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Tk 3% (Clinical scenario) 4 #7

o A 42-year-old woman who has the diagnosis of
schizophrenia, paranoid type for 30 years.
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o Exacerbated persecutory delusion and homicidal ideation
for 3 months
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o Schizophrenia, paranoid type
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Zotepine 300mg, Sulpiride 1200mg, (Lamotrigine 25mg)
Risperidone 6mg, Quetiapine 600mg

Risperidone 6mg, Quetiapine 1350mg, and Haloperidone 10mg
Clozapine 450mg

Persistent delusion and homicidal ideation



‘ Asking background question

= What Is the pathogenesis of schizophrenia?




I UploDate.

the pathogenesis of the disorder is unknown

0 schizophrenia represents a syndrome comprised
of multiple diseases that present with similar signs
and symptoms

0 a complex interaction between genes and the
environment




Genetic risk

Environmental risk

o Obstetrical complication
a Infection

a Inflammation

o Cannabls use

o Immigration
Neurotransmitter

o Dopamine

o Glutamine

o Gamma-amino-butyric acid
o Acetylcholine

I UploDate.



Foreground question

¥vigoe A A~ A R (treatment refractory
schizophrenia) & & & * 3 & 5 2
(Electroconvulsive therapy)%_% ¥ & &2/ JE K

P | treatment refractory schizophrenia

I ECT+antipsychotics

C | antipsychotics

O | Clinical Symptom relief




Searching for usetul Database




Search strategy: 6S model

UpToDate

DynaMed
ACP PIER

BMJ Clinical Evidence

ACP journal club

Evidencebasedmedici
ne.com

Cochrane Library

BMJ Evidence Updates

Other Systemic reviews
eg. PubMed systemic
reivew

Examples'
Systems
Computerized decision support
Sianiaaides Evidence-based textbooks
(eg. ACP Med, CE, Dynamed, PIER, UTD)
Evidence-based journal abstracts
553'““““”“ of (eg, ACPIC, EBM, EBN, DARE)
Systematic reviews
Syntheses (eg, ACPIC+. EvidenceUpdates,
Cochrane)
Synopses of Studies Evidence-Based journal abstracts
Studies

Original journal articles
{eg. ACPIC+, EvidenceUpdates)




‘ Searching result Dyna Mad

o & & Prwered by EBSOan”

= electroconvulsive therapy (ECT) may
provide short term symptom relief in
schizophrenia but no evidence of long-
term benefit



http://web.ebscohost.com.ezproxy.lib.kmu.edu.tw:2048/dynamed/detail?vid=3&sid=6a12dd10-4273-41e9-89b2-da4023b95ecb%40sessionmgr11&hid=10&bdata=JnNpdGU9ZHluYW1lZC1saXZlJnNjb3BlPXNpdGU%3d�

‘ Searching result
ACP Journal Club

t New Evidence fo

= Key words
o Schizophrenia, electroconvulsive therapy
o did not match any documents.




‘ Searching result

Search

COCHRANE LIBRARY

Independent high-quality evidence for health care decision making

Search Manager Medical Terms (MeSH) Browse

Search All Text

» | | refractory schizophrenia Go

(=) |anDw

Search All Text

Add to Search Manager

» | | "clozapine”

(=) (+)| AnD [

Search All Text

» | | "electroconvulsive therapy”

Search Limits

All Results (7)

{*) Cochrane Reviews (§)

(oF]
{*) Review
O Protocal

Y Dther Beaviews (I"I:I.

() Trials (1)

O Methods Studies (0)
() Technology Assessments (0)

() Economic Evaluations [0y
(O Cochrane Groups (0}

@ All

View search tips  (Word variations have been searched)

Cochrane Database of Systematic Reviews : |ssue 2 of 12, February 2013

There are 6 results from 7773 records for your search on ‘refractory schizophrenia and "clozapine” and
"electroconvulsive therapy” in Cochrane Reviews'

Sort by | Relevance w

Seleu:talll Export all | Export selected

Electroconvulsive therapy for schizophrenia
Prathap Tharyan and Clive E Adams
April 2005

Review

| Antipsychotic medication for early episode schizophrenia
John Bola , Dennis Kao , Haluk Soydan and Clive E Adams

June 2011




A randomized controlled trial of ECT in
clozapine-refractory schizophrenia

ECT+clozapine vs. clozapine

Response rates

0 20% and 40% reduction on the BPRS psychosis
items.
BPRS 20% reduction: 57.1% vs. 5.7% (p<0.001)
BPRS 40% reduction: 47.6% vs. 0% (p<0.001)
The combination of ECT and clozapine was
generally well tolerated and no unusual side

effects were observed.

The Cochrane Central Register of Controlled Trials (CENTRAL) 2011
Issue 4



Electroconvulsive therapy for schizophrenia

Background

o The effects of its use in people with schizophrenia
are unclear.

Search methods

o We undertook electronic searches of Biological
Abstracts (1982-1996), EMBASE (1980-1996),
MEDLINE (1966-2004), PsycLIT(1974-
1996),SCISEARCH (1996) and the Cochrane
Schizophrenia Group’s Register (July 2004). We
also inspected the references of all identified
studies and contacted relevant authors.

The Cochrane Central Register of Controlled Trials (CENTRAL)
2012 Issue 2



Selection criteria

Q

randomised controlled clinical trials

ECT with placebo, 'shamECT’, non-pharmacological interventions
and antipsychotics

for people with schizophrenia, schizoaffective disorder or chronic
mental disorder.

Data collection and analysis

Q

Q

Q

critically appraised studies, extracted data and analysed on an
Intention-to-treat basis.

calculated risk ratios (RR) and their 95% confidence intervals (Cl)
with the number needed to treat (NNT).

For continuous data Weighted Mean Differences (WMD) were
calculated.

We presented scale data for only those tools that had attained
pre-specified levels of quality. We also undertook tests for
heterogeneity and publication bias.

The Cochrane Central Register of Controlled Trials (CENTRAL)
2012 Issue 2



Main results

o ECT vs. placebo or sham ECT, more people improved in the real
ECT group

o ECT resulted in less relapses in the short term than sham ECT
and a greater likelihood of being discharged from hospital

o no evidence that this early advantage for ECT is maintained over
the medium to long term.

o When ECT is directly compared with antipsychotic drug
treatments (total n=443, 10 RCTSs) results favour the medication

group

o ECT combined with antipsychotic drugs results in greater
improvement in mental state than with antipsychotic drugs alone

o continuation ECT was added to antipsychotic drugs, the
combination was superior to the use of antipsychotics alone
(n=30, WMD Global Assessment of Functioning 19.06 CI 9.65 to
28. 47) or CECT alone

The Cochrane Central Register of Controlled Trials (CENTRAL)
2012 Issue 2



Conclusion

o ECT, combined with treatment with antipsychotic
drugs, may be considered an option for people
with schizophrenia

For those with schizophrenia who show limited response
to medication alone.

The Cochrane Central Register of Controlled Trials (CENTRAL)
2012 Issue 2



‘ Searching results

PmeEd.gw

PmeEd.gﬂu PubMed

b | | {irefractory schizophrenta) AND clozapine) AND electroconvulsive therapy

U5 Mational Librany of Medicine

Mational Institutes of Health

FJ)RSS Save search Advanced

Show additional filters Display Settings: ] Summary, 20 per page, Sorted by Recently Added Send to:
Article types

Clinical Trial Results: 13

Review

more ...

[0 Combined clozapine and electroconvulsive therapy in clozapine-resistant schizophrenia:

1. clinical and cognitive outcomes.
Text availability Biedermann F, Pfaffenberger N, Baumgartner S, Kemmler G, Fleischhacker WW, Hofer A.
Abstract available JECT. 2011 Dec27(4):e61-2. doi: 101097 CT.0b012e31821a58f05.
Free full text available PMID: 22124226 [PubMed - indexed for MEDLINE]
Full text available Related citations
Publication [0 Pharmacotherapy for treatment-refractory schizophrenia.
dates 2. van sant SP. Buckley PF.
5 years Expert Opin Pharmacother. 2011 Feb;12(3):411-34. doi: 10.1517/14656566.2011.528200. Review.
10 years PMID: 21254948 [PubMed - indexed for MEDLINE]
Custom range. .. Related citations
Species [] Electroconvulsive therapy for treating schizophrenia: a chart review of patients from two
Humans 3. catchment areas.

Other Animals

Kristensen D, Bauer J. Hageman [, Jergensen MB.
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Critical appraisal




Oxtord Centre tor Evidence-Based Medicine 2011 Levels of Evidence

Question

IStep 1
[Lewvel 17)

Step 2
(Level 2%)

Step 3
(Level 3%)

IStep 4
(Lewel 47)

IStep 5 (Lewel 5)

How common is the
problem?

Local and current random sample
lsurveys [or censuses)

Systematic review of surveys
that allow matching to local
clrcumstances™ ™

Local non-random sample™™

Case-seres™™

n/a

Is this diagnostic or
monitoring test
accurate?
(Chagnosis)

Systematic review

ot cross sediional studies with
consistently applied refterence
istandard and blinding

Indrvdual cross sectional
studies with consistenthy
applied reterence standard and
bhinding

Mon-consecutive studies, or studies without
consistently applied reference standards®*

Caze-control studies, or
"poor or non-independent
reterence standard ™™

Mechani=sm-based
reasoning

What will happen it
wedo not add a
therapy?

[ Brognosiz)

Systematic review
ot inception cohort studies

Inception cohort studies

Cohort study or control arm of randomized trnial™

Case-series or case-
control studies, or poor

quality pregnostic cohort
ot

n/a

Does this
intervention help?
[ Treatment Benehits)

Syetematic review
of rmndomized trials or n-ot-1 trials

Randormized tral
or cbservational study wath
dramatic eftect

Mon-randomiized controlled cohort/tollow-up
study™®

(Case-series, case-ocontrol
istudies, or histoncally
controlled studies™™

Mechanism-baszed
reasoning

What are the

Syetematic review of randomized

Indrvidual randomized tral

Mon-randomized controlled cohort/tollow-up

Caze-series, case-control,

Mechanism-based

COMMON harms?
[ Treatment Harms)

tnals, systematic review

of nested case-control studies, n-
of-1 trial with the patient yvou are
raizing the question about, or
obsenvational study with dramatic
ettect

or (exceptionally) cbeenvaticnal
=tudy with dramatic eftect

study (post-marketing survelllance) prowvided
there are suthcient numbers to rule out a
common harm. (For long-termn harms the
duration of tollow-up must be suthoent. J**

What arethe RARE
harms?
[ Treatment Harms)

Syetematic review of randomized
tnals or n-ot-1 tnal

Randomized trial
or [ exceptionally) cbeenvaticnal
=tudy with dramatic eftect

or histoncally controlled
studies™

reasoning

Is this (eady
detection) test
worthwhile?

[ Screening)

Systematic review of randomized
tnals

Randormized trial

Mon -randomized controlled cohort/tollow-up
study™®

Case-series, case-control,
or histoncally controlled
studies™*

Mechanism-based
reasoning




N i Bt

0 Systemic Review appraisal worksheet (CEBM,
2010)

21



‘ Final choice

[Intervention Review]

Electroconvulsive therapy for schizophrenia

Prathap Tharyanl, Clive E Adams?

ISouth Asian Cochrane Network & Centre, Prof. BV Moses & ICMR Advanced Centre for Research & Training in Evidence Informed
Health Care, Christian Medical College, Vellore, India. 2Cochrane Schizophrenia Group, University of Nottingham, Nottingham, UK

Contacr address: Prathap Tharyan, South Asian Cochrane Network & Centre, Prof. BV Moses & ICMR Advanced Centre for Research
& Training in Evidence Informed Health Care, Christan Medical College, Carman Block IT Floor, CMC Campus, Bagayam, Vellore,
Tamil Nadu, 632002, India. prathap@cmcvellore.ac.in. cochrane@cmcvellore.ac.in.

Editorial group: Cochrane Schizophrenia Group.
Publication status and date: Edited (no change to conclusions), published in Issue 4, 2009.
Review content assessed as up-to-date: 15 February 2005.




SYSTEMATIC REVIEW: Are the results of the review valid?

o What question (PICO) did the systematic review address?
BEFHRP 2R BLE vy 3h 3 FREFF (e HoRh RRF)ESFDFERGHIP B
Yes

o Is it unlikely that important, relevant studies were missed?
P ERE & Yk
Yes

o Were the criteria used to select articles for inclusion appropriate?
E e g Rl Y
Yes
o Were the included studies sufficiently valid for the type of
guestion asked?

S A SR A R
Yes
o Were the results similar from study to study? Not clear
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Audit ( p 33 )
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Thanks for your attention~~
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