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Heparin Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
Agnelli 2009 333 769 155 381 22.5% 0.03 [-0.03, 0.09] ol
Altinbas 2004 22 42 30 42 6.6% -0.19 [-0.39, 0.01] —
Kakkar 2004 103 190 109 184  16.0% -0.05 [-0.15, 0.05) —=t 4@%0)&,’;(1 ’? }
Klerk 2005 88 148 107 154  15.0% -0.10 [-0.21, 0.01] |
Lebeau 1994 96 138 110 138 15.7% -0.10 [-0.20, 0.01] B |
Perry 2010 45 a9 32 87 11.1% 0.09 [-0.05, 0.23] T
Sideras 2006 40 68 41 69 9.0% -0.01 [-0.17, 0.16] -1
Weber 2008 & 10 10 10 4.0% -0.20 [-0.48, 0.08] e
Total (95% CI) 1464 1066 100.0% -0.04 [-0.10, 0.02] L
Total events 735 594
Heterogeneity: Tau® = 0.00: Chi* = 13.31, df = 7 (P = 0.06); I = 47% =_I _D=5 é 0:5 1=
Test for overall effect: Z=1.44 (P = 0.15) Fa'ﬂ:uu-rs heparin Favours -::n-ntrul

GRADE groupTIZ, certainty of evidence, quality of evidence, quality of body of evidence, confidence in evidence, confidence in
effect estimates, certainty in the body of evidence, strength of evidenceZ|ZIZRZETHK->TLVS, ZAEH TIEIE TV X (#1K)

DHEERMELEHT S,

Guyatt et al. J Clin Epidemiol. 2011 Apr;64(4):401-6. (No.3)
Guyatt et al. J Clin Epidemiol. 2013 Feb;66(2):151-7. (No.11)
GRADE handbook (Updated October 2013)

Schiinemann HJ. Clin Epidemiol. 2016 Jul;75:6-15.
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Guyatt et al. J Clin Epidemiol. 2011 Apr;64(4):401-6. (No.3)
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Guyatt et al. J Clin Epidemiol. 2011 Apr;64(4):401-6. (No.3)
GRADE handbook (Updated October 2013)
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ecritical (EX)
simportant but not critical (EEf-MNE K THLY)
oof limited importance (EZETIF{KLY).

Critical and important outcomes will bear on guideline recommendations

\EK&T@ MLABIUVEZELENERTENT VM ARERERICAL GRS, )

rating scale:
1 2 3 4 5 b T
of least of most
importance importance
of limited importance . " "
i i important, but not critical Critical
{ngrmmcalﬁéngd Ei]ndggilgg)nnc < ~ for making a decision ~ for making a decision
orofile) (included in evidence profile) (included in evidence profile)
X Al =z h==—
ERREIC ERREICEELN ERREIC

EEEFENTOML EXTEWTIRIL ERGETINAL

GRADE handbook 3.1 (Updated October 2013)



TETADMEE MM R A

. BROMEDOFTMmEEIC

LT BHDTIEGL BD

—%—L\Eﬂ%‘:% E L/fd:h‘\’;)s %Eﬂ%o)giﬁé%fgbf

aHI T S,

. BRARDEAE—RICH T ILBEAN TR

ESND,

. DL—FEOUIIRSFHITHARETH S,

. AT ADVRIDTL—RF &, [EDDE A
VDRAZEBELTITO EHDR AV DREREE
HETILRNILITL—KE O TH52EELH5

. FIFEAELWMESIZIE., FOEHBOKRNGHE
ET-FEHERRTRETHS,

GRADE handbook 5.2.1 (Updated October 2013)
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e Cochrane Review

Cochrane Database Syst Rev. 2011 Apr 13;(4):CD006652.
Cochrane Database Syst Rev. 2014 Dec 10;(12):CD006652. updatehR

e 2016%E 0D GRADE Tokyo workshop& 43

https://sites.google.com/site/gradeworkshopsba2016/tokyo2016

« REMEAEMEFEDZEANSAY

Chest 2012; 141(2) (Suppl) :e1955-e226S Section 4.2

o )T FTSE T MDCPG(McMaster K&EEE)

Ann Saudi Med 2015; 35(2): 95-106. Guideline Question 3

« IR SFREEICKSEEREN (BAEE

http://www.grade-jpn.com/how_to _use grade aihara_20120426.pdf
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Risk of bias |Across studies Interpretation [Considerations RADE
ssessment of
Cochrane tudy limitations
R. k f b Low risk of  [Most information is [Plausible bias  [No apparent limitations. [No serious
ISK OT D1aS  |pias. from studies at low |unlikely to imitations, do not
=T risk of bias. seriously alter downgrade.
“:l:ﬁﬂi the results.
Unclear risk  [Most information is |Plausible bias Potential limitations are  |[No serious
of bias. from studies at low [that raises some [unlikely to lower imitations, do not
or unclear risk of doubt about the [confidence in the estimatejdowngrade.
bias. results. of effect.
Potential limitations are  [Serious
likely to lower confidence [imitations,
in the estimate of effect. |downgrade one
evel.
High risk of  [The proportion of  |Plausible bias  [Crucial limitation for one [Serious
bias. information from that seriously criterion, or some imitations,

Istudies at high risk
of bias is sufficient
to affect the
interpretation of
results.

weakens
confidence in the
results.

limitations for multiple
criteria, sufficient to lower
confidence in the estimate
of effect.

downgrade one
evel.

HL—REA1)

Crucial limitation for one
lor more criteria sufficient
to substantially lower
confidence in the estimate
of effect.

Very serious
imitations,
downgrade two
evels.

JL—+45I22)

http://handbook.cochrane.org/chapter_12/
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Agnelli 2009
Altinbas 2004
Kakkar 2004
Klerk 2004
Lebeau 1994
Pelzer 2009
Perry 2010
Sideras 2006

Weher 2003

(7@ FAL(LR2MABTORTE)DINATAYRDIE ?\
SERZNTHEWN T L—REH L)

S LN JL—KE DY)
FEBISEZ(2LRNIL FL—KFHY)

< @ ®|® | ® |seective reporting (reporting bias)

"

@O OO O e ™| ® | Randomseguence generation (selection bias)

OO 6O e e e 0 ®| ~ocatonconcealment (selection bias)

© 0O 0O O ® | @ ®|-clindingofparticipants and personnel (performance bias)

® O 0O O ® | @ O | -clindingofoutcome assessment (detection bias)

OO OSSO O G| G| ® | ncomplete outcome data (attrition bias)

OO e 0 e e e ctherhias

g _/
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Akl EA et al. Cochrane Database Syst Rev. 2011
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Random seguence generation (selection bias)
ST LR D E K

Allocation concealment (selection hias)
YT DRERRIE

Blinding of paricipants and personnel (performance hias)
EMBLERARRAIVIDITSALURE

Blinding of outcome assessment (detection hias)
TIOMILFHBEEDTSAVRE

Incomplete outcome data (attrition hias)
FRETINNLT—H

Selective reparting (reporting hias)
BRI LIRS

Other higs

ZTORDINAT R

Akl EA et al. Cochrane Database Syst Rev. 2011
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Fandom sequence generation (selection hias)

B ‘ FOOZ SEQUIlyY

. Allocation concealment (selection hias)

. Blinding of participants and personnel (peformance bias)

. Blinding of outcome assessment (detection bias)

. Incomplete outcome data (attrition bias)
' Selective reporting (reporting hias)

@ Otherthias

Akl EA et al. Cochrane Database Syst Rev. 2011
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Heparin Control Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C M-H, Random, 95% Cl
nelli 2009 333 769 155 381 225% 0.03 [-0.03, 0.08] *

#l_iﬁinhas 2004 22 4 0 42 68% 0.19[-0.38, 0.01] |

Kakkar 2004 103 190 109 184 16.0% -0.05 [-0.15, 0.05] B

Klerk 2005 88 148 107 154 15.0% 0.10[-0.21, 0.01] =

Lebeau 1994 9 138 10 139 157% 0.10[-0.20, 0.01] =

Perry 2010 45 99 28 1M1% 0.08 [-0.05, 0.23] T

Sideras 2006 40 68 4 69 9.0% -0.01[-0.17, 0.18] -1

Weber 2008 g 10 1 10 40% -0.20 [-0.48, 0.08] - |

Total {95% Cl) 1464 1066 100.0% -0.04 [-0.10, 0.02] ¢

Total events 735 534

Heterogeneity: Tau® = 0.00; Chi* = 13.31, df = 7 (P = 0.06); I* = 47% '

1 05 0 05
Test for overall effect: Z=1.44 (P = 0.15) Favours heparin  Favours control

15
Akl EA et al. Cochrane Database Syst Rev. 2011
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Agnelli 2009
Altinbas 2004
Kakkar 2004
Klerk 2004
Lebeau 1994
Pelzer 2009
Perry 2010
Sideras 2006

Weher 2003
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< @ ®|® | ® |seective reporting (reporting bias)
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. . . . . . . . . Random sequence generation (selection bias

. . . . . . . . . Allocation concealment (selection bias)

© 0O 0O O ® | @ ®|-clindingofparticipants and personnel (performance bias)

® O 0O O ® | @ O | -clindingofoutcome assessment (detection bias)

® O OSSO S S| \|® | ncomplete outcome data (atirition bias)
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16
Akl EA et al. Cochrane Database Syst Rev. 2011
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GRADE handbook 5.2.1 Example 3 (Updated October 2013)
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| RiEEEHIZHERE

CHAEAE R

O:H b DFIE

METH A2 RCT
22EDRCTDSL . 1 TEIY T DRERIEAITHNT ., (FHD1
{4 TCERfE TN o 1=,

SEZCILRILT L—RE O IZHEY)

T I L (BRI DINATRYARYIE?
EHIEnt=,

GRADE handbook 5.2.1 Example 4 (Updated October 2013)
Allergy 2009: 64: 669—677
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GRADE handbook 5.2.1 Example 6 (Updated October 2013)
Allergy 2009: 64: 669—677



DINAT RAYRY
LRIV L—FRE 2 45-2

P7LILF—RXEETH/NA

| E TRERE

C:REEEITL

O:lm B D R IE

METH A2 :RCT
214 DRCTT., VA LED AL, BV ITDIERIE . ST A&
D&M L, TIA U ESN =7 O h L mMASINTH LT .
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GRADE handbook 5.2.1 Example 7 (Updated October 2013)
Allergy 2009: 64: 669—677
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Study ASA/NSAIDs use Nofoccasional use OR (random) OR (random)
or sub-category niN niN 95% ClI 95% Cl
Coogan 18/188 207/2339 —L— 1.09 [0.66, 1.81]
Langman 25/48 413/1286 — 2.30 [1.29, 4.10]
Anderson 10/6012 60/17277 —_— 0.48 [0.24, 0.93]
Menezes 17/79 108/327 —— 0.56 [0.31, 1.00]
Jacobs 37/7769 3455/721 041 — 0.99 [0.72, 1.38]
Schernhammer 37/10 292 153/85 541 — 2,11 [1.47, 3.02]
Total (95% Cl) 24 388 831 811 = e 1.09 [0.67,

Total events: 144 (ASA/NSAIDs use), 4396 (No/occasional use)

Test for heterogeneity: ¥° = 30.11, df=5 (P < 0.0001), /* = 83.4%

Test for overall effect: Z=0.34 (P=0.74)

01 02 05 1 2 5 10
Protective factor Risk factor

ERICEDOON-. ERNATIONIL-TAETH A - BT HEDEIZLD
I I —TEBINiThnf=m. FERDEWNIHATET . ZLUTIE—EHEH

Y&FlEnt=,
Aliment Pharmacol Ther 26, 1089-1099

https://sites.google.com/site/gradeworkshopsba2016/tokyo2016
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1 RIEEEABER |09 - 40%: is low (/NELY)

THhGYEL S, 0% - 60%. i )
2. EERMEIZERY o - 607%: may be moderate

ol

MIFEAEETIFE (FPEERE)
;YJL\O N 50% - 90%: may be substantial
LR DRIE (MFYREL)
4. R#EESAAE0, | [75% - 100%: is considerable
(R #EtEDFEHEE) (FEEIZKRELY)

Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1294-302 (No.7).
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Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1294-302 (No.7).
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1. RIEEIEDRIEFEGLD ., RAGIE—FIEITLEOEHIEND

VAR
Treatment C antrol Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Blake 1990 24 &0 26 51 29.0% 0.89[041,1.84) =
Gallefoss 19993 18 26 1727 11% 1.32[042, 4.15] -
Littlejohing 1991 33 4] 26 RS 296% 141071, 2.81] =
Rea 2004 26 &3 21 42 303% 0.80[037,1.75) =
Total (95% CI) 207 185 100.0% 1.07 [0.71, 1.59] ——=eaSiliin-—
Total events 103 50
Heterogeneity: Chiz = 1.52, of = 3 (P = 0.68), 12 = 0% I I I I
Testf [l effect Z=031(F =076 0.2 0.5 1 2 2
estfor overall effect 2 = 0.31 (P = 0.76) Fawvours treatment  Fawvours control
—1 i — N T NI ~ == ||, N — #
2. EREXMEDOELGY MG, F R = N 3
Treatment C ontrol O dds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI IWHH, Fixed, 95% CI
Blake 1990 95 234 88 256 43.7% 0.62[0.39, 0.98] B E—
Coultas 20053 B0 149 37126 22.3% 162 (098 2 68] =
Coultas 2005k 19 141 30 140 254% 0.53 [0.28, 0.99] =
Rea 2004 28 52 22 B3 BE% 217102, 461]
Total (95% Cl} 586 585 100.0% 0.95 [0.73, 1.25] e a
Total events 143 147
Heterogeneity: Chiz = 15.63, df = 3 (P = 0.001); 12 = B1% l l l l l !
geneity ' : ) ’ 0.1 0.2 0.5 1 2 5 10

Testfor overall effect: £ =0.34 (P =0.73)

Fawvours treatment  Fawvours control

GRADE Handbook(ver 3.2):
http://www.who.int/hiv/topics/mtct/grade_handbook.pdf
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Risk Ratio Risk Ratio
Study or Subgroup  Woeight M-H, Random, 95% CI M-H, Random, 95% ClI
Agnelli 2009 19.7% 1.06[0.92,1.23] T
Altinbas 2004 B.1% 0.73[0.52, 1.04] i
Kakkar 2004 16.0% 0.92[0.77,1.049] — T
Klerk 2005 16.9% 0.86[0.72,1.01] —
Lebeau 1994 20.6% 0.88 [0.76, 1.01] —=
Ferry 20110 B.0% 1.24 [0.87,1.78] 1T
Sideras 2006 2.6% 0.99[0.75,1.31] S
Weher 2008 6.1% 0.81[0.57,1.14] — 1
Total (95% CI) 100.0% 0.93 [0.85, 1.02] &
Total events
Heterogeneity: Tau®=0.01; Chi*=10.75, df=F (F=0.159); F= 35% IIITE IIITF’ 1!5 ﬁ

Testfor overall effect £=1.57 (P=012) Favours heparin Favours contral

/77 FAL(1I2ZATORTE)D \
E—EMHEE?
SRZITELY

-,*le
FEBIZFEZ

\_ /

Akl EA et al. Cochrane Database Syst Rev. 2011
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Heparin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Cancers other than SCLC
Agnelli 2009 333 769 155 381 19.7% 1.06 (0.92, 1.23] el
Perry 2010 45 99 32 87 6.0% 1.24 (0.87, 1.75) _—T
Weber 2008 8 10 10 10 6.1% 0.81(0.57,1.14) ———1— ( - \
Klerk 2005 88 148 107 154 169%  0.86(0.72, 1.01) —— TIOMAL(2ZOATORTE)D
Kakkar 2004 103 190 109 184 16.0% 0.92 (0.77, 1.09) —— — By ?
Sideras 2006 40 68 41 69 8.6% 0.99 [0.75, 1.31) —r— Q"IE_I = HE (j:
Subtotal (95% CI) 1284 885 73.3% 0.96 (0.86, 1.07) £ -;5|E ,(IJ 'C?:l LY
Total events 617 454 :,-—.-, |J
Heterogeneity; Tau’ = 0,01; Chi* = 7.37,df = S (P = 0.19); I = 32% “IRA
Test for overall effect: 2= 0.73 (P = 0.47) _3'5 I% - 3J'T' ?u
1.1.2 SCLC
Altinbas 2004 2 4 30 42 6.l1% 0.7310.52,1.04) —— k J
Lebeau 1994 9 138 110 139 20.6% 0.88 (0.76, 1.01) i |
Subtotal (95% CI) 180 181 267%  0.86(0.75,0.98) -
Total events 118 140
Heterogeneity: Tau’ = 0.00; Chi* = 0.93, df = 1 (P = 0.33); I = 0%
Test for overall effect: Z = 2.34 (P = 0.02)
Total (95% CI) 1464 1066 100.0% 0.93 [0.85, 1.02) e
Total events 735 594

[ - - » il - - - - / } : : F
Heterogeneity: Tau" = 0.01; Chi® = 1075, df = 7 (P = 0.15); I = 35% S 07 N

Test for overall effect: Z= 1.57 (P = 0.12)

Favours heparin Favours control

Akl EA et al. Cochrane Database Syst Rev. 2011

27



QIF—

Heparin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Cancers other than SCLC
Agnelli 2009 333 769 155 381 19.7% 1.06 [0.92, 1.23) T+
Perry 2010 5 99 32 87  6.0% 1.24(0.87, 1.75] et
Weber 2008 § 10 10 10 6.1% 0.81[0.57, 114 ———1—
Klerk 2005 88 148 107 154 16.9% 0.86 [0.72, 1.01) —
Kakkar 2004 103 190 109 184 16.0% 0.9210.77, 1.09) —
Sideras 2006 40 68 41 69 B.6% 0.99(0.75, 1.31) S B
Subtotal (95% Cl) 1284 885 73.3% 0.96 [0.86, 1.07] £
Total events 617 454
Heterogeneity: Tau’ = 0.01; Chi* = 7,37, df = S (P = 0.19); I’ = 32%
Test for overall effect: Z = 0.73 (P = 0.47)
1.1.2 SCLC
Altinbas 2004 22 4 30 42 6.1% 0.73 (0,52, 1.04) -
Lebeau 1994 96 138 110 139 20.6% 0.88 [0.76, 1.01) —
Subtotal (95% CI) 180 181 26.7% 0.86 [0.75, 0.98] i
Total events 118 140
Heterogeneity: Tau® = 0,00; Chi* = 0.93, df = 1 (P = 0.33); F = 0%
Test for overall effect: Z = 2.34 (P = 0.02)
Total (95% CI) 1464 1066 100.0% 0.93 [0.85, 1.02] e
Total events 735 594

[ 4 il 4 / L L 1 !
Heterogeneity: Tau® = 0,01; Chi* = 10,75, df = 7 (P = 0,15); I' = 35% 05 07 7

Test for overall effect Z= 1.57 (P = 0.12)

Favours heparin Favours control
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E—BMHEE?
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SEZ RILRILTIFBIFETIEAEW)

hEEDIE—E 1 (12=35%)%
. I IL—TEHFTIEND
MR T AN A (SCLO)EBF [ZH LY
TIXEENERT HENRE
SNf=h\. EDDHINAEETIE
RTINS T-, FfETESE
HET. IETFUORADEEEMN
1ILRILTL—KRE Y Ent=,

28

Akl EA et al. Cochrane Database Syst Rev. 2011



TE T2 ADMEE T
QIEEE M (Indirectness)

N B EEAN B A ERERE TR

Minds




IETOADMEE ST
QIEEEE

CQTERTEL=PICOEV ARTIYTAVILE 2—TEIIR
SNT-EDPICOENDEE DL

AFFEFEDFEEMEZFFMT S
1. % REMDELN (Patients or populations)

2.9t A (X% HE) D3ELD (Intervention or comparison)
3. 7 ORALDEL (Outcome: RBT7 U MHhLS)
4. R L ER

GRADE handbook (Updated October 2013)
Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1303-10 (No.8).



QIEE B D5

1. XMREFDELD
EAVIJIIVHEEIC ﬂ’d’%ﬁ't’)b’;’lst)lx@xﬂ%@nﬂiﬂik
EMEATINIOTEBICBITAARGENBLGNTIZIEE,
2. ;T ADELY
RKIERRBREICLS )\xﬂ%d)n$1ﬁl~~1ﬁ’éﬁuiﬁﬁl:;é%
t'JZ’J,JI'J‘x)J%%TLT_%*%’E%L\t
3. 7TOMAOLDEL
AL DL DHEMEZINE EJIﬂ:.'VbJI[L”'f’\/FO)'U'EI
F—rT7orhLELTERLEE
4. Bz LE#R
RCTCEELLBEIN TV 2D S5 2F DO B EEELEEL
==&

=

Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1303-10.(No.8).



Q@IEEEME (NN D F1)7)

Altinbas 2004

Methods Randomized clinical trial

Participants 84 patents with histologically confirmed small cell lung cancer (both limited and exten-
sive) undergoing combination chemotherapy, ECOG performance status < 3; median
age 58; 81% males; country: Turkey

Interventions LMWH (Dalteparin; prophylactic dose) versus no intervention for 18 weeks or less if
disease progressed

QOutcomes Outcomes: all-cause mortality (at 12 and 24 months), symptomatic DVT (no PE events;
personal communication with author), and bleeding. Screening and diagnostic testing
for DV'T: not reported / \

T OMAL(L2ZMAATORT)D
MNotes Funding: not [EPDI’IE(_:I. 3 IE_ E,HE ‘j: 2

Follow up: median of 10 months; rz

HR not adjusted (analyses were uni - IR ;;(Ij —67:’:[' \

RANEFFEEMEIET GO RIS

\117‘:0 /

Akl EA et al. Cochrane Database Syst Rev. 2011
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Threshold if side effects, toxicity
and cost minimal, NNT = 200. @
----------------- Entire confidence interval to left
of threshold, do not rate down for
—~ imprecision

Ischemic stroke
point estimate
and confidence
interval

Threshold if side effects and
toxicity appreciable, NNT = 100.

...........................

Confidence interval crosses
Uzatt )ﬁ*ﬁiﬁg --1.3% threshold, rate down for
95%{E HE X S : -2% ~-0.6% PTEEEon
L 1 1
| | |
2.0 0.5 0O 05
Favors Intervention Favors Control
Risk difterence (%)
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Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1283-93. (No.6).
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l:FluoroquinolonelZ&%F A "”'J',.“E¥0)UZ7 0.069, 4=0.25 (RRR)

C:FluoroquinoloneZiL a=0.05, $=0.20
OB EIC R DFET 0|S(z\£%...#/7)l/;&) :N=6400
TH A2 :RCT

J

Quinolone (n/N) Control (n/N) RR (Fixed) weight, RR (Fixed)

Sludy Year (Rcfe:cncc} (95% Cl) % {95% CI)
SIEijer etal., 1980 {23} 0/53 9/52 I 25.80 0.05 {0 00—0 8?}
Karp et al., 1987 (16) 6/35 3/33 - 8.31 1.89 (0.51-6.93)
Schroeder et al., 1992 (22) 0/40 2/35 7.16 0.18 (0.01-3.54)
Talbot et al., 1993 (24) 1/62 2/57 5.61 0.46 (0.04-4.93)
Moreau et al., 1995 (94) 0/44 0/44 Not estimable
Carlson et al., 1997 (13) 0/45 0/45 Not estimable
Thomas et al., 2000 (25) 5/99 5/52 17.64 0.53 (0.16-1.73)
Nenova et al., 2001 (20) 0/36 5/34 15.21 0.09 (0.00-1.50)
Tjan-Heijnen et al., 2001 (26) 0/82 5/79 15.07 0.09 (0.00-1.56)
Lee et al., 2002 (17) 2/46 2/49 5.21 1.07 (0.16~7.25)

Total (95% Cl) o 100.00 0.38 (0.21-0.69)

Total events: 14 (quinolones), 33 (placebo) 542 480

Test for heterogeneity: chi-square = 11.41 (P = 0.12), ¥ = 38.6%

Test for overa.ll effect: Z 3 20P = 0 001)

———— 1 T r 1‘ T T T
0001 0.1 10.0  100.0 1000.0

SRIEFEXM I KRETRENRZTRE L,tt:\ 'U‘/?)l/z:ﬂ(N 1022)
75*‘0|s7£7|ﬁ‘5tL’CL\?&L\O)’C’J“I/—P@“rbzh\' ELEZLNT-,

Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):Box4 (No.6).
Ann Intern Med. 2005;142:979-995. Figure 3




Optimal information size

(OIS &xiE FH=E)

TRERE DD HAHRERTEHET T HT=0IC
ETESN-HUTILED L
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http://stat.ubc.ca/~rollin/stats/ssize/b2.html
XTEREE D) X (p2): 0.20
» Calculate Sample Size (for specified Power) ITABEED) R (p1):0.15
Caloulate Power (for specified Sarple Size) A=0.25 (relative risk reduction : RRR)
Enter a value for p1; 0.1 a=0.05, =0.20
Enter a value for p2: 0.2 EERTE
1 Sided Test ( \
o ®2Sided Test XSHREDI)RIDEZR:
Enter a value for @ (default is 09): 05 STHEBEREISOIEHESCHR{E
Fniter a value for desired power (default is 80): .80
The sample size (for each sample separately) is: 906 \A( RRR) DI= f :0.2~0.3 J

Guyatt et al. J Clin Epidemiol. 2011 Dec;64(12):1283-93. (No.6).
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Heparin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Cancers other than SCLC
Agnelli 2009 333 769 155 381 19.7% 1.06 [D.92, 1.23] —T
Perry 2010 45 99 32 87 6.0% 1.24 [D.87, 1.75]
Weber 2008 8 10 10 10 B6.1% 0.81 [0.57, 1.14]
Klerk 2005 88 148 107 154 16.9% 0.86 [0.72, 1.01] —
Kakkar 2004 103 190 109 184 16.0% 0.92 [0.77, 1.09] —
Sideras 2006 40 68 41 69 8.6% 0.99 [0.75, 1.31] —
Subtotal (95% CI) 1284 885 73.3% 0.96 [0.86, 1.07] -
Total events 617 454
Heterogeneity: Tau® = 0.01; Chi* = 7.37,df =5 (P = 0.19): F = 32%
Test for overall effect: Z = 0.73 (P = 0.47)
1.1.2 SCLC
Altinbas 2004 22 42 30 42 6.1% 0.73 [0.52, 1.04]
Lebeau 1994 96 138 110 139 20.6% 0.88 [0.76, 1.01] —=
Subtotal (95% CI) 180 181 26.7% 0.86 [0.75, 0.98] i
Total events 118 140
Heterogeneity: Tau® = 0.00; Chi* = 0.93, df = 1 (P = 0.33); I’ = 0%
Test for overall effect: Z = 2.34 (P = 0.02)
Total (95% CI) 1464 1066 100.0% 0.93 [0.85, 1.02] -.
Total events 735 594
Heterogeneity: Tau® = 0.01; Chi* = 10.75, df = 7 (P = 0.15); I’ = 35% :0 5 0:? 1 1:5 2:
Test for overall effect: Z = 1.57 (P = 0.12) . ’ ‘ .

Favours heparin Favours control
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OISETE

. ® Calculate Sample Size (for specified Power)

. Calculate Power (for specified Sample Size)

Enter a value for p1: 0.65 :iﬂﬁﬁ%i%ﬂéd)ﬁlﬂﬂiﬁ]
Enter a value for p2: 0.4875 (ﬁﬂﬁﬁﬁigugo)q:ga@ X 0.75 ]
. 1 Sided Test \MRRR):QZS(:*E =

. ® 2 Sided Test

Enter a value for a (default is .05): .05

Enter a value for desired power (default is .80): .80

The sample size (for each sample separately) is: 145
84> 7 JL#(=2530)[%. OIS (=290) kY Z L

https://www.stat.ubc.ca/~rollin/stats/ssize/b2.html
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Steroid
=R I HEIE

RD:-10% to 1.2%)

JRDZE (%)

Favors
steroid

0

Study Year Treatment Control Relative Risk (95% CI)
Annane 2002 95/151 103/149 ] 0.91[0.77, 1.07]
Bollaert 1998 8/22 12/19 —— 0.58 [0.30, 1.10]
Briegel 1999 520 6/20 —s— 0.83 [0.30, 2.29]
Chawla 1999 6/23 10/21 — 0.55 [0.24, 1.25]
Confalonierl 2005 0/23 7123 < | 0.07 [0.005, 1.10]
Rinaldi 2006 2/20 2120 F | 1.00 [0.16, 6.42]
Sprung 2008 111/251 100/245 1.08 [0.88, 1.33]
Tandan 2005 1114 1314 D—I 0.85 [0.62, 1.15]
Yildiz 2002 8/20 12/20 — 0.67 [0.35, 1.27]
Random Effects Estimate, p=0.22 for heterogeneity, ’=25% = 0.88 [0.75, 1.03]
i =t i .
0.01 0.05 0.1 05 1 5

Fig. 2. Corticosteroids to reduce hospital mortality in septic shock.
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Precision of the estimate of the effect
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Figure 2. Funnel plot of comparison: | Heparin vs
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Heterogeneity: Tau® = 0.00; Chi* = 13.31, df = 7 (P = 0.06); I* = 47%
Test for overall effect: Z=1.44 (P = 0.15)
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Heparin Control Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
Agnelli 2009 333 769 155 381 22.5% 0.03 [-0.03, 0.09] ol
Altinbas 2004 22 42 30 42 6.6% -0.19 [-0.39, 0.01]
Kakkar 2004 103 180 109 184 16.0% -0.05 [-0.15, 0.05] B B
Klerk 2005 88 148 107 154  15.0% -0.10 [-0.21, 0.01] |
Lebeau 1994 96 138 110 138 15.7% -0.10 [-0.20, 0.01] B |
Perry 2010 45 a9 32 87 11.1% 0.09 [-0.05, 0.23] T
Sideras 2006 40 68 41 69 9.0% -0.01 [-0.17, 0.16] -1
Weber 2008 & 10 10 10 4.0% -0.20 [-0.48, 0.08]
Total (95% CI) 1464 1066 100.0% -0.04 [-0.10, 0.02] L
Total events 735 594 |

0
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Evidence Profile (327 1) A 151)

Quality assessment Mo of patients Effect
. : Quality Importance
Me of Study Risk of : : - Other : no Relative | Absolute
studies design bias Inconsistency | Indirectness | Imprecision considerations heparin heparin | (95%CI) | (95% CI)
Mortality (follow up: 12 months)
8 randomised | not sarious o not serious not seripus © | nons 7351454 G4.9% RR 0.93 45 fewer CRITICAL
trials serious (50.2%) (0.85 t0 per 1,000 @@EBO
a 102) | (from13 | MODERATE
more to
47 fewer)
Symptomatic VTE (follow up: 12 months)
7 randomised | not not serious not serigus not serious nons 381338 2.9% RR 0.55 13 fewer CRITICAL
trials serious (2.8%) (037 to per 1,000 GS‘EB@@
2 0.82) (from 5 HIGH
fewer o
18 fewer)
Major bleeding (follow up: 12 months)
L randomised | not not serious not serious serious 9 none 1624 (.7% RR 1.30 2 more IMPORTANT
trials SErous (1.8%) (0.5 to per 1,000 @@@O
a 2.88) {from 3 MODERATE
fewer to
13 maore)

a. \Vast majority of studies had allocation concealment | and used blinded outcome and adjudication. We did not downgrade although there was some concern about lack of blinding in some
studies; the overall risk of bias was felt to be very low.

b. There is moderate heterogeneity among studies included in the analysis of death at 12 months (12=41%). The subgroup analysis for mortality at 12 months was statistically significant and
suggested survival benefit in patients with SCLC but not in patients with advanced cancer. Overall we decided to downgrade by one level when considering these issues along with imprecision.
¢. Clinterval includes effects suggesting benefit as well as no benefit

d. Clincludes possibility of both harms or bensfits.

https://sites.google.com/site/gradeworkshopsba2016/tokyo2016
Akl EA et al. Cochrane Database Syst Rev. 2011



Summary of Findings Table

(NN DT A)

Outcomes Anticipated absolute effects’ (35% Cl) (Rgzkjﬂg]eﬂect :lﬂu:);_pa}rtidpants Ql:';lity of the Comments
% studies evidence

Risk with no heparin Risk with heparin (GRADE)
Mortality Moderate RR0.93 2531 eaa)
follow up: 12 months (085t0102) (8RCTs) VMODERATE abe

649 per 1,000 604 per 1,000

' (552 to 662)

Symptomatic VTE Moderate RR 0.55 2264 fasYarYarYar)
follow up: 12 months 16 ver 1.000 (037100.82) (T RCTs) HIGH @

29 per 1,000 ( ﬁgrz )
Major bleeding Moderate RR 1.30 2843 @@@O
follow up: 12 months (05910 2 88) (9RCTs) MODERATE 2

9 per 1,000

7 per 1,000 (410 20)
Minor bleeding Moderate RR 1.05 2345 @@@O
follow up: 12 weeks (0.75to 1.46) (T RCTs) VODERATE ¢

28 per 1,000

27 per 1,000 (20 0 39)
Health related quality of life 0 per 1,000 not estimable (1RCT) ea())
assessed with: the Uniscale and the (0to 0) Lowe

Symptom Distress Scale (SDS); Better 0 per 1,000
indicated by lower values
follow up: 12 months

“The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: Confidence interval: RR: Risk ratio

https://sites.google.com/site/gradeworkshopsba2016/tokyo2016
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