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ABSTRACT

Aim:To compare the efficacy of electroconvulsive therapy (ECT) with risperidone in
the treatment of lorazepam non-responsive catatonia. Materials and methods: Inpatients
with non-affective catatonia (n=18) non-responsive to at least five-day trial of lorazepam
(6-8 mg/day) were randomised into two groups in a double blind randomised design.
Written informed consent was obuained. Four were dropped from the triat as they
were found to have depressive catatonia. One group received true ECT (thrice weekly,
n=8} plus oral placebo while the other received sham ECT plus risperidone {4-6 mg/
day). Bush-Francis Catatonia Rating Scale (BFCRS) was administered twice weekly to
assess improvement in catatonic symptoms over a period of three weeks. The two
groups were compared using two-way RMANOVA, Results: BFCRS scores reduced
markedly over treatment course and this reduction was more profound in the ECT
group {p=0.035). Shorter the duration of illness greater was the response (lower
scores of BFCRS). Conclusions: Superior clinical efficacy of ECT over neuroleptics in

cataconia is confirmed by this randomized clinical trial.
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INTRODUCTION

Latatonia s a1 svadrome of motor ab-
normalities in association with disorder of
maood, behaviour or thought (Mahendea,
1981). Catatonia 1s both a symptom and
diagnosis by itself. It is a medical emergeney.
A detailed eeview of organic conditions
producing catatonia is described clsewhere
{Ahuja, 2000}, Vunctional Bnesses, which
produce catatonia, include mood disorder
dmania and depression}, schizophrenia and/
or dissociation. Ratelv it can be a manifes-
‘ation of other psvchiatric illness such as
nbsessive-compulsive disorder (Jagadeeshan
ot al, 2002). Benzodiazepine, particularly
lotnzepam, is the weament of choice in
tunctional catatonia {Greenfield et al, 1987;
Bush ¢t al, 199%a; Pavee et al, 1999, Nearly
TR of the patients improve within 48-

72 hours of lorazepam trial (6-Bmg/day).
Flectroconvulsive therapy (13CT) is an al-
ternative form of treatrnent in catatonia.
LCT is tound to be useful in lorazepam
non-responsive catatonic patients (Rohland
er al, 1993; Bush et al, 1996a). Caratonic
symptom in severe depression also had a
good prediction o BCT response (Abrams,
1997, Joseph, 1999). Many psychiatrists
consider catatonia as a subtype of schizo-
phrenia and have thercfore used neuroleptic
drups with success (Joseph, 1999). Other
agents used in the oeatment include
amobarbital, lithium and carbamazepine
(Abrams and Taylor, 1976; Abrams, 1997).
However their use is limited in clinical
practce. There are also no comparative
trials with these agents in the treatment of
catatonia. This study compated the efficacy
of LZCT over anipsychotic drug - dsperidone

)]

in lorazepam non-responsive non-affective
catatonia,

MATERIALS AND METHODS

Subjects

Drug naive inpaticnts (n=68) with a
diagnosis of non-atfective funcdonal cata-
tonia were considered for che tial. The
clinical diagnosis (JCID-10; WHCY, 1992) was
made based on the detailed histoey obtained
from patient's relatives and previous records.
All patieats received a tral of lorazepam (6-
8mg/day PO or ix for a maximum period
of 5-days). Fifty patients {73.5%) responded
to greatment. Those not responding (having,
at least owo catatonic signs; n=18) were
consilered  for the swdv. None of che
paticnts  had any history  supgestive  of
underlying organicity. None had received
ECT in the past. Basic investigations (com-
plete haemogeam, biochemistry, serum clec-
trolytes and urine examinations) were nor-
mal. The clinical diagnosts in lorazepam
non-responsive patients was confirmed in-
dependently by another psychiacrise (GK)
duting the study period by ¢linical interview,
Nine received a diagnosis of schizophrenia,
five had psychosis NOS while the rest four
had depressive catatonia. Depressive cata-
tonic patients were excluded from analysis,
Thus the final sample consisted of 14
patients (3 females). The mean2SD age of
the sample was 23.8%+4.1 vears (range 20-
47 years). They were randomised into one
of the two groups {GR). One group re-
ceived true LECT plus placebo (HCT group;
n=8) while the other received sham JCT
plus risperidone (rsperidane group; n=6).
Lorasepam  was  stopped in all patients
before entenng the study. The study was for

Consent for the study was obtained from
the spouse or a nearest family member and
also from the padent during the  stdy
perod when he was able to provide con-
sent. The psychiatry depactiment at National
of Mental  Health  and
Neruosciences, Bangalore approved the study
protocol.

Instirtute

Treatment
Patients in 1ICT group reccived bilateral
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modificd BCT prescribed chrice weekly uniil
climeu) improvement was maximum  and
mamtnnied for at least one week, Threshold
was asseased ar tirse BECT session using
dtraton method and i subsequent sessions
margually supeathreshold doses (6m€C +
threshold) adminisiesed, Thiopentone (dmg/
ki body weehy), succinylehesline (Img/ky
body weehty and atropine (ILOny) were
used for modification, Cuff method was
used o record motor seizure duraton aned
compurcrized BEG was used for cecording
cerchral seraure at all BCT sessions, These
paricars also received oral placebo given in
BID duses. No psychotropic medications
were administered dunng the sukly period
excepr in one for agitnnon (lomzepam 2myg
ar mighry. Afrer the completion of the soudy
perisd panents were started on risperidone
{-h- g/ day),

Patents in risperidone group  received
oral nxpenidone in BID doses, 2mg pee day
{day-1) and that was mereased o 4 1o Gmg
over fwo o tour days unul patient devel-
oped subrle exeeapryramidal symproms (LEPS),
sham BT was admimistered at theice weckly
ECT usmg mtravenous thiopentone (4mg/
Kyt Doy weighrd The B cuft was ted in
the right ey and the 182G electrodes were
apphied over the sealp in sham BECT patienes

[(B133

Rating scales

In loryepam  non-responsive  patients
(= 18), the chnicad diagnosis was contirmed
tn chindeal mreeview {10110, WHO, 1992)
b another prychiarnst (GK) at baseline and
durmg rthe study penod.

Pavents were evaluated  for  catatonic
sgms seventy using Bush-Franeis Caratona
Ravng, Scale {BEURS; Bush et al, 1996b)
adounisterad betfore BT (baselne) and
rwice weekly thereatter. Another psyelnaerist
WG adiisiered BECRS on the ifth day
of lomzepam treanment. Pateats who had
o or only ooe cabatonic sign on BECRS
were termed Presponders’. Those who had
more than one were tecmed ':mn-rcspnn—
sie” and coninued in the toial.

Povehopathology was dssessed once gvery
week using Positve and Negative Svndrome
Scale (PANSS; Kav er al, TIR7) PANSS was

nor admmustered  ar bascline  {as foemal

interview was not possible). Scores were
available in only eight padents at the end
of one week and for all paticats at the end
of second and thied week.

Columbia side-effect checklist (Sackeim
et al, 1987) for ECT-induced side effects
and Simpson-Angus rating scale {Iejoyeux
ct al, 193} for risperidone-induced
exteapyramidal side effects were adminis-
tered once every week inall patients. A
single psychiatrist ((GGNS) adiministered all
the above tating scales through our the
study period. He was blind to randomisation.

Statistics

Fisher's test was used to compare the
demograpbic and clinical charactetistics of
the patients berween the ECT group and
risperidone group. The diagnostc agree-
ment berween the two raters in 18 patients
was assessed by Kappa. The interrater
reliability on baseline BIECRS score was
mueasured by intraclass correlation. Two-way
RMANOVA was used o compare the
BUICRS scores between the BCT geoup and
risperidone group over three-week penod.
Similarly PANSS scores available at the end
of sccond and thied week were compared
berween the two groups using nwo-way
RMANOVA,

RESULTS

All subjects (n=14) completed the 3-
week study petiod. The demography and
clinical dara of the RCT and risperidone
groups are given in Table-1. The two groups
were comparable. The clinical diagnosis had
high interratet reliability (Kappa=t.75). The
mean baseline BECRS scores were similar
between the owo groups (Fig-1). The
intraclass correlaton cocfficient was 1.76.

Both groups demonstrated an improve-
ment in BICRRS by the end of third weck,
The improvement was greater in FCT
group compared to risperidone group at any
treatment week and was saastcally signifi-
cant (p=¢1.035, lig-2). In LCT group, ECT
was required to be continued bevond the
three-week study period in four patients, In
three paticnts of the risperidone group,
ECT was advised after the study petiod.

PANSS scores improved both in the
ECT group and the dispenidone group by
the end of third week, The improvement
i positive  psychopathology  scores  was
significandly greawer in BCT group com-
pared o risperidone group (p=0.04).

Thete were ne major untoward  side
cffects cither with ECT ot risperidone.

TABLE!: Scciodemographic and clinical variables between ECT group and

risperidone group (meantSD)

Variables ECT Group Risperidone

(n=8) Group  (n=6)
Age (years) 247347 22.5%34
Sex (malefemale)* 1:7 24
Diagnosis (schizophreniapsychosis NOS)* 5.3 4:2
Duration of illness (months) 3301419 50.3140.6
Range (meonths) 0.25-120 6-108
Duration of catatonic signs {weeks) [4.91£20.7 69.81113.79
Range (weeks) 1-48 2-288
Baseline BFCRS scores 13.6%3.3 13.0+20
Range 8-17 10-15
*frequency.

The two groups were comparable in all the varizbles measured.
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There was higher incidence of headache
(n=6) and transicnt memory impaicment
(n=4} in LCT group. There was no major
on-the-table complication with FCT except
onc having prolonged seizures at ewo BCT
sessions {aborted using Bmyp inteavenous
Jiazepam). Two padents in dsperidone group
F had tremors and mild rigidity and received
tihexyphenydyl  (2-4mp/day) along with
risperidone. One had akathisia but no
additional intervention was necded clinically.
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None had dystonia or neuroleptic malignant
syndrome.

DISCUSSSION

The results of this study demonstrared
that ECT was than
tisperidone in the treatment of non-affective
catatonia non-tesponsive to  lorazepam.
BFCRS and PANSS scores improved morte

mote ecfficacious

W EcT

4 Fig-1. Baseline 14-item BFCRS scores for ECT group and risperidone group.
Y-axis indicates the percentage of patients having the catatonic sign, The
scores were comparable between the two groups.
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Fig-2, Two-way RMANOVA comparing BFCRS scores over three-weeks between

the ECT group and risperidone group.

)

with RCT than rispetidone and were sta-
tistically significant. To our knowledpe this
is the only double blind randomised study
that has compared two different wreatments
in catatonia. Hence no comparison is pos-
sible. The study consisted of a homopenous
group of non-affective catatonic patients
from a representative inpatient sample. There
was high interrater reliabilicy in  clinical
diagnosis and bascline BIFCRS scores.

Most of the catatonic patients (73.5%)
improved with lorazepam and within 48-72
hours. This response was in comparison to
eatlier seudies {Greenfield et al, 1987;
Ungavati et al, 1994; Bush et al, 1996; Payee
et al, 1999). On comparison with the non-
responders (n=18), the carlier group had
relatively short duradon of catatonia (12.5
weeks v/s 384 wecks) and were latgely
males (38 v/s 3).

Unlike lorazepam, which is useful in
amelioratng the catatonic signs, ECT also
produced marked improvement in underly-
ing psychiatric illness. The PANSS scores
improved better with ECT compared to
risperidone. Positive symptoms improved
more than negative symptoms.

Univariate analysis was attempted to
examine predictors of responsc in caratonia.
Patients treated with ECT and shoreer
duration of catatonia had lower BFCRS
scores at the end of three-week. There was
no association berween the number of
catatonic signs and outcome. These findings
support eatlier observations (Roscbush et al,
1992; Bush et al, 1996).

Response to ECT was dramatic in cata-
tonia in previous studies (Rosebush er al,
1992, Bush et al, 1996). The average numbet
of ECT ranged from 2-4 and clinical
improvement was marked. In our soady
though paticnts improved with BCT, the
avetage number of LCT was 887 (range
6-13} in ILCT group, We deliberatcly selected
non-affective catatonia. Nearly 65% of the
patients in previous studies had affective
illness {Bush et al, 1996). Sccondly che
duration of catatonia prior to entry in their
study was less than a week while it was 38.4
wecks in our study.

Catatonia scores reduced significantly in
the ECT group. However four out of cight
patients continued to receive ECT beyond
a threc-week period (10-13 FCT) though
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the catatonic signs had improved. BCT was
continugd in these patients for their psy-
chutic symproms. Theee  patients  from
psperidone group received BCT along with
risperidone (Gmg/day) after the swdy pe-
riod as the catatonic signs persisted. Two
of them completely reritted while the third
peesisted  to have ocar mutsm and
acgativism. These observations suggest that
FCT teeatment may be initated early in
catatonic patients, whea indicated, o pro-
Jduce masimum benefits, Some advocate the
wie of FCT tw augment andpsychutic re-
sponse in catatonic schizophrenia (Amei
can Psychaitric Association, 1997). However
it needs o be esplored whether ECT plus
antipsychone drug in camatonia has an ad-
vantage over FCT alone

l6s this srdy, four patents were excluded
as they had depressive catatonia. It is likely
that when patient is brought in catatonic
state, the primary diagnosis is difficult to
cstablish. However, once underlying
organiciy s ruled out and patient s non-
responsive o lorazepam treatment, LECT
can be administered safely inscead of giving
a prolonged tral of psychotropic drugs
(such as rispeadone). In our study oo
escept one who had prolenged scizure,
none of the BUT patients had complica-
gons. However, BEG and ECG monitoring
during ECT may be preferred in catatonics,

Some  have atgued chat addition  of
neuroleptics in catatonic patents may pre-
cipitate catatonic signs  (Gerenberg, 1977,
Tavlor, 1990). There is also risk of NMS
(Manmn er al, 1986; Philbrick and Rumnans,
1994} which is lifc threatening  Mowever,
none in our sample had any such serious
cffects. However, one has 1o be cautious
and watch for such symptoms and gradually
increase neurolepics iF preferred over BCT,

Mthough 1XCT is better than neuroleptic
drugs in the treaunent of catatonia as
sugeested by our study oo, one needs to
be cautious in use. Nifty percent of the
patienrs  in both the ECT group and
tigpetidlone group aceded FCT beyond the
three-week study penod. BEUT patiears did
not obtain total cecovery. This may indicare
that the extear of mprovement with ECT
m o catatonia may not be as dramatic as
generally believed.

There are technical difficulties in con-

ducting trials of this kind. Although ECT
is better in cartatonic pauents the inherent
difficulties include: a) most of the patients
with catatonia improve with benzodiazepines,
b) it is difficult 1o classify catatonic patients
into affective and non-affective illness on
presentation, ¢} if non-affective caratonia,
whether risperidone is the choice in treat-
ment or continuing benzodiazepine im-
proves the clinical condition? Under these
considerations the results of this srudy is
to be weighed with caution. Further, the
limitatons of the study. These include
relatively small sample sive and the study
restricted to three-week perod. Andpsyhotic
effects are maximum after three to four
weeks  of Also the dose of
speridone was gradually increased over
first few days. This might have resuleed in
lower wsponse in both the caratonic signs
and psychopathology scores in the
risperidone group.

reatment,

Summarising the literarure existing,
benzodiazepam should be chosen as the
treatment of choice in caratonia. In chose
not responding, one should not wait for the
prolonged dJdrug trals contnuing clinical
deterioration. Many have supporied the
usage of ECT in lorazepam non-responsive
catatonia. Fricchione (1989) recornmend,
"given the significant morbidity and mortal-
ity associated with catatonia, ECT should
be considered if an expeditious 48-72 hours
benzodiazepine trial is unsuccessful”, This
double blind design favours the usage and
safety of ECT over rdspetidone.
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