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On the need for increased rigour and care in
the conduct and interpretation of network
meta-analyses in drug development

Kevin Carroll** and Robert Hemmings®

The rise over recent years in the use of network meta-analyses (NMAs) in clinical research and health economic analysis is
little short of meteoric driven, in part, by a desire from decision makers to extend inferences beyond direct comparisons in
controlled clinical trials. But is the increased use and reliance of NMAs justified? Do such analyses provide a reliable basis for
the relative effectiveness assessment of medicines and, in turn, for critical decisions relating to healthcare access and pro-
visioning? And can such analyses also be used earlier, as part of the evidence base for licensure? Despite several important
publications highlighting inherently unverifiable assumptions underpinning NMAs, these assumptions and associated poten-
tial for serious bias are often overlooked in the reporting and interpretation of NMAs. A more cautious, and better informed,
approach to the use and interpretation of NMAs in clinical research is warranted given the assumptions that sit behind such
analyses. Copyright © 2015 John Wiley & Sons, Ltd.

Keywords: network meta-analyses; rigour; bias
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Comparative efficacy and tolerability of 15
antipsychotic drugs in schizophrenia: a multiple-
treatments meta-analysis

Leucht S, Cipriani A, Spineli L, et al.
Lancet, 2013; 382(9896): 951-62
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Supplementary appendix

This appendix formed part of the original submission and has been peer reviewed.
We post it as supplied by the authors.

Supplement to: Leucht S, Cipriani A, Spineli L, et al. Comparative efficacy and
tolerability of 15 antipsychotic drugs in schizophrenia: a multiple-treatments
meta-analysis. Lancet 2013, published online June 27. http://dx.doi.org/10.1016/
5S0140-6736(13)60733-3.

This appendix has been corrected. The corrected version first appeared at
thelancet.com on September 13, 2013

Appendix 1 — Protocol (page 2-24)

Appendix 2 — Dose review (page 25—40)|

Appendix 3 - Description of included studies (page 41-65)

Appendix 4 — Statistical method (page 66-69)

Appendix 5 — PRISMA statement (page 70-76)

Appendix 6 - Risk of bias assessment (page 77-84)

Appendix 7 — Network of studies for secondary outcomes (page 85-91)
Appendix 8 — Meta-analytic results of direct comparisons (page 92-96)
Appendix 9 — Cumulative ranking curves (page 97-104)

Appendix 10 - Assessment of inconsistency (page 105-114)

Appendix 11 - Sensitivity analyses and meta-regressions (page 115-132)

Appendix 12 — Numbers-needed-to-treat/harm (page 133-139)
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: -0.38 -0.16 -0.47 RIS 1 114 -0.15(-0.51.0.22
Asenapine [-0.51, -0.25] 13 [-0.30. -0.02] . [-0.58. -0.35] 3 ( )
_ 033 0.02 -0.39
Lurasidone - 14 15 14 . -
[-0.45,-0.21] [-0.15, 0.20] [-0.51.-0.28] N _ - "
Hoperidone -0.33 15 Ifﬂpt’?’i:daﬂt"= 14 -0.34 i 15 1‘&0)%(@%%” (j7t/—1<& E*%tt $§&®&é
[-0.43,-0.22] Reference! [-0.43.-0.26] %%u) li{%ﬁﬁ Iz Faﬁ 75‘\075‘:’%\/\;'(5(, \7:.;(' \
Placebo Reference 16 Reference 16
. 0.10 s =k
Heterogeneity | g o6 0.14] [o_o(i ,03.10] | E
e |17 . ITEARRBRBERV=EEIZ60%
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Trial 1 Trial 2 Trial 3

 afn

B A (Placebo) A (Placebo)

C B
moderate population moderate population mild populati
dltay E L BOMHR _
VS A e T onsistency between direct
FEﬁ?%ttﬁ@fﬁE% r Indlrectestnmateofcvs B . estimate of C vs. B and indirect
Jansen, et al., 2014

Bwvs. A Cws, A Cwvs. B

Trial 1

wetimate
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[Jansen et al, 2011]

« A% “Inconsistency Factor”
— CENLTALDZLEER T D54,

IF CDA — ’/:\Ldirect — //lindirect‘
Var(/FCDA) — Var(/adirect) + Var()aindirect)
« X MBI, L—TE==AFEMTIDIZRELTLD
— T
o JL—TTED—EE: HEENSHBNEHEXBZELEL, XEIMNOEZETH
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Clozapine Haloperidol Zotepine 1.15 (0.18, 2.12)
Asenapine Placebo Risperidone 0.57 (0.10, 1.03)
Chlorpromazine Olanzapine Placebo 1.13 (0.01, 2.26)
Asenapine Olanzapine Placebo 0.34 (0.08, 0.60)

Clozapine Placebo Zotepine 0.75 (0.16, 1.34)
O Chlorpromazine Clozapine Zotepine 0.76 (0.11, 1.42)

RIS

o ABRBNZOEERFERDNRNEFLIL—
“ TTHER—HAEC TS (4IL—T)
— {4 : Haloperidol, Risperidone, Sertindole

- EELE
« Haloperidol¢ Sertindole (3:5%)
5 %mi%( — BB
A ] - Haloperidol< Risperidone (163
8 EELEBSh TR | paloperidol@Rsper dOTGé %Sf)
. T‘fﬁ@j&é%ﬁt%ﬁ%{ ISperiaone ertinaole\ 1 gz &
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[Jansen, et al., 2011, Jansen, et al., 2014, Mills, et al.]
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« Bl A RFAFEDONMADAT 8 (TOPI—ILEUNEZT)

THE LANCET

Supplementary appendix

This appendix formed part of the original submission and has been peer reviewed.
We post it as supplied by the authors.

Supplement to: Leucht S, Cipriani A, Spineli L, et al. Comparative efficacy and
tolerability of 15 antipsychotic drugs in schizophrenia: a multiple-treatments
meta-analysis. Lancet 2013;|pub|ished online June 27. http://dx.doi.org/10.1016/
50140-6736(13)60733-3.

This appendix has been corrected. The corrected version first appeared at
thelancet.com on September 13, 2013

[Leucht, et al.]

Appendix 1 — Protocol (page 2-24)

Appendix 2 — Dose review (page 25740)|

Appendix 3 - Description of included studies (page 41-65)

Appendix 4 — Statistical method (page 66-69)

Appendix 5 — PRISMA statement (page 70-76)

Appendix 6 - Risk of bias assessment (page 77-84)

Appendix 7 — Network of studies for secondary outcomes (page 85-91)
Appendix 8 — Meta-analytic results of direct comparisons (page 92-96)
Appendix 9 — Cumulative ranking curves (page 97-104)

Appendix 10 - Assessment of inconsistency (page 105-114)

Appendix 11 - Sensitivity analyses and meta-regressions (page 115-132)

Appendix 12 — Numbers-needed-to-treat/harm (page 133-139)

« [SROTOI— I 1ENGRmXEFRTCAIDERIERST

— Research question, PECO/PICO
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Relevance Jansen, et al., 2014 \
Is the population relevant?
Are any relevant interventions missing?

Are any relevant outcomes missing?

Is the context (settings and circumstances) applicable?

Credibility

Evidence Base Used for the Attempt to include all relevant RCTs?
Indirect Comparison or Network 1 network?

Meta-Analysis No poor quality RCTs?

No differences in effect modifiers between direct comparisons?
Analysis Naiive comparisons avoided?

Consistency assessed?

With consistency, was direct & indirect evidence included?
Account for inconsistency/Minimizse bias?

Valid rationale for FE/RE model?

Rationale for hetelogeneity assumptions in RE model discussed?
Subgroup or meta-regression analysis?

Reporting Quality and Network & source data presented?

Transparency Direct & indirect results reported?

Are all contrasts presented with uncertainty?

Ranking of treatments presented?

Results by subgroup or levels of effect-modifiers presented?

Interpretation Conclusions fair & balanced?
Conflict of Interest Conflict of interest? If yes, steps taken to address these?
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* Carroll K, et al. On the need for increased rigour and care in the conduct and interpretation of network meta-
analyses in drug development. Pharm Stat, doi: 10.1002/pst.1733 (early view).

* Cooper NJ, et al. Addressing between-study heterogeneity and inconsistency in mixed treatment comparisons:
application to stroke prevention treatments in individuals with nonrheumatic atrial fibrillation. Stat Med, 2009 28,
1861-81.

« Jansen JP, et al. Interpreting indirect treatment comparisons and network meta-analysis for health-care decision
making: report of the ISPOR Task Force on Indirect Treatment Comparisons Good Research Practices: part 1.
Value Health, 2011. 14, 417-28.

« Jansen JP, et al. Indirect Treatment Comparison/Network Meta-Analysis Study Questionnaire to Assess Relevance
and Credibility to Inform Health Care Decision Making: An ISPOR-AMCP-NPC Good Practice Task Force Report.
Value Health, 2014. 17, 157-73.

* Leucht S, et al. Comparative efficacy and tolerability of 15 antipsychotic drugs in schizophrenia: a multiple-
treatments meta-analysis. Lancet, 2013. 382, 951-62.

« Mills EJ, et al. How to use an article reporting a multiple treatment comparison meta-analysis. Journal of the
American Medical Association, 2012. 29 1246-53.

» Salanti G, et al. Graphical methods and numerical summaries for presenting results from multiple-treatment meta-
analysis: an overview and tutorial. J Clin Epidemiol, 2011. 64: 163—71.
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AT TAVILEa—:

Part 1:
Existing databases
309 trials

Part 2:
Cochrane reviews
42 trials

PRISMAX A7 75 Ly

Pait 3:

Searches on most
recent antipsychotics
18 trials

Part 4.
Update search
48 trials

Part 5:
Prolactin/QTc search
4 trials

209 trials excluded

2 not randomised
49 open-label

29 wrong-medication
42 treatment-resistant
17 predominant-negative symtoms

19 stable patients

23 studies from China

3 children

6 too short

17 too long

2 wrong diagnosis

212 randomised. blinded trials included in the multiple-

treatment meta-analysis
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(coefficient = 1.31, 95%
2.03))

Crl (0.58-

— LAOLEDDIERI~DRZEF /)N

Standard

Adjusted for

Drug name cic Rank small trial Rank
analysis effects
Clozapine 088 : o 1
[-1.03. -0.73] [-0.87.-0.50]
. -0.66 2 -0.51
Amisulpride [-0.78. -0.53] [-0.65.-0.37] 2
. -0.59 3 -0.45
Olanzapine [-0.65. -0.53] [-0.55.-0.35] 3
. -0.56 4 -0.42 )
Risperidone [-0.63. -0.50] [-0.52.-0.32] 4
Paliperidone -0-30 : o0 >
p [-0.60. -0.39] [-0.49. -0.24] ]
Zoteni -0.49 6 -0.31 6
otepie [-0.66. -0.31] [-0.51.-0.11]
; -0.45 7 -0.30 -
Haloperidol [-0.51. -0.39] [-0.40, -0.19] "
- -0.44 8 -0.30
Quetiapine [-0.52. -0.35] [-0.41.-0.18] 8
- 04 9 -0.30
Aripiprazole [-0.52. -0.34] [-0.42. -0.18] 9
. -0.39 10 -0.25
Sertindole [-0.52. -0.26] [-0.40. -0.09] 10
N -0.39 11 -0.25 11
1prasidone [-0.49, -0.30] [-0.38. -0.13]
‘ _ , -0.38 12 -0.12
Chlorpromazine [-0.54. -0.23] [-0.33. 0.09] =
_ , -0.38 13 -0.25
Asenapine [-0.51. -0.25] [-0.40, -0.10] 12
. -0.33 14 -0.21
Lurasidone [-0.45. -0.21] [-0.34. -0.07] 13
i -0.33 15 -0.20
Tloperidone 043, -0.22] [-0.32. 0.07] 14
Placebo Reference 1o Reference 16 $2
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o Xik ~ N(mix, sdix /\/Ni) * BRI DHEXRETIL
mjj = Ojjx + Mix : FIRBBEFHORANLHICETHRERET /L
mjc ~ N(0,100) : EZEREFHOEAREYICET HFR/I M
Ok ~ N(uj, 7°) : FHEOEICEITIMBELEEETIL

- BHLEDBAREEEERSHEL, o8Iz 7°/2 21T

o pj ~ N(0,100%),j # j': NAIX—XTA—2 (1) ZRES HERTHTR
« 7~ N(0,1)/(0,) : NAIN—INFTA—R(ZXERE)ICEEHT 2F/TD

X EWEREEOFEFIDMIZ DL TIEnormal vague prioré LA EiAVRLD



InconsistencyET/LMODAG : ACDD LB D H 3
()
HDC
@:Eﬁ%ﬂz
O == HERE
Study 7 []:7-5
\ BEETIL
® RERET IV

60




ConsistencyE€ 7T/l

* Xik ~ N(mix, sdix//nix) : AR 2HEERETIL
my = O + mi . FREBERFEOEREYICETIREFET IV
mjc ~ N(0,100) : EZEREFHOEAREYICET HFR/I M
Ok ~ N(uj, 7°) : FHEOEICEITIMBELEEETIL
- SHUULOBARSERBIERSHEL, Ho8Iz 72 /2 28T
tja ~ N(0,100) : NMADOEEE BRI 3 HEHMEDZEIZEHT B/ (/38—
INTA—RIZEET SFFI D
7~ N(0,1)1(0,): NAIN—=ISGA—R(ZEEHERE)IZEET HFERIHD
Pk = Mja T+ fak = Wja — Hia : EHEOED—HEIEATORERET L

X EWEREEOFEFIDMIZ DL TIEnormal vague prioréLANGEEARLY
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NMADE=HDY I 7

« WinBUGS
— NICE Decision Support Unit

R: rmeta, netmeta, mvmeta packages

R+BUGS %

— R+WinBUGS, R+OpenBUGS, R+JAGS%E R &

Stata: mvmeta

— EIF— I RYNT =T AR T FUT I AR (FHR)

— FYNT—=IART ) ROBHTES 2 —IL (BFFE)
 http://www.ism.ac.jp/~noma/STATA network.pdf

SAS

— Jones et al. (2011): proc mixed etc.
— Chen (2015): Doing Bayesian Analysis Using PROC MCMC@Deming Conference
— Scott (2014): Network meta-analysis in SAS

— f@H-ZE-#iE (2014) 2yNI—IAZT7 ) A= AW EEE AL REEDOHKE
@SAS1—H'—#£2014




http://www.nicedsu.org.uk/Evidence-Synthesis-
TSD-series(2391675).htm

@ Omiversity TR University of
- B . e Leicester

- = - National Institute for
NICE DeC|S|On Support Unlt N Ic Health and Care Excellence

Home About the DSU Staff Appraisal Specific Projects Methods Development Technical Support Documents Training

Publications

ABOUT THE EVIDENCE SYNTHESIS TSD SERIES
Website Search

A series of seven TSDs have been produced in the area of Evidence Synthesis. These are:

Search... Search
TSD 1 Introduction to evidence synthesis for decision making Search: @ Website
TSD 2 A general linear modelling framework for pair-wise and network meta- o )
analysis of randomised controlled trials (last updated April 2014) Mailing List

WinBUGS system(.odc) files (last updated March 2013) Join the DSU mailing list

TSD 3 Heterogeneity: subgroups. meta-regression, bias and bias-adjustment Name:

WinBUGS system(.odc) files

Email:

TSD 4 Inconsistency in networks of evidence based on randomised controlled Sign up!
trials (last updated April 2014)
WIinBUGS system(.odc) files (last updated March 2013)

TSD 5 Evidence synthesis in the baseline natural history model )
WinBUGS system(.odc) files Social networks

- s -
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Pharmaceutical
MAIN PAPER Statistics

(wileyonlinelibrary.com) DOI: 10.1002/pst.533 Published online in Wiley Online Library

Statistical approaches for conducting network
meta-analysis in drug development’

Byron Jones,** James Roger,” Peter W. Lane, Andy Lawton, Chrissie
Fletcher,® Joseph C. Cappelleri,f Helen Tate,? Patrick Moneuse," and on
behalf of PSI Health Technology Special Interest Group, Evidence
Synthesis sub-team

We introduce health technology assessment and evidence synthesis briefly, and then concentrate on the statistical approaches
used for conducting network meta-analysis (NMA) in the development and approval of new health technologies. NMA is an
extension of standard meta-analysis where indirect as well as direct information is combined and can be seen as similar to
the analysis of incomplete-block designs. We illustrate it with an example involving three treatments, using fixed-effects and
random-effects models, and using frequentist and Bayesian approaches. As most statisticians in the pharmaceutical industry
are familiar with SAS® software for analyzing clinical trials, we provide example code for each of the methods we illustrate. One
issue that has been overlooked in the literature is the choice of constraints applied to random effects, and we show how this
affects the estimates and standard errors and propose a symmetric set of constraints that is equivalent to most current prac-
tice. Finally, we discuss the role of statisticians in planning and carrying out NMAs and the strategy for dealing with important
issues such as heterogeneity. Copyright © 2011 John Wiley & Sons, Ltd.

Keywords: network meta-analysis; health technology assessment; statistical methodology
____________________________________________________________________________________________________________________________________|
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. B/X
— BEH, FUNT—IAZTF) RDOEZE FDComparative EffectivenesssEHfli~DF|H. &
HBLL 5 2015; 43: 621-24.
— B, AT TV ADIET U REIELGRAEIOIZ. EHEL L, 2015; 43: 615-20
.« XEk
— &, A2 T7FIO XA (FhRHY)
« WebHt1b
— Cochrane Handbook for Systematic Reviews of Interventions
 http://handbook.cochrane.org/
— NICE Decision Support Unit
« [FEH)wTF A Technical Support Documenth\={E A
— WinBUGSO 745 LE%5
 http://www.nicedsu.org.uk/Evidence-Synthesis-TSD-series(2391675).htm
— Cochrane Collaboration®FE&E&HH A~
 http://cmim.cochrane.org/methods-innovation-fund-stream-2
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Publication Bias

IHTATHERAH-EERREREAREN
[Z<LY

- HBEEECLOTHANENER

— BNMOBEF TN

CORBTART FTUL RETREEENEEE

AEEMLTLES
— BLORSTATHREERIZEDART FI AMNKBIT
INAT R

Turnerb2&2HE (BEX)
— FDADFEEREGR X T L%EFH
— FDAARY > 95% K
— ZEbHLLY > 50%
— XK >33%

[ ] Published, agrees with FDA decision
[_] Published, conflicts with FDA decision
B Not published

A Studies (n=74)

FDA Decision
|
Positive | 37
(n=38) (97%)
_1
. (3%)
Questionable| ©6 30
(n=12) [(50% &z
MNegative | 5 . il Sl
(n=24) | K21% oY N
|
I I 3 &
| (12%)
1 » 1 ] L 1
0 10 20 30 40

Mo. of Studies
2 Turner S5iZ L % FDA OEFRSEEBL A ML —
aEFIAL B N7 AOFHE
HHillL W Engl J Med 2008; 358: 252-60. (5| FH3CER 6)

[EF[E]
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Garbage in, Garbage out

Trials analysed

Morton, et al24-26 #— e
Rasmussen, et al®”: 28 —'—-"—

Smith. et al2® L1

Abraham, et al®° : = =

|

THTHEZDOHBROEANMETNIE, HELI: Folcstea, ot sl 3 ' =
%%;& e Shechter, et al —_———

Ceremuzynski, et al®* w

Al trials < o
CDESBAZT TV ADFERIE/NAT AD8H % 0o 05 1o 15 20

7{]\% Magnesium Magnesium
better worse

— INERRENSEINMENEIZRSELAELNGNA P<0.001

Odds ratios {magnesium: control} for mortality in patients with suspected
acute myocardial intarction. ll=0Qdds ratio and 99% confidence interval
(areas of the squares are proportional to amount of information
contributed by trial), <>=95% confidence interval for the overview.
Vertical solid line denotes no difference in mortality between treatment
and control, while the vertical broken line denotes a 55% reduction in the
odds of death

1 Teo H5ICEZARZTHI L ADER, ER94 v XH 047 (95% CI:
0.28-0.79)
HBiL BMT 1991; 303: 1499-1503. (5| JH3CHR 2)

Y

Edull
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NMAGX DL TR EHEEaL TESN=HEE] T

o AETFVSRIEVRATITAYILEA— (LT, SR)D—EFICF A0
— SRMO4%M (Cochrane Handbook [Higgins, et al.])
- BHBLUEFICHEESNAEHROMEARLEDRELIRR
- EET, BIRAIGEGRAA
s MAEEZH-IE2TCOMRERIET S LEBRLERBHNGIRER
o MHFANHEOIERDEZ LD, 45l :risk of bias? &k
o HAANEHEOFELHERDRBNRRRLHE
— AT FVORETHEE ] [THHE A7 FHSRIZBLT BEVSEX HHHEH)

« “Many systematic reviews contain meta-analyses. Meta-analysis is the use of statistical methods to
summarize the results of independent studies (Glass 1976).” (by Cochrane Handbook)

« HELVNSTE, HICEHRBROEEELEHET D LDHELT
— ART TV RAEHBBDIE T AD—H DR, BLUHBRBOMEZEDIERRDENITEE S
(by Cochrane Handbook)
— DFY, MEMBRIZH T EISROFLEBZZERIHELIMEITEFTN TS
« SRTOCADE LZIMEFETERNGEOARTFLTH: -
— “Mixing Apples and Oranges”+“Garbage in, Garbage out” [%7fH]




Levels of Evidence 2011 ({x#, —#Jtk%)[OCEBM, 2011]
TITIT—hENTWET

1* Systematic review of randomized trials or n-of-1 trials

2* Randomized trial or observational study with dramatic effect ‘

3* Non-randomized controlled cohort/follow-up study** SR(E

4* Case-series, case-control studies, or historically controlled studies** [ TETUADESE |
5 Mechanism-based Reasoning Hy ?

5, ¥5E, PICO,
HEREI DR E M,
HEMBEDOKRKEES
[ZDUL\TE XKL,
FHIZEDELARNILN
~"hBIEL
HHAHIAEN TS
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NMADFEREE,

L FONMAD A RBXESRTD

— NMADKARWBXEEI AT HEZIZELDIERNAT R
c TWWERDESLTDT, A

o [EVENEZSEMND, A

o [ DT, HLIZESTRWEZARFITEMA]

— %“—“%f—wu\;k&b?‘ B EASSI-NMAN S BENKRE
o ERBHIGEDFXEMNDEFATED? - THEIEBRLELND

— WHRAEFAHITIEICGEE - VT —DEbNDS
o FIRLI=Z A - E/RETEMDI=HDF I ) ANZIZT=D

AI



NMA%SEHE

- B9 7=-5TNMAZETELERET S
— ENEBLENMADKERIZHTHIARNIT X
o TWMERNHTERDT, NFK]
« TERENEZILTDT, BEAY]
o [EREMNEZSIRDT, WO ETELNRK]

— BEFOEBE TRAL BB RANLOEHNFTME TS
o EZIZVOYEL I EFITYD I
o BIEA—H—HERELENMAEZITANSNDZDMN ?
— Bol=A%E - BIRELTODDTIEAEWNNENSH A TEFTINDDIL AR

— R RETHIEIC/EE-UTSV—ARbNB

o REHAICETHEIE KD [Bafeta, et al ]
o AIRDF YIRS EEZEDE AN LEHIRT D2DIE—=



PROSPERO

UNIVERSITYW inional sstiiate e

Centre for Reviews and Dissemination Health Research
_ Home = Search PROSPERO Sign in or Join
Home
Search
Register a review
My PROSPERO records Combine these selections with Search by registration number
My details | in [All fields v search now [

Search PROSPEROC

|schizophrenia in |Review title |
Search CRD databases Display all published records
| in [Review guestion | RRtE E m
About PROSPERO
. | in [Condition/Domain |
Inclusion criteria

Help with registration | in [Participants/Population |

News Review status [Any review status |
Support for PROSFEROC Date registered | | E to | | E
References and resources

Search now m
Contact
Disclaimer

Search Results [50 records]

e K — el

CRD42015024930 Gingko biloba for tardive dyskinesia in schizophrenia: a meta-analysis of randomized controlled trials Ongoing
CRD42015024608 The effects of Tai Chi for schizophrenia: a systematic review and meta-analysis Ongoing
CRD42015024198 Huperzine A for cognitive deficits in schizophrenia: a systematic review and meta-analysis Ongoing
CRD42015022129 Tai chi for schizophrenia [Cochrane Protocol] Ongoing
CRD42015022127 Asenapine versus placebo for schizophrenia [Cochrane Protocol] Ongoing
CRD42015022024 Haloperidol discontinuation for schizophrenia [Cochrane Protocol] Ongoing
CRD42015020661 Assessing social networks in patients with schizophrenia: a systematic review of instruments Ongoing
CRD42015020523 Efficacy and safety of adjunctive aripiprazole in patients with schizophrenia-spectrum disorder: a meta-analysis of randomized Ongoing

controlled trials

CRD42015020455 Variations of metabolic syndrome rates by country-related dietary pattemns in people with schizophrenia spectrum and other Ongoing
psychotic disorders
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NMA®D T 5 E

. X ELHS T 5 (break randomizationzL70Y)

- BEBRTHENBNERE, AREOREEICOLNSER(TZ7EARE, &
BBERBEDMRIE) EIRETET TV D (=FETER)
— fil: Az L=BECOREREE R

Trial 1 Trial 2
B -". Naive / biased
/ "~ indirect comparison

B A (Placebo) C A (Placebo)

Fig. 9 - Naive indirect comparison that is invalid because
differences in study effects are not acknowledged. Note. In
this example, the difference in the treatment effect of C
versus B is overestimated. Tx, treatment

[Jansen, et al., 2014]
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