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Contribution to external validity of randomized controlled trials by comparing
between a mega-trial and observational studies.

Ogawa, Yusuke

1,400,000

effectiveness RCT
RCT

The objective of this study was to examine whether the results of effectiveness
randomized controlled trials (RCTs) have external validity by comparing the results of the mega-trial
which examines the optimum treatment strategy for unipolar major depressive episodes and previous
observational studies of antidepressants for treatment of depression. We conducted systematic review of

observational studies that reported manic switch in patients with depression treated with i
antidepressants. Similar results were observed between this mega-trial and observational studies. It was

suggested that RCT designed to raise external validity could preserve generalizability.




(randomized controlled trial: RCT)

RCT RCT
RCT
RCT
efficacy trial effectiveness
trial
RCT
RCT

(odds ratio: OR)
(risk ratio: RR) (risk
difference: RD)
(number needed to treat:
NNT)
RD  NNT

RCT
RCT

2000

effectiveness trial
Furukawa et al, Trials, 2011

RCT

effectiveness RCT

D

50 mg/
100 mg/

1))

PsycINFO

effectiveness RCT

MEDLINE  Scopus



RCT

RCT

RCT

The Cochrane Central Register of
Controlled Trials (CENTRAL)  MEDLINE
PsycINFO Scopus ClinicalTrials.gov the
International Standard Randomized
Controlled Trial Number Register (ISRCTN)
the WHO International Clinical Trials
Registry Platform (ICTRP)

bipolar disorder,

mania, manic, mixed bipolar,
schizoaffective lithium,
valproate, carbamazepine, amisulpride,

aripiprazole, asenapine, chlorpromazine,

clozapine, flupentixol, fluphenazine

haloperidol, levomepromazine, olanzapine,

paliperidone, perazine, perphenazine,
prochlorperazine quetiapine, risperidone,
sulpiride, ziprasidone, zotepine,
zuclopenthixol

RCT random-effects
model RR OR
RD NNT 95%

RCT

RCT

2013

26
2.89 3.9% 1.35%/
RCT
RCT
RCT
RCT
RCT
9
RR 0.97 95%
0.66, 1.42) OR  0.97 95%
0.63, 1.49 RD -0.00 95% -0.04,
0.03 NNH -345 95% 21,
-28
1
RCT
RCT
efficacy trial
RCT
Evidence Based Medicine RCT



Effectiveness trial

Risk Ratio
IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

MS +AP MS alone
Study or Subgroup Events Total Events Total Weight
1 Aripiprazole
Bristol-Myers Squibh 2008 18 180 7189 11.0%
Vieta 2008 22253 22 130 160%
Subtotal (95% Cl) 433 319 27.0%
Total everts 40

Heterogeneity. Taw®=1.24, Chi*= 1032, df=1 (P = 0.001); F= 30%
Test for overall effect Z= 0.16 (P = 0.87)

2 Asenapine
Szegedi 2012 10 158 5 166 B85%
Subfotal (35% Cl) 158 166  8.5%
Total everts 10 5

Heterogeneity: Not applicable
Testfor overall effect Z=1.38 (P =0.17)

3 Olanzapine
Tahen 2002 41 229 mo 114 173%
Tohen 2008 5 688 T B0 82%
Subfotal (35% Cl) 287 174 254%
Total everts 46

7
Heterogeneity: Tau? = 0.00; Chi*= 0.28, df= 1 (P = 0.60); F= 0%
Testfor overall effect Z= 015 (P = 0.88)

4 Paliperidone

Berwaerts 2011 11148 m 150 133%
Subfotal (95% Cl) 149 150  13.3%
Total events " ]

Heterogeneity. Mot applicahle
Testfor overall effect Z= 166 (P=0.10)

5 Quetiapine
Sachs 2004 16 90 14 100 140%
‘atham 2007 7 106 8 103 04%
Subfotal (95% Cl) 196 203 234%
Total events 23 22

Heterogeneity: Taw®= 0.00, Chi*= 0.45, df=1 (P = 0.50), F=0%
Testfor overall effect Z= 0.41 (P = 0.68)

6 Risperidone

‘fatham 2003 1 75 2 75 23%
Subtotal (35% Cl) 75 7% 2%
Total events 1 2

Heterogeneity. Mot applicahle
Test for overall effect Z= 0.57 (P=0.57)

Total (95% CI} 1298

Total events 13 105
Heterogeneity: Taw®= 016, Chi*= 16.38, df= 8 (P = 0.04), F=51%
Testfor overall effect Z= 0.16 (P = 0.87)

Testfor subaroun differences: Chi*=5.15, df= 5 (P =0.40), F= 2.8%

1087 100.0%
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