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LAI OAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95%Cl Year M-H, Random, 95%ClI
Crawdford 1974 2 14 6 15 1.0% 0.36[0.09,1.48] 1974 ————
Del Guidice 1975 21 27 59 61 95% 0.80[0.65,0.99] 1975 -
Rifkin 1977 2 23 3 28 0.7% 0.81[0.15,4.45] 1977 _—r
Falloon 1978 8 20 5 24 21% 1.92[0.74,4.95] 1978 _
Hogarty 1979 22 55 36 50 6.8% 0.56[0.38,0.80] 1979 ——
Schooler 1980 54 107 61 107 8.8% 0.89[0.69,1.14] 1980 —t
Barnes 1983 3 19 3 17 1.0% 0.89[0.21,3.85] 1983 —_—
Kaneno 1991 8 127 9 132 22% 0.92[0.37,2.32] 1991 —_—
Glick 2005 5 9 9 16 31% 0.99[0.48,2.04] 2005 —_—
Arango 2006 10 26 6 20 26% 1.28[0.56,2.93] 2006 —_—
Keks 2007 25 247 27 300 4.9% 1.12[0.67,1.89] 2007 ——
Bai 2007 2 23 0 25 02% 5.42[0.27,107.20] 2007 >
Potapov 2008 4 20 8 20 1.8% 0.50[0.18, 1.40] 2008 e
Kamijima 2009 18 147 5 51 21% 1.25[0.49,3.19] 2009 —_—
MacFadden 2010 90 177 82 172 9.4% 1.07[0.86,1.32] 2010 -
Kane 2010 58 599 23 322 55% 1.36[0.85,2.16] 2010 +—
Gaebel 2010 65 327 122 326 8.6% 0.53[0.41,0.69] 2010 ——
Schooler 2011 75 146 62 150 8.8% 1.24[0.97,1.59] 2011 —
NCT00246259 11 32 5 31 21% 2.13[0.84,5.43] 2011 I Em—
Detke 2011 102 264 104 260 9.4% 0.97[0.78,1.19] 2011 -
Rosenheck 2011 86 187 90 182 9.4% 0.93[0.75,1.15] 2011 -4
Total (95%Cl) 2,596 2,309 100.0% 0.93[0.80, 1.08] L
Total events 671 725
Heterogeneity : Tau?=0.05; Chi2=48.15, df=20 (p=0.0004) ; 12=58% 1 1 1 1
0.05 0.2 1 5 20

Test for overall effect:Z=0.94 (p=0.35)
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Study name

Girardi et al. 2010
Beauclair et al. 2005
Arato & Erdos 1979
Devito et al. 1978
Denham & Adamson 1971
Morritt 1974

Lam et al. 2009

Lindholm 1975

Peng et al. 2011

Gottfries & Green 1974
Rosa et al. 2012

Chang et al. 2012
Johnson & Freeman 1972
Crivera et al. 2011

Ren et al. 2011

Svestka et al. 1984
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1) MlAANILHE
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Outcome

Risk

ratio
Hospitalization Risk 0.024
Hospitalization Risk 0.092
Hospitalization Risk 0.204
Hospitalization Risk 0.281
Hospitalization Risk 0.333
Hospitalization Risk 0.343
Hospitalization Risk 0.369
Hospitalization Risk 0.391
Hospitalization Risk 0.452
Hospitalization Risk 0.500
Hospitalization Risk 0.529
Hospitalization Risk 0.557
Hospitalization Risk 0.570
Hospitalization Risk 0.597
Hospitalization Risk 0.663
Hospitalization Risk 1.286

0.428

Statistics for each study
Lower Upper

R wh#E 6 (2016) 118 % 8 %5

Risk ratio and 95%CI

limit limit Z-Value p-Value
0.001 0.397 —2.609 0.0091
0.030 0.282 —4.166 0.0000
0.119 0.350 —5.761 0.0000 ——
0.183 0.430 —5.844 0.0000 ——
0.254 0.438 —7.884 0.0000 -
0.214 0550 —4.440 0.0000
0.327 0.415 —16.569 0.0000 [ |
0.232 0.660 —3.515 0.0004
0.321 0.636 —4.554 0.0000
0.324 0.771 —3.136 0.0017
0251 1116 —1.672 0.0944 T
0.437 0.711 —4.697 0.0000
0.461 0.704 —5.203 0.0000
0.463 0.768 —4.003 0.0001
0.611 0.720 —9.746 0.0000 [ |
0541 3.056 0569 0.5694 =
0.349 0.525 —8.113 0.0000
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Study name

QOutcome

Rate Lower Upper

Statistics for each study

611

ratio limit  limit
Beauclair et al. 2005 #Hospitalization 0.103 0.044 0.239
Arato & Erdos 1979 #Hospitalization 0.106 0.062 0.182
Waldman & Neuman 1984  #Hospitalization 0.201 0.137 0.296
Denham & Adamson1971 #Hospitalization 0.262 0.192 0.357
Morritt 1974 #Hospitalization 0.283 0.165 0.485
Malm 1971 #Hospitalization 0.294 0.179 0.484
Devito et al. 1978 #Hospitalization 0.355 0.239 0.528
Polonowita & James 1976  #Hospitalization 0.414 0.269 0.639
Chang et al. 2012 #Hospitalization 0.430 0.318 0.580
Carswell et al. 2010 #Hospitalization 0.441 0.381 0.511
Lindholm 1975 #Hospitalization 0.447 0.299 0.670
Peng et al. 2011 #Hospitalization 0.469 0.331 0.666
Ren et al. 2011 #Hospitalization 0.742 0.682 0.808
Tan et al. 1981 #Hospitalization 0.800 0.641 0.999
Bourin et al. 1998 #Hospitalization 1.346 1.137 1.595

0.381 0.283 0.513
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Studying the Efficacy of Long-acting Injectable Antipsychotics (LAI) While Considering
Study Design Limitations : A Discussion in Favor of LAI

Taishiro KiSHIMOTO

Keio University School of Medicine
Hofstra Northwell School of Medicine

This article was adapted from the presentation of a debate session at the 111th annual
meeting of the Japanese Society of Psychiatry and Neurology. It addresses the pros and cons of
long-acting injectable antipsychotics (LAI), and the author of this article suppored the use of
LAIs on the basis of their efficacy. Based on randomized controlled trials (RCTs), LAIs were
similar to oral antipsychotics in terms of relapse prevention. However, in the RCTs, selection
bias and alterations in treatment ecology have to be taken into consideration, in that patients in
the RCTs are more likely to be adherent. For example, various treatment experiences in
RCTs, such as reminders, assessments, and/or incentives, could have improved patients’ adher-
ence. In contrast, mirror image studies, which compare the equivalent duration before and
after the initiation of a new treatment, may reflect the effectiveness of LAIs in real-world clini-
cal settings. In mirror image studies, the hospitalization risk and rate significantly decreased
after the introduction of LAIs. LAls as a treatment option should be discussed with patients,
especially those who have adherence problems and/or who prefer LAIs.
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