@ cochrane
training.-

N3yyeHue
[eTeporeHHOCTHU
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[1lpoBeauTe NoUCK nccrnegoBaHum

[TpUMEHNTE KPpUTEPUN NPUEMITEMOCTHU

Cobepute gaHHble

OueHunTe uccregoBaHua Ha NPeaMET pUcka CMeELLEHUS
[poaHanuanpyuTte n npeacrtaBbTe pe3ynbraTthl
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[TnaH

 YTO Takoe reteporeHHOCTb?
[1peanonoXeHnsa o reteporeHHOCTH
BbissBneHue reteporeHHoCTu

* /3yyeHune Balunx pe3ynsLTaToB

ECM. [naBy 9 Nocobus




UTO Takoe reteporeHHoCTb?

Bapuauusa wnu pasnuuus

e Tpu oBLLUMPHBIX TUNA:
* KNUHMYeckad
* MeTo[onornyeckas
e CTaTUCTUYECKaS




KnnHn4yeckoe pa3Hoobpasue

* YYACTHUKU

« Hanpumep, ycnosusi, BO3pacT, MNorl,
MEeCTOpacronoXeHne, KpUTepumn NPUemMnemMmocTiu
nccriegoBaHug,

* BMelWaTesibCTBa

* MHTEHCUBHOCTbL/003a, ANUTENBHOCTL, 4OCTaBKa
(nekapcTBa), 4ONONHUTESNbHbIE KOMMOHEHTbI, ONbIT
NPaKTUKYIOLWMX Bpaden, KOHTpOrb (nnauedo, HU4ero,
CTaHOAPTHbLIN yXoa)

* ycxoabl

* ANINTENbHOCTb Nepuoaa HabnaeHns, Cnocoob|
N3MepeHus, onpeaeneHne codbiTUS, MOPOroBble TOYKU

®



MeTopgonormnyeckoe pasHoobpasune

» IlnszanH nccregoBaHuns

« Hanpumep, paHooMU3npoBaHHOE NPOTUB
HepaHOOMU3NPOBAHHOIO, NEPEKPECTHOE NPOTUB
napannenbHOro, HAMBMAYanbHOE NPOTMB KacTep-
PaHAOMU3NPOBAHHOIO

* [1lpoBegeHue

« Hanpumep, puck cmeLleHnst (CoOKpbITUE
pacnpeaeneHusi, ocrnennexdune, u T1.4.), Noaxoa K
aHanuay



CTaTucTtmnyeckasa reTeporeHHoCTb

« Bcerga bynet cny4anHas (Bblbopka) Bapunauua mexay
pe3yneratamMmu pasHbiX UCcregoBaHNM

* [eTeporeHHOCTb ABNAETCA Bapunaunen mexay
adhhekramun, KoTopble N3MepPsoT, B pasfnyHbIX
nccnenoBaHUAX

* BbIdBaHa KNMMHUYECKNM N METOOONOMMYECKUM
pasHoobpasnem

* AnbTepHaTmBa rOMOreHHOCTU (MOEHTUYHbIE UCTUHHbIE
9P EKTbI, NeXxallme B OCHOBE KaXa0ro uccriegosaHus)

* Pesynbratbl uccnegoBaHum byayT 6ornee oTnndHbl gpyr oT
apyra, Yyem ecnu Obl criyyanHast Bapmauua bbina
eOQVHCTBEHHOW MPUYMHOU ANA pasnuynun mexay
OUEeHEeHHbIMU 3dodpekTamMmun BMeLLaTeNbCTBA

®



[TnaH

* YTO Takoe reteporeHHoCTL?
 [MpeanonoXxeHns o reteporeHHOCTH
BbissBneHue reteporeHHoCTu

* /3yyeHune Balunx pe3ynsLTaToB




duKkcmpoBaHHble 3 dEKTLI NPOTUB
clyYanHbIX 3 eKTOoB

 [1Be mogenu ana meta-aHanusa gocTyrnHbl B RevMan
« [lenante pasnnyHble NpearnonoXeHns o
reTeporeHHOCTH

* MpeponpeaennTe Ball 3anfaHMPOBaHHbIN NOAX0A B
NPOTOKOIE




Mopgenb ukcnpoBaHHbIX 3 dEKTOB

CnyyanHas owwmnbka

(BbIbOpKA)
« [lpegnonaraer, 4ToO BCe

nccnenoBaHnUa U3MepSoT
OAOMH M TOT XXe 3PdeKT
neyeHugd

 OueHuBaeT aToT OaUH

9P PEKT

. « Ecnu Obl He criyyanHas
oLInbKa (BbIbOpoYHOE

/ nccnegoBsaHue), Bce
pesyneTaTtbl 6bI Obl

PesynbraThl MOEHTUYHBI
nccriegoBaHnd

O6Lwmn @
VcTouHNK: Julian UCTUHHBINA pesynbTar '




Mopgenb cnyvyanHbIX 9 deKTOB

CrydaiHas: :
owmbka : :
: T  [Npegnonaraer, 4yTo adbpekT
H rievyeHns BapbUpyeT B
: nccrnegoBaHUAX
* OueHnBaeTt cpeHIo0
pacnpeneneHna apdeKkToB
AR « BaBewmBaet 0be Bapmauyuu:
' BHYTPW UCCIEAOBaHNA U
Cneumqomqecmf MeXay nccrnenqoBaHnsMm
adppeKT (tauz, Tz)
nccriegoBsaH

CpenHss UCTUHHbIX
McTouHuk: Julian adodekToB




Kakagqa pasHuua?

MeTa-aHanu3sbl cny4vyanHbiX 3P EKTOB:

° [ToYyTn MOaeHTUYHbLI TaKOBbIM C PUKCUPOBaAHHLIMM
adbdeKkTamm, Korga HET reTepPoreHHOCTU

* [TogoOHLI TAKOBbLIM C PUKCMPOBaHHbIMK 3 dEKTAMU, HO C
Oornee LWWMPOKMMU O OBEPUTESIbHBIMU UHTEPBariamMmu,
Korfa reTeporeHHOCTb Tuna, NPeanorioXXeHHOW MOAENbIO
cnydauHbix (C3) [RE] adodpekToB

° OTnNNYHLI OT META-aHaNM30B MNOCTOSAHHbIX 3P dPEKTOB, KOoraa
pe3ynbTaThl CBA3aHbI C pa3MepoM UccrieqoBaHUS

 Mogenb C3 [RE] AaeT oTHOCUTENbHO DonbLUe Beca/3Ha4YMMOCTHU
oornee Menkum nccrnegoBaHNAaAM

1 1
variance within + variance between ( SE? + tau’ @

weight =



OTCyTCTBUE rETEPOreHHOCTH

Treatment Control Fixed Risk Ratio Risk Ratio Random Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI Weight M-H, Random, 95% CI
Bierer 2006 1 7 2 8 5.1% 0.57 [0.06, 5.03] T 3.2% —
Fauchére 2008 1 24 0 15 1.7% 1.92[0.08, 44.29] 1.6%
Haiden 2005 1 21 0 19 1.4% 2.73[012,63.19] 1.5%
Maier 1994 1 120 1+ 42 2.7% 1.01[0.06, 15.94] ) [ 2.0% T
Maier 2002 12 67 5 62 14.3% 2.22[0.83, 5.94] = 15.8% S
Ohls 2001A 17 ar 14 85 39.0% 1.19[0.62, 2.25] - 37.2% -
Ohls 2001B 7 59 4 59 11.0% 1.75[0.54, 5.66] s 11.1% I
Romagnoli 2000 20 115 9 115 248% 2.22[1.06, 4.67] —— 27.7% -
Total (95% Cl) 500 484 100.0% 1.65[1.12, 2.43] 9 1.62[1.09, 2.39] &
Total events 35
Heterogeneity\Tau®= 0.00 Zhi*= 314, df=7 (P=087); F= 0% ; f ; } t i
Test fo?overgl efteet2=7 41 (P = 0.02) : ! e:001c, G s 19 ! 01 1 10 1000
Favours EFO Favours con “avours EPO  Favours control

ApanTtupoBaHo U3 Ohlsson A, Aher SM. Early erythropoietin for preventing red blood cell transfusion in
preterm and/or low birth weight infants. Cochrane Database of Systematic Reviews 2006, Issue 3.




HeMHOro reteporeHHOCTU

Chlorpromazine Placebo Fixed Risk Ratio Risk Ratio Random Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Weight M-H, Random, 95% CI
Chouinard 1980 14 21 16 21 6.5% 0.88 [0.60, 1.29] = 13.2% i
Clark 1970a 2 15 4] 14 21% 0.37 [0.09, 1.62] B 6.7% =
Clark 1970b 10 53 ] 18 37% 0.57 [0.24,1.34] T 10.2% T
Fleming 1959 ] 21 13 21 5.3% 0.38[0.17,0.89] 10.4% O
Hall 1955 65 a7 70 88 28.4% 0.94 [0.80,1.10] * 14.0% -
Prien 1968 37 416 0 M2 37.8% 0.27[0.19, 0.39] - 13.3% T
Schiele 1961 0 20 12 20 5.1% 0.04[0.00,063) ——— 2.8%
Serafetinides 1972 B 14 3 13 1.3% 1.86 [0.58, 5.94] — 8.3% e
Smith 1961 4 13 10 15 3.8% 0.46[0.19,1.12] P s 10.0% |
Sometrville 1960 5 15 22 30 6.0% 0.45[0.22, 0.96]) Ty 11.0% T o |
Total (95% CI) 675 452 100.0% 0.55[0.47, 0.63] ¢ 0.53[0.32, 0.90] ‘ >
Total events 148 227
Heterogenei 0} Chi*= 72.76, df = 9 (P < 0.00001); F= 88% S =05 0=2 i 5 3 505 052 5 2=0
Testfor overall 578 37 (P=0.02) Favours CPZ Favours place Favours CPZ Favours placebo

Adapted from Adams CE, Awad G, Rathbone J, Thornley B. Chlorpromazine versus
placebo for schizophrenia. Cochrane Database of Systematic Reviews 2007, Issue 2.




A deKTbl ManbIx nccrieqoBaHUN

Magnesium Placebo Fixed Odds Ratio Odds Ratio Random Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI Weight M-H, Random, 95% CI
Abraham 1987 1 48 1 46 0.0% 096[0.06,15.77] 0.6%
Bhargava 1995 3 40 3 38 0.1% 0.95[0.18, 5.00] D 1.6% T
Ceremuzynski 1989 1 25 3 23 0.1% 0.28[0.03, 2.88) 0.8%
Feldstedt 1991 10 150 8 148 0.3% 1.25[0.48, 3.26) T e 41% T
Gyamlani 2000 2 a0 10 a0 0.4% 0.17[0.03,0.81] 1.8%
ISIS-4 1995 2216 29008 2103 29038 71.6% 1.06 [1.00,1.13] B 18.4% I
MAGIC 2000 475 3113 472 3100 14.8% 1.00[0.87,1.15) * 17.4%
Morton 1984 1 40 2 36 0.1% 0.44[0.04,5.02) 0.8%
MNakashima 2004 1 89 3 91 0.1% 0.33[0.03, 3.27) 0.9%
Raghu 19499 ] 169 18 181 0.6% 0.33[0.13, 0.86) D 41% TR
Rasmussen 1986 4 56 14 74 0.4% 0.33[0.10,1.08) 2.9%
Santoro 2000 0 75 1 75 0.1% 0.33[0.01, 8.20) 0.5%
Shechter 1980 1 a0 9 53 0.3% 0.10[0.01,0.82) 1.0%
Shechter 1991 2 21 4 25 0.1% 0.55[0.09, 3.37) E— 1.4% —
Shechter 1995 4 96 17 98 0.6% 0.21 [0.07, 0.64] 31% Tnem
Singh 1980 ] a1 11 a1 0.4% 0.51[0.18,1.45) D 3.6% R [
Smith 1986 2 92 7 93 0.3% 0.27 [0.08, 1.35) B 1.7% B
Thogersen 1995 4 130 8 122 0.3% 0.45[0.13,1.54] = 2.7% —
Urek 1996 1 M 0 30 0.0% 3.00[012, 76.58] 0.4%
Woods 1992 90 1150 118 1150 4.0% 0.74 [0.56, 0.99) = 14.2% o
Wy 1992 5 125 12 102 0.5% 0.31[0.11,0.92) 3.4% —%
Zhu 2002 101 1691 134 1488 4.9% 0.64[0.49, 0.84) = 14.6% -
Total (95% CI) 36330 36142 100.0%  0.99[0.94, 1.04] { 0.66 [0.53, 0.82] L
Total events 2958
Heterogeneity Tau®= 0.07 )Chi*= 57.78, df= 21 (P < 0.0001); F= 64% 0 0 100 01 0 10 100
Test for overal

Favours experimental Favours control

Adapted from Li J, Zhang Q, Zhang M, Egger M. Intravenous magnesium for acute
myocardial infarction. Cochrane Database of Systematic Reviews 2007, Issue 2.

“avours experimental

Favours control




UT0 BbIOpATH?

 [lnaHmnpyinTe cBon crnocob Ha cTagun NpoTokona

« OxunpgaeTte Nu Bbl, YTO BaluM pesdynbTaTbl OyayT OYEHb
pa3HoObpa3HbI?

« PaccmoTpuTte npeanonoXeHus, nexatiue B OCHOBE
Moaeneu

« QUKCUpoBaHHOIO adpdekTa
* MoxeT bbITb HepeanuCTUYHbIM — UITHOPUPYET reTePOreHHOCTb

« Cny4yaunHbIx apdeKkToB
« JlonyckaeT reTeporeHHOCTb

« OueHka pacnpegeneHns nccrnegoBaHnini MOXET ObITb
HETOYHOW, eCIN CYLLECTBYIOT CMELLEHNA, Masio
nccnegoBaHUM UM Mano cobbITum

®



[TnaH

* YTO Takoe reteporeHHoCTL?
[1peanonoXeHnsa o reteporeHHOCTH
* BbiaBneHue reteporeHHOCTH

* /3yyeHune Balunx pe3ynsLTaToB




BbiaBneHne reteporeHHOCTH

 BusyanbHasg npoBepka NecoBuaHbIX anarpamm
» Xu -kBagpat (y?) TecT (Q TecT)
e |2 cTaTUCTUKA A9 BbIYUCTIEHNS FETEPOreHHOCTH




BusyanbHaqa npoBepka

NlecoBngHas anarpamma A NecoBugHasa anarpamma B
= %
L 5+
—— —.
. —=—
—a— =t
— —
% *
0.01 0.1 1 10 100 0.01 01 1 10 100
Favours treatment  Favours control Favours treatment  Favours control




TecT xu- kBagpart (y?)

* I'IpOBepﬂeT HyJ1EBYIO TMNOTE3Y TOMOINreHHOCTH

* bornee HM3Kasg MOLWHOCTb C MEHbLLLUMM YNCITOM
nccnegoBaHuin

 Moxet onpeaesnintb KIMMHN4YECKN HE3Ha4YUMbIE Pa3rinydmna
Nnpn MHO>XECTBE nccneaoBaHmnm

* Y3kuun Bonpoc (ga/HeT) becroneseH, ecnu
reTeporeHHOCTb HEMUHYEMA

e BblUYMCAETCA aBTOMaTU4YeCKn RevMan’om



12 cTaTUCTUKA

* |20onmncbiBaeT NPOLIEHT BapnabenbHOCTH,
onpegensaruencd B 6ornbLUEN CTENEHN
reTeporeHHOCTbI0, YeM BEPOATHOCTbIO
(cny4YanHocTbo) (0% 0o 100%)

* Hnskne sHavyeHnss o6o3Ha4aloT OTCYTCTBUNE UK
HEeOONbLUYIO reTeEPOreHHOCTb

* Bbicokne 3HauyeHns 0bo3Ha4aoT MHOIO
reTeporeHHOCTH

* BblYMCNAETCA aBTOMATUYECKM RevMan’'oM

* byabTe OCTOPOXHbI NPU MHTEpPNpeTaLnn



12 cTaTUCTUKA

Review: Caffeine for daytime drovwsiness (version with data)

Comparison: 01 Caffeinated Coffee versus Decaffeinated Coffee

Outcome: 07 Asleep

Study Caffeinated Decaf RR (fixed) Wieight RR (fixed)

or sub-category niM niM 95% Cl % 95% Cl
Amore-Coffea 2000 4712 5510 —a— 13.19 0.67 [0.24, 1.83]
Mama-Kaffa 1999 1/5 175 —_——— z2.42 1.00 [0.08, 11.93]
Morrocona 19398 6723 1l4/24 — 33.14 0.45 [0.21, 0.96]
MNorscafe 19938 351z 3513 . 65.97 1.08 [D0.27, 4.37]
Oohlahlazza 1995 0/23 8/z2z — z1l.00 0.06 [0.00, 0.92]
Piazza Allerta 2003 /39 l0/42 —— 23.29 0.97 [0.44, Z2.13]
Total (95% CI) 114 116 & 100.00 0.57 [0.37, 0.88]
Total events: 23 (Caffeinated), 41 (Decaf)

Test for heterogeneity: Chi* =5.83, df =5 (P = 0.31)

Test for overall effect: Z=253(P=0.01)

0001 01 041 1 10 100 1000
Favours caffeine  Favours decaf




Treatment Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Placebo control
MNeilson 20 a0 22 a0 4.7% 0.88[0.43,1.78] | T
Crowther 12 56 15 53 3.5% 0.69 [0.29, 1.66]
Duley 43 412 A6 421 14.0% 0.86 [0.57,1.30] .o B
Hodnett 28 97 31 96 6.3% 0.85[0.46, 1.57] —%C
Hofmeyr 34 143 22 145 4.8% 1.74 [0.96, 3.16] T =
Henderson 3 63 0 62 01% 7.23[0.37,142.97] g
Hampsaon 0 8 1 9 0.4% 0.33[0.01,9.40) ¢
Gyte 67 612 53 617 13.5% 1.31 [0.90, 1.91] 3
Winterbottom 18 102 26 103 6.1% 0.63[0.32,1.25] —_— =
McKnight 25 76 15 73 2.9% 1.90 [0.90, 3.98] ]
Mugford 43 764 65 654 18.9% 0.54 [0.36, 0.81] o
Gates 8 32 12 64 1.7% 1.44 [0.52, 3.99]
Horey 82 342 102 341 222% 0.74 [0.53,1.04] .
Sakala 12 44 4 44 0.8% 3.75[1.10,12.74] g
Subtotal (95% CI) 2831 2762 100.0%  0.93[0.80, 1.08] L3
Total events 400 424

Heterogeneity: Chi*= 29.55, df=13 (P = 0.0059); = 56%

chi’* =29.55 df =13 P =0.0055

Test for overall effect: Z=0.98 (P =0.32)

1.3.2 No treatment control

Ashhy

Enkin

Keirse

Renfrew
Subtotal (95% CI)

Total events

7
23
8
74

112

42
a0
14

243
379

15 41
24 82
5 15
100 24
379

144

Heterogeneity: Chi*=6.14, df=3 (P=011); F=51%

Test for overall effect: Z=2.45 (P = 0.01)

Source: Julian Higgins

12.5%
16.6%
2.0%

68.8%
100.0%

chi’?=6.14 df=3 P=0.11

0.35[0.12, 0.97]
0.98 [0.49,1.92]
2.67 [0.59,12.04]

0.62[0.42, 0.90]
0.68 [0.51, 0.93]

PR E—
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<>

0102 05 1

Favnlire treatrmant

2 5 10

Favniire rrantrnl



UTO genartb C reTeporeHHOCTbIO

« [lpoBepbTe NPaBUNBHOCTb AaHHbIX

« PaccmoTpuTe B CBOEU MHTepnpeTaunm
* OcobeHHOo ecnu HarnpaBsreHne addeKTOB pasnnyaeTcd

 Ecnn retTeporeHHOCTb O4EHb BblICOKaA

* WHTepnpeTtupynte pesynsratbl PUKCUPOBaAHHbLIX 3JEKTOB C
OCTOPOXHOCTbLIO

* PaCCMOTpVITe aHalin3 4yBCTBUTEJIbHOCTN — BHECIIN Obl
crnyvanHble SCth)eKTbI 3HaYUTENbHYIO pa3HULY?

« MoxeTe He NpoBOAUTL MeTa-aHanNus3
» CpegHun pesyneraT MOXET ObITb DECCMbICIIEHHBIM Ha NPaKTUKE

« PaccmoTpuTe KIMHUYECKYIO 1 METOAO0NOMMYECKY0 CPaBHUMOCTb
nccrnenoBaHUN

* N3berante
* VIameHeHnda Balinx mep apdeKkToB Unn Mmogeremn aHanumsa
 VcknioveHns BblDMBaoOWMXCA UCccregoBaHum

* Wccnepnywure reTeporeHHOCTb



[TnaH

* YTO Takoe reteporeHHoCTL?
[1peanonoXeHnsa o reteporeHHOCTH
BbissBneHue reteporeHHoCTu

* A3yyeHue Balinx pe3ynbraTtoB




3y4yeHne BalLnx pes3ynsraTtoB

« Kakue paktopbl, Kak OKkasblBaeTcd, MoOgnuLmnpyroT

aPPeKT?

* KnnHnyeckoe pasHoobpasue (nonynsuus,
BMeLLaTeNbCTBa, UCX0Abl)

* MeTogonorn4yeckoe pasHoobpasue (gusamH
9KCNepUMeHTa, PUCK CMELLLEHNN)

* [1naHnpynTe cBOKO CTpaTErnio B CBOEM NPOTOKOSE

« OnpegenuTte orpaHNYEeHHOE YNCI0 BaXXHbIX 0aKTOPOB,
KOTOpble DyaoeTe nccrnenosaTthb

* ImenTte Hay4dyHOe 0OOCHOBaHME O KaXXaoro
BbIOpaHHOro gpaktopa

« Heknapupymnte nobbie anocTepmopHble UCCnegoBaHUA

®



[locTynHblI ABa MeToaa

* AHanus no nogrpynnam

[ pynnupynTe nccrnegoBaHua no npeaonpeneneHHbIM
doakTopam

* NwmnTe pasnnymns B pesynbsratax U reTeporeHHoCTb

* MeTa-perpeccus

* I'IpOBepre B3anMoaencTeme MeXay KarteropmnalibHbiMmn n
HerpepbiBHbIMU NMepeMeHHbIMA

* He nocTtynHo B RevMan’e



Cobntogante OCTOPOXHOCTb

» Pesynbratbl HabnogeHns (obcepBaymoOHHbIE), @ HE
N3 paHAOMU3NPOBAHHbLIX UCCeaoBaHNN

« HacTtopoXeHHO OTHOCUTECH K MHOXXECTBEHHbIM U
anocTepPUOPHbIM CPaBHEHUSAM

* MoxeT ObITb BecronesHbIM Npu HEDOSbLLOM YUCTie
nccnegoBaHnm

* MoxeTe He crnpaBuUTbCS C aHann3om
arpermpoBaHHbIX AaHHbIX

* lunTte BMeLlLmBaroLLneca pakTopbl

« CrniegynTe nnaHy, TOYHO YKa3aHHOMY B NMPOTOKOJIE,
He yaensas ocoboro BHUMaHUS OTAENbHbIM
HaxoaKam

Pe3yabrarbl peako OMHO3HAYHbI




MHTepnpeTauuna aHanunsa no
noarpynnam

« PaccmoTpuTe pesynsraTthl U reTEPOreHHOCTb B
noarpynnax
« [lencTBuTenbHO N NOArpynnbl pa3Hbie?

« Ecnu Tonbko 2 noarpynnbl — NepeKkpbIiBaoTCs N
[10BEPUTENbHbIE UHTEPBATbI?

« CTatucTtnyeckume TecThl noAarpynnoBbIX pa3n|/|q|/||7|

* MoxeTe ObITb DOriee yBepeHb!:
 [lpenBaputenbHbIN aHaNM3
« AHanus BHYTpU UccnegoBaHus

o OPdeKT KNMHNYECKN NpaBaonoaodeH n noaTBepaaeTcs
KOCBEHHbIMW OoKa3aTenbLCTBaMU

o OPPEKT KNMMHNYECKM 3HAYUM N UBMEHUT peKomeHnau%



[Togrpynnbl y4aCcTHUKOB

4 mg dose 2 mg dose Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
5.1.1 High dependency smokers
Garvey 2000 24 116 18 115 209% 1.32[0.76, 2.30] T 7T
Herrera 1995 30 a7 13 81 193% 215[1.21,3.82] TE— . —
Karnitzer 1987 24 73 16 86 21.2% 1.77[1.02, 3.06] P —
Tonnesen 1988 12 27 4 33 6.3% 3.67[1.33,10.08] g
Subtotal (95% CI) 303 315 67.8% 1.83[1.34,2.49] e
Total events 90 51

Heterogeneity: Chi*=3.45, df=3{(P=0.33), F=13%
Test for overall effect: Z= 3.84 (P = 0.0001)

5.1.2 Low Dependency Smokers

Garvey 2000 16 a7 17 87 17.0% 094[0.51,1.74] S PR
Hughes 1990 4] 19 8 20 7.5% 0.66[0.26,1.66]

Kornitzer 1987 4] 17 ] 8 77% 047[019,117]

Subtotal (95% CI) 123 115 32.2% 0.73[0.47, 1.15] -
Total events 26 30

Heterogeneity: Chi*=1.60,df=2{(P=0.4%), F=0%
Testfor overall effect. Z=136(FP=017)

Total (95% CI) 426 430 100.0% 1.36[1.06, 1.75] -

Total events 116 a1

Heterogeneity: Chi*=15.96, df=6(P=0.01); F=62% 0=2 0%5 ] é
Test for overall effect Z=239(P=0.02) ; Favouré Imy Favours 4mg
Test for subaroup differences: Chi*=10.91, dfi=1 (P=0.0010), [§= 90.8%

[ T

Based on Stead LF, Perera R, Bullen C, Mant D, Lancaster T. Nicotine replacement therapy for smoking cessation. Cochrane Database of
Systematic Reviews 2008, Issue 1. Art. No.: CD000146. DOI: 10.1002/14651858.CD000146.pub3.




Based on Linde K, Berner MM, Kriston L. St John's wort for major depression. Cochrane Database of
Systematic Reviews 2008, Issue 4. Art. No.: CD000448. DOI: 10.1002/14651858.CD000448.pub3.

hypericum placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

[loarpynnbl BMeLLaTeNbLCTB

7.4.1 extract LI 160

Bjerkenstedt 2005 22 54 21 55  8.2% 1.07 [0.67,1.70]
Fava 2005 17 45 9 43 6.0% 1.80 [0.90, 3.60]
HDTSG 2002 46 113 56 116 10.0% 0.84[0.63,1.13]
Hansgen 1996 35 53 12 55 T7.4% 3.031.77,517]
Montgomery 2000 55 123 57 124 10.2% 0.97[0.74,1.29]
Shelton 2001 26 98 19 102 76% 1.42[0.84, 2.40]
Subtotal (95% CI) 486 495 49.3% 1.31[0.92, 1.86]
Total events 201 174

Heterogeneity: Tau*= 0.14; Chi*= 20.94, df=5 (P = 0.0008); F=76%
Testfor overall effect. Z=1.47 (P=0.14)

7.4.2 extract WS 5570

Kasper 2006 159 243 26 a1 9.6% 2.04[1.47,2.83)
Lecrubier 2002 98 186 80 189 10.7% 1.24 [1.00, 1.54)
Subtotal (95% CI) 429 270 20.3% 1.57 [0.96, 2.56]
Total events 257 106

Heterogeneity: Tau*=0.11; Chi*=6.26, df=1 (P = 0.01); F=84%
Test for overall effect. Z=1.79 (P =0.07)

7.4.3 extract WS 5572

Kalb 2001 23 a7 15 3/ B2% 1.45[0.92, 2.29)
Laakmann 1998 24 49 16 43  79% 1.50[0.92, 2.46)
Subtotal (95% CI) 86 84 16.1% 1.47 [1.05, 2.06]
Total events 47 N

Heterogeneity: Tau®*= 0.00; Chi*=0.01,df=1 {P=0.92); F=0%
Test for overall effect: Z=2.26 (P=0.02)

7.4.4 extract STW3-VI

Gastpar 2006 13 51 130 10.3% 1.38[1.06, 1.80)
Uebelhack 2004 41 70 4 70 40% 10.25[3.88, 27.09]
Subtotal (95% CI) 201 200 14.3% 3.59 [0.41, 31.56]
Total events 112 55

Heterogeneity: Tau®= 2.33; Chi*=18.65, df=1 (P <= 0.0001); F=95%
Test for overall effect: Z=1.15 (P =0.25)

Total (95% CI) 1202

Total events 617 366
Heterogeneity: Tau®=0.13; Chi*= 51.55, df=11 {P = 0.00001); F=79%
Test for overall effect. Z= 3.34 (P = 0.0008)

Test for subdroup differences: Chir=1.11 df=3 (P =077 F=0%

1049 100.0% 1.51[1.19, 1.92]

Risk Ratio
M-H, Random, 95% CI
2
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~
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—
| e R
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favours placebo favours hypericum




00 O
AHanNn3 YyBCTBUTENbLHOCTU

* He TO XXe camoe, YTO 1N aHanu3 nNo noarpynnam

» [lpoBepsieT BNUAHNE pPELLEHUN, MPUHATBLIX B X046 063opa
« BknroveHune nccnegoBaHmn B 063op
« OnpeneneHne HU3KOro pucka CMeLLeHnm

Bbibop mepbl adhdekTa

[TpegnonoXxeHna ob OTCYTCTBYHOLWMX AaHHbIX

[TloporoBag Touka Ang AuXoToMUYeCKON PaHroBOU LLKanbl

KoppensuymoHHble KOaPULMNEHTDI

 [loBTOpUTE aHaNn3, UCNONb3ysA anbTepPHaTUBHbIN METO, UMK
npeanonoXxeHue

* He npeacraBnanTe MHOXECTBO NTECOBUOHbLIX AnarpaMmm —
npeacraBbTe TOMNbKO pe3yrbTaThl

« Ecnu pasHuua MmHMmManbHa, MoXeTe ObITb Doree yBepeHbl B
BblBOAAX

« Ecnu pasHuya bonbluas, UHTEPNPETUPYUTE pesyrbraTbl C
OCTOPOXXHOCTbHO



UTO BKMIOYNTE B Ball NPOTOKON

* OueHKa reTeporeHHoOCTH
* OUEHKY CpaBHMMOCTW UccnegoBaHUi 4O MeTa-aHanmsa

« BusyanbHyto NpoBEPKY N UCNOSb30BaHNE TakKNX METOA0B
CTaTUCTUKU KaK |2

 CUHTE3 OgaHHbIX

* Mopenb puKcupoBaHHbLIX 3PIEKTOB N CIy4YanHbIX
adodpekToB (1nnun obe)

« AHanusbl Mo nogrpynnam v n3y4yeHme reTeporeHHOCTH
« 3annaHupoBaHHble aHanM3bl B Nogrpynnax
« JTtoGble gpyrue cTpaternm ansa n3yyYeHusi reTeporeHHOoCTH

®
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: Text of Review

Differences hetween protocol ang

B8 Assessment of heterogeneity =

Clinical heterogeneity will be assessed by two authors, and meta-analysis will only be conducted where both agree that study participants, interventions and
outcomes are sufficiently similar. Statistical heterogeneity will he assessed using the |2 statistic.

Assessment of reporting biases

B Data synthesis

The results of clinically and statistically homogeneous studies will be meta-analysed using the Review Manager software (Revian 2011). Meta-analysis will be
conducted using the Mantel-Haenszel method for dichotomous outcomes, and the inverse variance method for continuous outcome. A random-effects model will
be used. For any outcomes for which the included studies are not sufficiently homogeneous, or for which insufficient data are found for meta-analysis, a
narrative synthesis will be presented.

||

& Subgroup analysis and investigation of heterogeneity

The following sub-groups will be investigated, if possible:

. regular caffeine users versus non users

. light versus heavy caffeine users

. withdrawal versus no withdrawal effects

. low versus high dose of caffeine

. single versus multiple doses of caffeine

. caffeine alone versus coffee accompanied by food or other substances
. caffeine delivered in coffee versus other delivery method

I =2 . I SN N

B Sensitivity analysis

Sensitivity analyses will be conducted to assess the effect of risk of hias in the included studies, comparing studies rated at high or low risk of bias for each
assessed item.

Results

Discussion

Authors' conclusions
Acknowledgements
Contributions of authors
Declarations of interest

= Niffarancac hatuwiaan nratacral and ravia >




MbICSb, YTOObI B3ATb C COOOM AOMOW

« CraTuncrmyeckas reteporeHHOCTb — 3TO Hanmyune
pasnnynmn mexay oueHeHHbIMN adodpekTamm
BMeLLaTeNbCTB, B OOMbLUEN CTEMNEHU, HEM OXMOANOCh B
CBSA3M CO crly4YanHou Bapuaumen (BbIoopo4HOro
ncecregoBaHusl) camom no cebe

* OHa MOXeT ObITb Bbl3BaHa KITMHUYECKUM U
METOA0NOrM4ecknm pasHoobpasnem

« Mogenun duKCMpoBaHHbIX N crllydanHbIX 9 dEKTOB
OenaroT pasHble NPeanosioXeHnsa o0 reTeporeHHOCT

» U3yyante nobyto rereporeHHOCTb, KOTOPYHO Bbl HAWAETE
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