression, induced somatic complaints and failed to abate the

anxiety, A lowring of her medication to 5 mg. Tesulted in a repetition of the

period of relief of anxiety and tremulousness, The patient was discharged, ime
proved, on this dose of oral reserpine,

EeSyy 2 19 year old girl with hebephrenie schisophrenia, was overactive,
hallucinations, IElectroshock and insulin coma therapy afforded her only transe
ient relief, While on 5 mg., drug regimens, she became less active, less anxious
but more depressed, Her dress becane bizarre, When placebo medication was ine
troduced, her hallucinations ceased, her anxiety was more manifest but the dee
pressive features were less, (m combined drug regimen, she became calmer, more
controlled in her behavior, but the bisarre appearance and ideational disturbe
ances persisted, |

In these three cases, a relationship between drug regimens and the relief
of enxiety ayaptoms could be demonstrated, In both MB. and ReS., the overt mamie
festations of severe schizophrenia were suffieiently modified to permit participe
ation by the patient in milieu and psychotherapeutic programs, In the other
twelve cases, no such relationship could be demonstrated,

Of the four cases in whom the drug rerimen induced increased symptoms,
each menifested severe depressive feslings, exying spells and in ome, suieidal
preoccupations, mtol‘xmtzmlmufm.tbm.

Gy & 52 year cld single women, was admitted with a 7 year history of
depression and hypochondriasis. A previous course of electroshock therapy was
not conpleted because of injuries sustained in & fall, She was tense, amcious,
tremilous and depressed., While on drug regimens she became move depressed and
retarded, Her anxiety and agitation increased, With placebo medication there
was some amelioration of these symptoms. FElectroshock therapy was instituted.
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She received 15 treatments, with a rapid relief of her tension, anxiety and de-
pression. She was discharged one month later mich improved.,
' There were eight patients in whom the drug regimen or placebo periods
were indistinpuishable, There was neither a relief nor an exaggeration of syme
ptoms, The following case history illustrates the group. '

F.0.y @ 28 year old woman, had a two year history of severe anxiety,
tension, feelings of depersenalization and obsessive ruminations which followed
the birth of her first child, She had previously been treated with insulin coma
and three courses of electroshock therepy, with only transient relief, During
wmdwum,mw»wummma
drug or placebo regimens, , |

The changes in behavior determined by psychiatric interviews and reted
mmmmmmwmmm In these tables, the

‘figures represent the total scoves for each observation period, The higher scores
 indicate deviation frem more "nomal" behavior. The "contrel peried" is a pere

i0d of ebservation without amy drug medication, While the table lists the diff-
event regimens in a definite sequence, the actual sequence varied from patient
to patient, in & vendom fashion, A statistical study, using Wilosmon's methed
of paired replicates, (10) demanstrates no significant difference in the group
between any of the drug or no-drug periods.
Mmummtwmmmmmmww
mmmxmmawmummmnmmmm. Those
veal chances due o drug action, The items chosen were: feeling, mood, motor
activity and thought processes. An analysis of these scores failed to indicate
any consistent differemce in these characteristics in the patients as a group.
Regarding the @ifferences in the drug regimens, it was the clinical ime
pression of the evaluating psychiatrists and resident therapists that more modopre
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ate doses of reserpine were preferable, giving fewer objectionsble symptoms, Six
dmmm_mummwmeWMdmn. These
m'mmm&mmmuaqummmmw
Toxic Symptons:

' 0Of seventeen patients who started on the study, two stopped because of side
effects, These patients manifested inereased tension snd enxisty, in which nauses
and vomiting became prominent symptoms, Numerous other side effects were observed,
and the ineidence of each is noted in Table II, Drowsiness and dizziness were
seen in most of the patients, but cansed serious diffieulty in mone, Six patients
developed a Parkinsonian muscular rigidity, which disappeared within a few days
after the drug was discontinued, Four patients had ome or move episodes of gen=
eralized flushing lasting up to 2 hours, This occurred in patients on placebo
as well as on drug, snd was interpreted as an allergic reaction to impurities in
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liot flashes

Swollen feet
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Restlessness
Parkinsonism
 Painful lLegs

Stuffy nose

&vau#wrg

# In 2 patients nausea was accompanied by vomiting and was z factor in discontinue
ing treatment,



The enhancement of existing depressive symptoms wae noted in three patients,
and in another, depressive symptoms appeared where none had been e vident before
reserpine therepy. In each instance, electroshock therspy wes recommended and ime
provement resulied, FElectroshock therepy induced a remission of the anxiety and
tension components of the illness, as well as the depressive. Of the eight pate
ients who manifested no change with reserpine, two were eventually treated with
electroshock, without clinical improvement.

Pysiologic Chservationss

The systolie pressure was reduced in fifteen of the sixteen petients observed
over an extended period of time, The magnitude of this lowering was between 10 and
20 mm, Systolic blood pressures between 90 and 100 mm, were not umusual while on
treatment and were not accompanied by adverse symptoms,

Wmmhwﬁmtwmwmmwm
ssure and pulse rate recorded during each regimen, There is a significant drop
in both systolic and diastolic blood pressure and in pulse rate with reserpine ther-
apy. There is no difference in the hypotemsive or bradycardiac effect of intra=
mscular or oral aduinistration of 5 mg. reserpine; nor is there any indication that
a dosage of 10 mg., produces a greater effect on blood pressure or pulse rate than
5 mg. These cbservations are consistent with previeus reports ef the flat dose
response curve for reserpine (11),
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M%M&WWM&W“M&,MM“\
a tendency for these patients to pain weight. In seven patients, such pains verded
from three to twenly pounds on the entire trestment program. Three patients lost
weight and four showed mo change,

There was no consistent change in the radicective iodine (I-131) uptake
following the administration of reserpine. HNor could a correlation between weight
had a decrease in the iodine uptake. One patient who lost weight had a rise in
iodine uptake, It was concluded that the weight gein and increasedappetite was




Discussions

High dose reserpine therapy did not affect the symptoms of anxiety or
tension in these patients, For the most part, patients were made wncomfortable
by the high doses used in this gtudy., Of the three instances where a relatione
ship between changes in anxiety and tension could be related to drug dosage, two
mmﬁhmﬁyﬂlp&ﬁnﬁﬁ%mﬁﬂh‘mﬂaﬁuﬁau&nm
controlled, The relief of anxiety was secondary to the decrease in motor excitee
ment. The previous study at this hospital demonstrated the limited usefulness of
low dosage reserpine therapy for the relief of anxiety, Considering this, and the
mudmmtmamwm,ttwhwwt
reserpine therapy, either in low or high doses, has limited use for its relief
of anxiety symptoms in the hospital's population, Ii's use is further limited by
the exacerbation in depression which was observed.

Our observations, however, tend to support the reported usefulness of this
medication as a sedative in the control of destructive and overactive behavior,
mumnmmm(u“na:)mu.motowmmun
patients at the hospital who were noted to respond to the sedative action of re-
serpine vhen this was introduced in lieu of restriants and massive sedation.

The doses of reserpine in this study were pgenerally too high., Patients
vere unable to tolerate 10 mg, without unconfortable side effects, In mo instance
were the side effects severe or disabling, however, and in each instance the syme
ptons responded to a decrease in drug dosage, The symptom of depression, however,
has assumed special significance in these patients, Heserpine exaggerated this
symptom and in one instance, elicited a depression of suicidal proportions, The
reports of increased depression (6) are thus confirmedy and the usefulness of
electroshock therapy in relieving these depressions can be re-emphasized. In this
regard, the earlier enthusiastic reports of the usefulness of mserpine a2s a sube
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mmum»mw(h)mw Reserpine is no sube
stitute for electroshock therapy in the treatment of depressive states. 1% may
substitute, however, for the use of electroshock, as a sedative in the msnagement
of over-active aund assaultive behavior.

MMMWMWMMmmleMM
study by the double-blind placebo method, ﬁwamumururnbmu.u |
upommotooMammmmmﬁm&mmcmamwu-
ations of a medication, The drug effects may also be separatedf rom the natural
course of the disease, and from the investment of the therapist in the conclusions,
Such a technic has the following limitations: rigidity of dosage; inability of
mmmnhwwwmumaunumummw
uummmpmmmmw«mmdmmw
are tractable and can tolerate discomfort for extended periods. Furthermore, such
anhdymmbﬁdeMst&thhﬂudmuuhmﬁemm,
and thereby limit the patient's response to the physiclogic effects alenme. It

-alse limits the therapist's control mtmmammt.mm

Wthﬂ.M&mo&hﬂﬂm&MW&_ In such ine
stances, the cooporation of a mature therapist is essential as there is considere
able opportunity for the manipulating, demanding, and peranoid patient to arouse
the therapistls amclety and hostility to the experimental program,.

mmm;mmwzyummmwnm
scales in such an evaluation study, Mmmmmtm- '
mmmmmw:mutepmuwmmmmmmmm
eriptive statements, Mmm,m.arm&m;mfwmm
1mamwmmnummmnm&mm;mmrm
comparison of observations made by different observers,



pron
SUMMARY AND CONCLUSIONS

In & dovile-blind placebo evaluation of 5 mg. and 10 mg. doses of omal
and intremuscular reserpine, fifteen veluntary hospitalized psychiatric patients
with severe, overt symptoms of anxiety were studied. Three patients manifested
relief of anxiety related to drug dosage, In twelve patients no relief was
noted, and of these, four exhibited severe depressive reactions which eventually
responded to electroshock therapy., .

thrmuﬁmmammmmmﬁw
different than previously reported effects of low dosage, There was no evidence
mtmmamwmmmuwmmmmwm

The usefulness of high dose reserpine therapy in the relief of amxiety
symptoms is limited, The dangers of induced depressions, as well as the ratione
ale of placebo studies and psychiatric rating scales are discussed,
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In the improved patients, an alleviation of anxiety was apparent
and related to drug administration. M. B., a 22-year-old male, diag-
nosed as paranoid schizophrenia, was anxious, depressed, withdrawn,
blocked, delusional and hallucinating. He had been hospitalized
for three of the previous five years, and had received courses of insu-
lin coma and electroshock therapy with only transient periods of
improvement. After five months of hospitalization at Hillside Hos-
pital he showed no improvement. During the drug regimens, there
was a diminution in his anxiety, depression, agitation and preoccu-
pation with delusions. These symptoms recurred when on placebo
medication. Introduction of the drug regimen again resulted in the
alleviation of these symptoms, with the progressive amelioration of
his depressive feelings. With the reduction of his drug dosage to
5 mg. oral, he again manifested a recurrence of symptoms, only to
have them relieved by the combined (10 mg.) regimen. The patient
was maintained on this treatment and discharged, improved, six
months after the treatment was instituted.

A. §., a 46-year-old hypertensive woman, manifested severe ten-
sion, anxiety, depression, tremulousness and insomnia, which had
fluctuated over a two-year period. Her diagnosis was involutional
melancholia. While on 5 mg. drug regimens, there was considerable
relief of anxiety with a decrease in tremulousness. Insomnia became
less, but her depression was unaffected. Placebo regimen resulted
in a recrudescence of her symptoms. The combined (10 mg.) drug
regimen increased the feelings of depression, induced somatic com-
plaints and failed to abate the anxiety. A lowering of her medication
to 5 mg. resulted in a repetition of the period of relief of anxiety
and tremulousness. The patient was discharged, improved, on this
dose of oral reserpine.

R. §., a 19-year-old girl with hebephrenic schizophrenia, was
overactive, anxious, tense, fearful, and manifested both ideas of
reference and auditory hallucinations. Electroshock and insulin
coma therapy afforded her only transient relief. While on 5 mg. drug
regimens, she became less active, less anxious but more depressed.
Her dress became bizarre. When placebo medication was introduced,
her hallucinations ceased, her anxiety was more manifest but the
depressive features were less. On combined drug regimen, she be-
came calmer, more controlled in her behavior, but the bizarre ap-
pearance and ideational disturbances persisted.

In these three cases, a relationship between drug regimens and
the relief of anxiety symptoms could be demonstrated. In both M. B.
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and R. §., the overt manifestations of severe schizophrenia were suf-
ficiently modified to permit participation by the patient in milieu
and psychotherapeutic programs. In the other twelve cases, no such
relationship could be demonstrated.

Of the four cases in whom the drug regimen induced increased
symptoms, each manifested severe depressive feelings, crying spells,
and one, suicidal preoccupations. The following case exemplifies
the group.

G. W., a b2-year-old single woman, was admitted with a seven-
year history of depression and hypochondriasis. A previous course of
electroshock therapy was not completed because of injuries sustained
in a fall. She was tense, anxious, tremulous and depressed. While on
drug regimens she became more depressed and retarded. Her anxiety
and agitation increased. With placebo medication there was some
amelioration of these symptoms. Electroshock therapy was instituted.
She received fifteen treatments, with a rapid relief of her tension,
anxiety and depression. She was discharged one month later, much
improved.

There were eight patients in whom the drug regimen or placebo
periods were indistinguishable. There was neither a relief nor an
exaggeration of symptoms. The following case history illustrates
the group.

F. G., a 28-year-old woman, had a two-year history of severe anx-
lety, tension, feelings of depersonalization and obsessive ruminations
which followed the birth of her first child. She had previously been
treated with insulin coma and three courses of electroshock therapy,
with only transient relief. During the periods of reserpine study, she
showed no change in her symptoms while on drug or placebo
regimens.

The changes in behavior determined by psychiatric interviews
and rated according to the Malamud scale are represented in Table
I. In these tables, the figures represent the total scores for each obser-
vation period. The higher scores indicate deviation from more
“normal” behavior. The “control period” is a period of observation
without any drug medication. While the table lists the different
regimens in a definite sequence, the actual sequence varied from
patient to patient, in a random fashion. A statistical study, using
Wilcoxon’s method of paired replicates, (13) demonstrates no sig-
nificant difference in the group between any of the drug or no-drug
periods.

Because no significant change was demonstrated in the study of



