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GRADE: Grading of Recommendations
Assessment, Development and Evaluation

http://www.gradeworkinggroup.org/index.htm

online learning modules: http://cebgrade.mcmaster.ca/

[GRADE]

BRAIRI1Y
GRADE/XTA

GRADEIZE9 5 HARZEDIFHIE
HERFER webS A MM TARRLTLVETD,

http://www.grade-jpn.com/

WE2ENARSAODI=HDGRADES AT L (MR b, MRAT 47 HhR. 2010)
http://homepage3.nifty.com/aihara/grade-cover.html

GRADE handbook

ver. 3.5 1 (m} JAMAevidence

Users'Guides o the Medical Literature

Onllne A Manual for Evidence-8ased Clinical Practice, Second Edition
st g Godon Gpa, D B, M § S, Do Cock

BGRADE/\>RJw% (version 3.2 EiERAR. Free)

http://homepage3.nifty.com/aihara/ GRADEproHelp.html Es ek
1—H—ZHAF
.E%Iﬁkl -U- ;(jjzflx *EWJ §o< $®7—17)b mm:;—)usnmv:;ﬂb”ﬁ
(JAMA Users’ GuidesEHzR MR b, kR AT 7 HhR. 2010) _——
http://homepage3.nifty.com/aihara/jama_evidence.html GRADEH K543 s amzn
DD }I

BGRADEHARSAUER DR - f25% http://www.grade-jpn.com/grade gl flow aihara.doc
AfRER(DOC) &, http://www.grade-jpn.com/grade_gl_flow 20120717 2.pdf DIEB IZXELIZRETY .
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GRADE Working Group

GRADE:

Grading of Recommendations Assessment, Development and Evaluation
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Quality of Evidence

2012/04/06 (aihara)



IETUORDIEEK

There always is evidence

“When there is a question there is evidence”

TETURFEICFET S
IGERIDHBECBICITIE T ROFHLET B

IETURIE BIHIZENDEDNELNGCTE (LA DERIKEIC KD IERIFTIIGTEET O,
FEEMICEES ST ELWMEARFE T T EEBZMARLGE) . BT HEHET S

Better research = greater confidence in the evidence and

decisions

LYRVHFE > TETUIPHIBTDIEFEELEL,

Evidence alone is never sufficient to make a clinical

decision
B RBE T T DICIFIE T/ TIERL THH TIELLD,
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ITETUAREE?

FRRERENHDHECAICIFBIT TETUANH S,

5. H<')— (Summaries)

DRATITAVY " I/l::l.—‘bﬁ
WHARSAELT, 1RHFEL L
IETURZFZEHLIET,

computerised degi=*

Hynes 6S

gased clinical practice guide

Eu}

Evidence-based textbooks
(eg, Clinical Evidence, Dynamed, PIER, UpToDate)

DARE: health—evidence.ca

Evidence-based abstraction jpurnals

(eg ACPJ Bvidence-based mental health, —Nursing?
Synﬂmses \ Systematic reviews

{eg, Cochrane Lib, ACPJC PLUS, EvidenceUpdates, Mursing*, Campbe |l Lik)
/ Syﬂopsﬂsrif Studies \ Evidence—based abstraction journals

StUdiBS original article published in journals
(ACPJ PLUS, EvidenceUpdates, Nursing+)

http://homepage3.nifty.com/aihara/sakusaku/2 1.html

IETURDRRICIISEISETLREEZLH S, THEMIZIX. HynesD6sD L {iI
[ZHHERBEEFEIEEFNEVKLTCEELRIET O REHEHTHHED
_O—G&éo

IETUVRODBEDEREIE.
DARATRITAVILEA—¢ERBHARSAVTRELS,
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WEDEOICVATITAYILEA—ZRAT S

GRADEL AT LZEFIALI-ZEAARIAV DERMICIE, [RAIELTORTI T4 ILE 2—DH#MK
IE TR (body of evidence) Z L5,

BOEWBRGFEDOVRATITAVILEA—ZFRATEHILEAAEETHAN . HAETAU /AR ILAGERL
FETHDBREDTIMALIZEHATRAIETUANTI DDV RTIT1ILE a—TiEtShTWWAT &
(FFTHY. BEIL1 DD body of evidence DIERLIZEEBMD L R TITAYILEA—DRELED
=6, B RIEEMEFTABDBELLD,

cannot DO systematic review
l
use EXISTING
l
there is NO existing
!
do PRAGMATIC search ‘ \
\ J BE.DRTITavILED
—OREAIRTAUIZ,
GRADEZES DA ?

ays
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GRADEZ{F5:R#HlL

i : 'f%’l'i‘)%ﬁﬁ@%%l:ﬁ TS A NEF ST GRADE
N2 75 s

%iﬁﬁf&%t%’fﬁ ,ﬁf’)"”% Fo 5 LRSI T s _ _

(systematic review) ﬁ%@g@&fg%*ﬁm ? [j> risk _Of _b 'a:S
BENAZE Lo (or limitations)
BRI R T S 2
BRI ? - ‘o

Imprecision

BROKEST? ) P
EDORRELREEN~ 2 ] }
LA VTR T Inconsistency
AVIEN

BRTEATEON? SRR RIS 2 e o

P O AL Publication bias

BENZESTHERT UM AITAET . -

ERS - —) |indirectness

2012/04/06 (aihara) 11




IETVADE (EH)

BATITAYLEa—

The quality of evidence reflects the extent to which we are confident that an estimate

of the effect is correct.

[ 3 A %N R H#E E B (estimate of effect) AIELLIELNSHFEIE (confidence) A, EDFEEH]

DARATRTAVI LE A —TIIHREFERLEGEWN =6, BET7IRHLIZDONT AT E T2 X (body
of evidence) DB N T L—T 124 %#1TS (overall quality for each outcome, across studies) o

3 - YR 2

The quality of evidence reflects the extent to which our confidence in an estimate of

the treatment effect is adequate to support particular recommendation

[ ZDHREEMEICHT HHERED, HOIFEDHREEZFIDLTEDEE+7TH

BEAARSAUTIE, “ BEIZESTERGET VML [CEATEHIETV ADEZ@EAEF
fliL. ez 2ARELTRIELT. 7OMAZRICET S 2AMNGIE TV ADEZ1 DT

RTET S (overall quality across outcomes) .
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IETUORDBEDSEE

NRHEENEIS *13'%)“5&1_0)*5

"IFEFHLBEDTHLN, “TETVRADE

““4DDHTI)—IZHFET S,
J clinical Epidemiology 64(4): 401—406, 2011
IETVANE | RIEDER (JCE)* LRIDEZE (BMJ)
High BEOMEILPNRMETEEITIEWNELD | SEOMAEICLI>THRHETEEIIH TS
@@@@ /A EE1§7§§%6(*)0 EE1 |$75‘7’_1’)%)_Ihb'|$li1f_ib\(very
unlikely)
Moderate MREEMBEICHL. PEFEEDEEDLN | SEROMERICI > THRKEEBEIZNT S
H5. EONENNIRHEFEMEIZEL | EMICEELGEZENS I STRESEMN
OO0 /B EEZONDN, KIBIZRLDTEE | Blikely), #TBEAEHDAEEMH S
H5H 5, A(may)
Low MRWETEMBEICHTHHEEICIEIRER | SROMERICE > THRKEEEIZNT S
OO0 /C BH5. EONRIIDNBEHTEESLE | BEMRICEZELEZENS LS ATREEMN
REELGHEMBLNELY, FEBIZE L (very likely), HTEMENZEHD
Al RETE A = L (ikely)
Very Low NBHEFBITHLIZEALTEELNE | HoW IR EENTHEE THSH(very
SO0 /D THEW. EOHEIT. SRHEESL uncertain)
[IRELELGDEDEEZDONDS,
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GRADE X7 OFALHBIDTHS

GRADE is outcome-centric

2012/04/06

TobAL #1 A A L
: E. E. 3 =p Quality: High
Tobhl #2 iy r — Quality: Moderate
T AL #3 f f_ - Quality: Low
7IbhL #4 L - - — Quality: Very low
18 < DT O B Z 5 i
FTHDTIFEL, TR
Lz ELTEMDH
TIZhH1=DIETVAD
[ BZ&Hi9 4. (SR)
GRADE 1
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VARTRITAVIVELA—DIETUVADE
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BEBEAICETAHIEFEOMRARRIE(NANYY)
EFEERDE=ODICERATAASH

HEFW*—HZ’C%%%&T—H SR THECBRE. KB, BILIREDESE
Z2ELTS,

a%ﬂﬁfﬁﬂ#%#ﬁ’éAﬁ?L'CWaL\_hbwIEHH;$%l LT, IEREOR
EANIN) D (RDEANN) D ABEDFANYULGE)VFRIZ. EEEDEES
ERIELH=ADD,
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FERE I BIIRAE BT A & e 1B B DEFIE R D=/

RHT NED

PICO/L ?
- =

Patient: JZEE (HE. Xk, IIRELS)
sIntervention: parenteral anticoagulation (heparin)
«Comparison: 75+t7k, no heparin
eQutcomes:
ERTR, KHMm, /MM, EFREDVT, QOL. M/
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BEICESTERLGTIMNILEK

A patient important outcome is defined as follows: an outcome for which one would answer by
yes the following question:

“if the patient knew that this outcome was the only thing to change with treatment, would the
patient consider receiving this treatment if associated with side effects or cost?”

BEICESTEELGTIMLEE, ROFIGERBICIEONIELIBFZANE S L%
TIMALEERSND,

[BEN, COBRICEO>TEILTIE—DTIMILNIDTIMLTHLHERS

=15 E . TNICEMEROCORMEFESIDIEELTLEBITIFDARABREZ TAILTEE
ERRY Y\

BIAMIZIREDRIBT INA LN HADZHIM0 ?

1l

2012/04/06 (aihara)
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TIMILDEEEDERE

LEATIX. TIMLDEBEEZSEICLTEEEZFMI 5. BBICEOTEE
B INALEF LTFOATI)—D I I .MTHY. VIFBBIZESOTEELGLD

TIEAELY,
I. Mortality
1. all cause mortality
2. disease specific mortality
[I. Morbidity
1. cardiovascular major morbid events
2. other major morbid events (e.g. loss of vision, seizures, fracture, revascularization)
3. onset/recurrence/relapse/remission of cancer and other chronic diseases (e.g. COPD
exacerbation, new onset of diabetes)
4. renal failure requiring dialysis
5 hospitalization, medical and surgical procedures (e.g. placement of a pacemaker, and
cardioversion)
6. infections
7. dermatological/ rheumatologic disorders
lll. Symptoms/Quality of life/Functional status (e.g. failure to become pregnant, successful
nursing/breastfeeding, depression)
IV. Surrogate outcomes (e.g. diagnosis of TB, viral load, physical activity, weight loss, post operative
atrial fibrillation, cognitive function, recurrent (malignant) polyps, adherence to medication)

2012/04/06

(aihara)
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TIOMOLDEERE (GRADE) -

sFill B
(Rating)  (Importance) GRADETI%. 7HMh LD EEEDHEIZ 9 )
_ EDN point scalez ALV KHIREL TS,
-EKXK: 7~947
-BELENEKRTHL: 4~61
BE BETHLY: 1~3H

BEETHL

GRADE/\>RJw4(ver. 3.2) Section 6 T 7o LDEE M |

http://homepage3.nifty.com/aihara/GRADEproHelp/Outcome%20importance.htm

2012/04/06 (aihara)
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7IMHLDEEE (GRADE) -©@

CQ-1DIFE -6 D2DT oA L

2012/04/06

(aihara)

=i EEE
(Rating) (Importance)
ERTERGER 127 8) EpN
FEIRMEVTE ::> =
i 1
6 BE
¥ \Y=aYiiil 5
.QOL > \
- M/ AR D
3 BETHLL
2
1
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WWETHD

BE.EDTINMLNEELGDOMNIDVNTIE, YRTITAVY LEA—OHIRSAUAERKIZEF T 510 . ARABEE/ERDBRETRE
TROVENHD, ED—AT HARSAVNRRIVIE, IR EEDRRE I MOERRICE>TTIMLDEEREZBTHE T~

TH%.

TIMLDEZRFE. LEA—DEREOCHARSAVNRRIILDEBTRD S, BEEMICIE, £ /RN T IbH LEHERE - ERL.
RIZ, ENDEELT VM LN EER TFE T 5. FHED FHE-IEH REEZDLEICRANDEGE DR FMNF EZERL.IEEE
RIGTINILERTET B,

#=1.2-2 TorHLOBWENESZMEERTEHO I T
K77 | fAETa0HN? BEFITHODHN? EDN LRI OH? tRHELIE?

1 IEFLZAFL | IEF-A%RESE, EHTE | 1FARFOMMO A<, ¥ | ZhaOHER, NFRIL0E
Ea—9 302, | BICRLEETHAEEAS | ME3ETFTIMHLAEREE | B, AIRIEF-ZICET
FIobALE [E | ha7IbALISERAL, ¢ | FAGKAPEHELTHS | 2 FWARCESIVTTT
I, [EE#ZH | DEBOA—FEME = | v, BESWATIMILD | ZENFTED, INRILLIFD
BAThw], [E | AEEAREICT 340, A EESFARNL TS | BEIL, FIMALOMEHE
Zrldman] 12T By, REOF—ICow | EEMEETEL, FFELTE
e T3, THEFLTHE, S EMFHAELS L.

2 | TEFrREL | BAREBIA TG,/ | SR EFTHLETNLL | /ST FOMOERR A
Ea—Lif#E 7| 800, IEFT-AOLE2— | O AR 2, 81 A7y | EOERE, ToICIr AT
ShALOENE | FEUTEHSHICE-AEE | FrEMAThATYMNAL | BICETAVATIT 107 -
EEMFEIHET | A7 VAL EARAETIS | ®, IEFLAOLE2—IZ | LE2—

B, ok, o AFAHREGIET | Lo TEshICE-BINEY
LRAEEBLENSTIMIL | FUMILOEEMEES
MI|HMEESETRAT | C2WTEEFL T8,
AZEEEEICT AR,

3 TADEZLLGD | #HIEERRERL, HEEER | 3 @UTHENEThLE | AP TOMROESREL
REFELHNT | ETHAD, HDOAZ) 2, KT —+ | EOEE, TADRICET
BOTL AEY (SoF 7—F ) #Bu3 | 3VAFTIT199 - LEa2—,
Erd 3. ZET, FLTEY TENE, | EELZTFOMALICHTEER

FEAHTESSNER. | EOEERICEIIIEST

AT, FELLWHIREE | LR GETH» D AFEIRET

FLLTWRIRONATLZE | Hhid), REFoiiEilE

HELTHES, EAH GETIr o AFAIEE
THE).

2012/04/06

23



IETUVADBRRET—2OHE -HE

GRADE Tl&. BEICHD D DHHEE(L, :77/7477'J(Cochrane Library) D &GS RATITA9Y
LEA—ICEDWIETUREZFALTHERT ST EEHEL TS,

VRATFRTFAVILE A —TCIEShE-IET U R, TET U RN B M EFE R EH (Summary of
findings: A B L BEREHICE TAIMB VA X HRANREMEAIRDORE)ZELIETUVRT—T
IWEERT B=HIFEHbnd, 2FY.,. TET U AD B HEERENEFSLGRADEIE TR TOY
7AW HEERENBESOHMOER ST E2BHEOE VN IET O ADENTHS,

GRADE/\>RJw%(ver. 3.2) Section 6 BEETAIETUADER ]
http.//homepaged.nifty.com/aihara/GRADEproHelp/Systematic%20review.htm

2N
ARCQ-1IZD2WLWTIE, U TFTDaAUZ o LE a—%FS, (C)

Parenteral anticoagulation in patients with cancer who have no therapeutic or
prophylactic indication for anticoagulation (Review)

Akl EA, Gunukula S, Barba M, Yosuico VED, van Doormaal FF, Kuipers S, Middeldorp S, Dickinson HO, Bryant A,
Schinemann H

http://onlinelibrary.wiley.com/d0i/10.1002/14651858.CD006652.pub3/pdf
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IETUOADBRER

MEDLINE

#1 Heparin/

#2 Heparin tw

#3 Heparin, Low—Molecular—Weight/

#4 (LMWH OR low molecular weight heparin OR nadropanin OR
fraxiparin OR enoxaparin OR dexane OR lovenox OR daltepann OR
fragmin OR ardepann OR normiflo OR tinzapann OR logipann OR
innohep OR certoparnn OR sandopann OR revipann OR clivann OR
danaproid OR orgaran). te

#H10R20R30R4

#6 Courmnarins/

#7 Warfarn/

#2 (warfarin OR coumadin OR acenocumaral OR phenprocumon OR 4-
hydroxicoumarns OR oral nticoagulant OR vitamin K arntagonist OR
VKA twe

#9E0ORTORSB

#10 (fondaparinux OR Arxtra) b

#11 (ximelagatran OR Exanta) tw

2 (Pradaxa or Dabigatran or rivaroxaban or Xarelto or apixaban) tw.
350R9ORICORTI OR12

4 Meoplasms,/

5 (malignan$ OR neoplasm$ OR cancer OR carcinoma$ OR
5140R15

7 clinical tnal.pt. OR random: tw, OR tuxs.

8 animals/ NOT hurman/

#
#
#
#
#
#
#

#2013 AND 16 AND 19

CENTRAL (The Cochrane Library, latest issue)

#1 hepann OR low molecular weight hepann OR LMWHO R
lowmolecular—weight—heparnnOR nadropann OR fraxipann OR
enoxapann OR cdexane OR lovernox OR daltepann OR fragmin OR
ardepanin OR normiflo OR tinzapann OR logicann OR innohep OR
certopann OR sandopann OR revipann OR clivann OR danaproid OR
orgaran

#2 Coumarins OR Warfarn OR coumadin OR acenocumarcl OR
phenprocumon OR 4-hydroxicoumanns OR oral anticoagulant OR
vitamin K antagonist OR VKA

#3 fondapannux OR Anxtra

#4 ximelagatran OR Banta

#5 Pradaxa or Dabigatran or nvaroxabkan or Xarelto or apixakban
#10RZ20R3S0OR4OREG

#7 malignan$ OR neoplasm$ OR cancer OR carcinoma$ OR
#3656 AND T

#I1TNOT 18 7

\
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PRISMA flowchart

8187 records
identified through
database searching

# of additional
recards identified
thraugh ather sources

!

title and abstract screening
identified 67 patentially
eligible citations

43 of full-text
articles excluded,

65 of full-text articles assessed far with reasons

eligibility

# of studies included in qualitative
synthesis

9 eligible RCTs

4 eligible studies (published as
five abstracts)

# of studies included in quantitative
synthesis (meta-analysis)

9 RCTs

2012/04/06
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BRELI=-8I87THD /XD . KK
[Z IEDRCTEAZT I ADT=
':E*RL/T:O

—

Agnelli 2009

Altinbas 2004
Kakkar 2004
Klerk 2005
Lebeau 1994
Pelzer 2009
Perry 2010
Sideras 2006
Weber 2008
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NLDEHRDT IMILIRED K%
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Parenteral anticoagulation in patients with cancer who have no therapeutic or prophylactic indication for anticoagulation (Review)
Akl EA, Gunukula S, Barba M, Yosuico VED, van Doormaal FF, Kuipers S, Middeldorp S, Dickinson HO, Bryant A, Schiinemann H
http://onlinelibrary.wiley.com/d0i/10.1002/14651858.CD006652.pub3/pdf

5 FobAL 1 ForhL 2 FHRAL 3 FYrhL 4 | FYORAL 5
Agnelli 2009 :::;:::: major bleeding minor bleeding ;S/!frnl';ptomatic _
Altinbas 2004 :::;Z::: major bleeding | minor bleeding f/VT"Ep“matic _
Kakkar 2004 ::::ﬁ:: major bleeding minor bleeding ;anéptomatic _
Klerk 2005 ::::ﬁ:: major bleeding minor bleeding - -
Lebeau 1994 | o caiee major bloeding | minor blseding | SYPtomate _
Pelzer 2009 | a2 major bleeding - symptomatic _
Perry 2010 | arcase major bleeding - symptomatio _
Sideras 2006 ::::::: majo%g minor bleeding ;s/}frnl'!zptomatic QoL
Weber 2008 :::::::; /ér bleeding minor bleeding - -

(—: #|ELL)
HAEICESTIE. TOMILDE|ED

BWEDHHD
KRBV DIETIMNLZLIZHET —2EHE
L-#ERTH5,
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[Agnelli ] Altinbas Kakkar Klerk Lebeau Pelzer Perry Sideras Weber
2009 2004 2004 2005 1994 2009 2010 2006 2008

yem— [ oxwm | [ ERE ][ em || o |

ERTEDT7IMILIFRMEHRTHRESNATEY.,. QOLO7 I MALIZEEIL
TIXLIEOHEDHA TH D, CDELIIZ. FYMIAIZEST . ST EIHED
BIFRGBCENBETHD,

x:
AEIZH O TIE, XM, FEMEMEVTE, /DEMIZEL TIEZ AL TLEL),

1L

HAETIMALICEALT. ERORARERELIAIT TS ADIETURE,
BHEIETU X (body of evidence)EFFY, COIE TV AN EEFHET 5.
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ITETURDEDEEH (GRADE)

[ RTFITF4VILEA—DIETU RO B IERLAR

BRTYIY IETVRADE JL—FETIFS  JL—FELEIFS IETVROE
(Study design) (Initial quality ofa BSE ] 3EH (Quality of a body of
body of evidence)  (Lower if) (Higher if) evidence)
RCT High ‘ "54710)')?7 BRAKEL
Risk of bias large effect EFLZD m
-1 Serious ( (::]HL )ff t ITZi XF
-2 Very serious arge etiec = EPPD A
E—BH RR> 2 HAHLME<C05 5 PODO B
ﬁgﬁf'}?’ Low ‘ (inconsistency) +2 Very large & A&POO C
‘12 \S/e”OUS _ RR>5 H2LMIC02  grmwice @000 D
-2 Very serious -BE- R ak
-JEEREY -
(indirectness) (dose-dependent gradient)
-1 Serious +1 &Y
-2 Very serious -2ETORMKAF
-FiEHES (plausible confounder)
(imprecision) +1 RRENEHRER
-1 Serious FIETLS
R thata +H BEHSBEEIALD
(publication bias) ;%;iig;—%%j%
~1 Likely ATIZ M-
-2 Very likely
2012/04/06 (aihara) 29



Confidence (FE{ETE) DR EZEE

RCTs ©DD® %
observational studies @00 | h
5 factors that can lower quality B
1. limitations in detailed study design $ec%
and execution (risk of bias criteria) -~ . Ooee

2. Inconsistency (or heterogeneity) —

3. Indirectness (PICO and applicability) w = ﬂ

4. Imprecision —

5. Publication bias =
L

3 factors can increase quality
1. Ilarge magnitude of effect

2. opposing plausible residual bias or
confounding

3. dose-response gradient -

X
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RevMan & GRADEpro

WTFNEIETUORADHE. EFHELEIZFEST)—VYITTH D,

N
»

GRADEprofilgs

I version 3.6

© GRADE Working Group 2004-2007

2012/04/06

Review Manager (RevMan): 395> L A TITAVILE a—DERE KV D1
DIZFEIHLNDY TR T (version 5.1, 2012F4 AR R) .

RevMan ZH AL TV ATI T4y EaA— TOMILORELS LV EEICMA . K
X R METAFZEOCLELI—DTERIAIEEE TS, AASNI=T—FDAZTF
O REZEL., HBEREE TR TED,

RevMan®web A k (http://ims.cochrane.org/revman) ZZ B8,

GRADE profiler (GRADE pro) : TET> X -TJAT7AJLASoF T—I IV EEERK.
EE HAFITLODTITI)T—2a3 T, 9T HAbhBA DO O—KRA[RETH D,
ZDANILTIT7AILHGRADE NV R TV I THY . version3.2 (351FFH) ORAEIL

HESHAFIERLYTT EIZ—EABELTLNS,

- htto://homepage3.nifty.com/aihara/grade handbook3.2.html),
- Online GRADE /\2 R 7w o(HEKGE
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Parenteral anticoagulation in patients with cancer who have no therapeutic or prophylactic indication for
anticoagulation (Review)
Akl EA, Gunukula S, Barba M, Yosuico VED, van Doormaal FF, Kuipers S, Middeldorp S,

Dickinson HO, Bryant A, Schiinemann H

E Review Manager 5.1

_F.ille Edit Format View Tools “{g.hlaj Window Help
DeE mles (8 e D Ladkdic] Blilu<|=

[ﬁ [anticoagulation for cancer patients.rm5] Parenteral anticoagulation in patients with cancer who have no therapeutic or pn

el «la e ¢ Ea2].] : | TextofReview | (X] EA, Akl | (X] Dickinson, HO |
[ ntervention review |
B Tite
o [F Review information ;18 Included studies
o & Main text ; i . .
[ i = Agnelli 2009 Title/abstract screening. full
H 4
= | | Puviisned ana unpubiished aata text screening® .
¢ [N References to studies | |Aanelij G, Gussoni G, Bianchini C. Verso M, Mandala M.Cavz LEa1—TIlL. 9 DRCTAHA
¢ [N Included studies | |in ambulatorypatients with metastatic or local nced soli & slgshf_ M
o [B4 Agnelli 2009 | [oncolbay 2009:10(10):943-9 2 A -
o [N Altinbas 2004 : :
o BN Kakkar 2004 | |8 Altin
o [EN Kierk 2008 _L—=FrPublished and unpublished data
o R Lepeau 1994 | |Attinbds M, Coskun HS, Ozkan M, Eser B, Unal A Cetin M, et
o [N Peizer 2009 _| 7| | weightheparin in small cell lung cancer. Journal of Thrombos
o [N Pemry 2010 =
o [N sideras 2008 | |B Kakkar 2004
bl 24 weber 2008 A\ | Published and unpublished data
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AT E T X (body of evidence) DE

HAETHAUIFRCTHO T, IETURDEE “High” ELTRE—RT 5,
GL—RFOVDEERIEESH ? ® Risk o bias()

® Inconsistency
. ® Indirectness

® Imprecision

7 FﬁAf&(:E¥ﬁ|ﬁ'§‘é I ® Publication bias
NATADYRY  F—EiE IEE T THERES iR/ A7 R
(risk of bias) (inconsistency) @ (indirectness) (imprecision) (publication bias)
0000 =e- . J P P
00 o ~ - < mp i el
$588s = e =

(*) study limitations& B L T#H 5
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INATADI) AR (risk of bias)

INAT R(bias) &l FEROHRBICE TEIRMRE . THIXEENLDBERTHSD INATRIZITAREIHY
CEONADREB/NHESEASARICEKANAMTRAEHNIX, BREFEHESESFRIZEINSTREHD, /N
AT ADEEFRIET A EIEIRBETHST=0H. IN\A T AD') X (risk of bias) L THEETLI=CEFBHTRT S,

NATADYRY [:iru‘oa)gi%(:out

(risk of bias) (*) gﬁ%g_fgfs (RoB)Z
RCT. %/{ ;’%%ﬁﬁ‘_ EIZE@ 2 DB
1. Lack of allocation |

concealment REEEEE ‘ FIOMALZEIZ, R
2. Lack of blinding SRRERERE DN BZEIZ DLV TRoBZEER
3. Incomplete - SRR i+

accounting of e[ @@ @@ @@ @@ ; ; °

patients and wineas 2004 @ | @ | @O 9| @ ® 9 O

outcome events (@] ® 9]0 0)® 0 ® 00 o
4. Selective outcome o : : : : : : : : : : :

reporting bias s | @@ @@ @@ 0@ @0 @
5. Other limitations P09 999 9909990

kgstopfl;)tingte;:urly for e oele[e elelele olo]®

enefit, etc

|
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|
INATADI)ARY (risk of bias)

GRADE [ZE[+5IETUROEBEDEE@EAR A+

1. TIETURADEIX, TOMALZ EIZHIBRYT 5,

2. TRTHDTIMALIZDNT, HEELAAERBITFE S EIZHHE DR R (limitations, risk of bias) ZEE
{95,

3. IETVANEZFTM Y AMRICIF. SHARDEZEIZTEHNT IO TEREL, BADHAEDE EHER
ZIREICEET b

4. AROBRANGRUCHRUEEEICHFEIIERELZTEICERINETHY BEE, T
BAXOTIMLDARNVERIERZTF V7T S (. RCT TAANUMIS0LL T OBRZRIFERSY) o

5. FEAEDTRRMARILOLT AGERFELAGWNVESE, DRTIT1v7-LEA—DIEREIXRRIE
REDHD (EHHENIET UV ANDEEZREETIED) HIRIIRN T RETHS.

[BSBHARSADI=ODGRADEL AT L] pd6., HBULME
http://homepage3.nifty.com/aihara/ GRADEproHelp/Study%?20limitations.htm
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RCTmlimitations ¥ EHIFEREE (craoe)

FR 52 (Limitations)

Bk

= £+ 1+ D 2Rk (Allocation concealment)
VA A

c BEZTHAANDBLEEDN, RICHAANDEENEDEICET HMEH
STWRBEISEID, BYHE. BB AR, WILTESRETITIE
EITEIVPT W FES T LMELLERBRAOES D F LML LR THIC
RELMEEELTD,

B#&1t(Blinding)&AL TLVELY

« BE.NEE. TOMLOBREE OIS ., TET-FEMEBELED,
BENEDEIZRNYHTONTONDSDMNERSTLVS,

BEOTIMLAR D RTELGRE
(Incomplete accounting)

ITTEMDOIRAIZE FEALE, BHMNLDREEISHLTEDIRAIZESF
LTLVRLY,

BIRAOT7OMLBRENATR
(Selective outcome reporting bias)

cHAIREEEICEHSNTLDIZEMDDOLT MEL TS T IMILESR
HLTWREWTIMILELR DS,

Z D DR 5 (Other limitations)

« FIBEMNHoI-EL TEERE R H#idh 1k 95 (stopping early for benefits),
CBFEICEOTEERT UL N, ZHTIEELY,

o JARA—/N—ERERIZH (T 5F LML (carry-oven) IR B H D,
 HSRE—F S LML ERRIZE 1+ BMA AN AT RDH S,
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R R olimitations F EHTEEHE craop)

fR 52 (Limitations)

i

T Y1555 48 E 4 (Eligibility criteria)ZFEIIL
TULWEL, HAHNEEAL TV (TR
DA AN

FEGI T BB ZE DX EBELETE DORR(Z, BN (T8 —)F=IEBX (F—/N—)TyF
1o TLNVS,

AR—MAEICENT. BELEALBELTOVEVWALESEANERLIEMANDEH
IhTWL3,

BESIUVUTIMMLORAIZEITHEIE
DA iE(Flawed measurement)

IREEOT VNN LDBEATHENIIGE (B FEFIRARICEFHEOHLA
A7 R)o

R—MAR T, BEHLFBRBH CTRBABTOT VM LDRAELENELGLT
(AT

K #&(Confounding) M+ I2arba—)LE
NTLVELY

IR—FRRT. TRTOBRMOFRAFEREL TLEL, HLLITHEHEIEE
LTLVEL,

BREHLLBEHCPREFLPEREFA—HLTOVELN., EERETORIZE
NoDRETZIGRBEASNTLVEL,

BN +oFEHEBHRN N ETE
% (Follow-up)

KB H 1 BEERS FUA Tl }

RCTD71=&. EHALALY

2012/04/06
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TJL—F5oy

INATAMDI) R (risk of bias)

2 Risk of bias table & RevMan5.1

Authors'
judgement

Random sequence generation
(selection bias)

Low risk

Allocation concealment (selection
bias)

Low risk

Blinding of participants and personnel
(performance bias)

Low risk

Blinding of providers

Low risk

Blinding of data collectors

Low risk

Blinding of outcome assessment
(detection bias)

Low risk

Blinding of data analysts

Incomplete outcome data (aftrition
bias)

Low risk

Selective reporting (reporting bias)

Low risk

Other bias

Low risk

Intention-to-treat analysis

Low risk

2012/04/06

/

9520 risk of biasE#E (L EERIIZ6DDR ALY,

-Random sequence generation.

- Allocation concealment

- Blinding of participants and personnel
-Blinding of outcome assessment

*Incomplete outcome data

- Selective reporting

- Other sources of bias

Cochrane-handbook (chapter 8.5: risk of bias)

(aihara)
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N\ T ADV) X% (risk of bias)

FOoMHL . FETH

Figure |. 'Risk of bias' summary - mortality at 12 months review authors' judgements about each

methodological quality item for each included study that evaluated mortality

&< DBFRD risk
of biasZ i 95

(within study)

TORALIZDUNT, ?E%IO)E
% £ L Crisk of biasx i3 %

HtEDRT across studies
EZBET ( )

"é%]‘

Aagnelli 2009

Altinbas 2004

Kakkar 2004

Klerk 2005

Lebeau 1994

Pelzer 2009

Perry 2010

Sideras 2006

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance hias)
Blinding of providers

Elinding of data collectors

Blinding of outcome assessment (detection bias)
Blinding of data analysts

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

Intention-to-treat analysis

% 2% 50%

=

78%

—
=
=
=

.an rigk of hias DUncIearrisk of hiag .Highrisk of hias

QO 0 ® 0 0 ® ® O ®|sindingofpatents?
O 0 00 ® ® O ®) -oindingofproviders?

OO0 e e 0| e riequatesequencegeneranon;
® S OO e S S| O ® ) Aocatonconcealment?

Weher 2008

. . . . . . . . . Blinding of data collectors?

® O e e e ® o o) sidngooutcomneadudicators?

QO 0O O O® ® O @ cindingofdataanalysts?

. . . . . . . . . Incomplete outcome data addressed?

® O O e 0 6 ® 6| ®)rmeeoselectye eportng?
® OO e ® 0 ®) rmeeootherbias?

® ~ OO O ® S| ® | ® | ntentontotreat analysis?

2012/04/06
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INATAMDI)RY (risk of bias)

Risk of biasiE{fi[X4DNDLN)LTEET S,

Cochrane-handbook (chapter 8.7: risk of bias)

Summarizing risk of bias for a study across outcomes

Summarizing risk of bias for an outcome within a study (across domains)
Summarizing risk of bias for an outcome across studies (e.g. for a meta—analysis)
Summarizing risk of bias for a review as a whole (across studies and outcomes)

o (e =

FRER -

1.

2.

HE—DDHARERRIZ. ETDT I LDrisk of biasZ5HHi TS5, —DDAERATREL STV MILTIL. risk of bias
NELG->WKDEHEENH D,

HE—DDHERND (H5HB58ET) —DD T I bNLDrisk of biasF BT S, BHDT7 I MNLTlrisk of biasH R

BHIGENHOIDT. —DDHAFR KN Drisk of biasE BT HIHZEITHEINS, — DD T VAL Drisk of biasEFI 5T
[ZIX. ZDT7IMLICEET 22 THDIEE EIHDIEFDORRKEZEDHELNIILOER ., BoRITERIEBEDT IR
HALEEDEB) ZEHINETHD.

BBOME AT FIORGE)ERRIZ, — DD T 7N LDrisk of biasE BT 5, LEA—DEENMTIETELERN

FHMEACHICH Y, COFHEIX. FUE(1LE) DFHRBIZHEIERY., “SoFFT—7 L' DHFD“IETURADE" DHIE
[ZEEYAEND, LT DRBRIZEHH DK, risk of biasDEWHEBRIEREAFIT TV RIZEHDE. TDIILGHBRER
NLIIGEELEERL,. TIETURDE MK S,

HBE—DDLE1—2E(EHOMBLEHDT IMNNLDET)ERRIZ, risk of biasEENT S, EBHOHAT LTI
ALDIETURADEKMrisk of biasFHIE T HDIE, BEAAMNRTAUEEDEEDIKRICBET RETHY., SFIF
BB COERREDXELEEMET IVATITAVI - LEA—DGEEIEIDLILGHEEZTRETIEEL
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INA T AMD'Y) A% (risk of bias)

LE2—DEEZEX. —DOHAERNDEEL T I MHLDrisk of bias, HLUWIZEHDOMAEEEDE
RIFT )b LDrisk of biasD WA DT, BAEGHIEEZ T I NS THS . TDI=HITIL, ShiodD
B MORRELS EH D) REEEE (FEFHEE "key domain”) Z4FE T H2NHELH S,

(BT T IRNLIZDULNT, low risk of bias, unclear risk of bias, high risk of biasDIAEMNHSHD T,
“FITFEAREE" ELVOHIBREL TIXESE0Y)

. B

HFZE R D 6D Drisk of biasHE[CEDE HEA—DODEEDT IMALEZRY EIF=-—EDHELAED
risk of bias (risk of bias for an outcome across studies) #EIEL TIET U ADEND T L—KEHY
HIEETSDIEE 5 TIEALH, GRADEE risk of biasEEMl M IE & #i2z=L TN,
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{'f TXUDU Xa (risk of bias) (GRADE)

&< DEZE DI S risk of biasT—FILIZEDE EHOMEIZH=S2LAMNLEIETOANDE
(overall quality of evidence across studies) Z &9 57=8 D 15&t (GRADE working group: JCE)

B—I2. 2AMNLBIETOADEEZRET HITHY . EROHARDTEHEE LoTIFGELLN (FEX F, REGRFAZE
BFLVIE., REGBRAZESOHE. FEICRANGCRAZECHARISTFET DH A, RLZIGRF O FHRITMIC
EDOF. IETUVADELZHEMIC1EEIL—FE o LTI GSHELN)  OLA BEOBVVHARIERTHIEEELRA
HEL(BBDERY) . EMRNIETUORDEITEIHETIDONEZEEITKRFTH5LDET 5,

B EEGREETIICH-S T EESNDIMRDOKRESITHL, ENENDEBRAEDEREF ST HDOMND
WC FHET OB ENHD. BE . FRBROFTEELX. IEDY U TNHAXETIMLARUEORIZLO>TRES,
DEY ARV EVKRELGHRIFTSENKREL CNKYISHITAR VMDD LN XY KRR GHERTIE, F
BEEMNSHIZKRELD,

EZIT.TJL—FREFOVDHEIXEEIZTIRNETH D, DFY. risk of biasIZDWTEREZ T (FAR (X, AFulfeds—E
NDIETURADKEDIZE LTI K risk of biasWFET B EIZHEEZF ORETH S,

E (. risk of bias|FMDERREBLLEHOE THEITARETHD, EAIFLEATH, BIZEH B2 DD (risk of
biasEFERESHLE) [CDNWTEHLWVHIEZ BEON DG EIZIX, DEKEEZDO VTN DDOBREIZDNNT. Y L—KF DY
#1ToEKLY,

FBHIZ, FIRD4DDIEEH CHI LT LEA—TFIXELWHIBZBEOSNDIKRICETmT 5EI2HEE55, COGE
LEAZIZFDEIGIRRICH A EFRE T AELLIZ. BEFDEITRRIZHDEEZDDMIC ’.)L\'CEPJSE’N:;REE
L. xEMGHEORNEBREITRT RETH 5,
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INATRADI) R (risk of bias)

RCTIZHITAT#FE DR SR 1(risk of bias) M 514

Risk of bias
/ BR & (limitations)

(DI
(Within a study)

BEHOHEEM

(Across studies)

BHOHREMKICE T AR *

(Interpretation across studies)

No serious limitations
RARR LA, T L
—REF L

FTRTHDFERAE(R1.5.1-2,
478)I1ZEL T, Low risk of bias
THhb,

FEAEDEBEHRD Low
risk of bias I M55
LNTULVS

IETUORADEIE - EDORENTHER
HEBEDELIZFEET S,

Serious limitations
RARBRINHY . 15,
BETFL(TE1hsl
1

1DOEZEBEBICOVTOIEH T
EEZFRFH (Crucial limitations),
HENE, LSO DEETDIR
RHHY. TD=OIZhRHETEE
DHEEFEZERTEIELDIC+SH
(Sufficient) TH 5,

[FEAE DIFERDT
Moderate risk of bias |
HEMNTFELNTLNS,

IETVRADEH | EONRNHR
HEEICEWNEZZONDH, KIEIC
BRLHREMELH D,

Very serious
limitations JE& ZE X

12HAHNEZFNLLEDELE(ZIE
HTEELGRELHY. ZD1=6

(FEAE DB
High risk of bias 1#%¢

IETVRADEME: EONENHR
HEBEFRESEGDIMELNEL,

GRANHY., 2BRET | [CHLSHICHREEEOEEEZ | HoBoh TS

F&(E1nolHED BETEE5,
ZOIEfiIL . GRADEIZ[RS TS RFTT(v4 L [BEAARSA2 DIz DGRADEV R T L] p51l S8R
Ea—DEFEDEERTH S,
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N\ T AMD') R (risk of bias)

TIoMAL : FETTE

Random sequence generation (selection bias) _
Allocation concealment (selection hias) _
Elinding of participants and personnel (performance hias) _
Blinding of praviders _
Elinding of data collectors _Z
Blinding of outcome assessment (detection bias) _
BElinding of data analysts _
Incomplete outcome data (attrition bias) _
Selective reporting (reporting bias) _
otnertias [
Intention-to-treat analysis _:I

0% 25% 50% 78%  100%

.an tisk of bias DUncIearriak of hias .High tisk of hias

2012/04/06 (aihara)

ﬁsk of bias across studies \

15']) %952 risk of biasE 4
Bllndln%of data analysis”

IEE(:I 7R Dhigh risk of

biashs. 89% (8/9%) TH S,

%t%é:h')?“bldjlﬂ&%z
ZY =N (i):/ué:OD'I%f#ﬁ ¥ low
risk of biastAZ AL /FoNT
W3 LB TED,

WoT AT IMNLIZEET S
IR 7T=Brisk of
bias&ELNS S ISH LT IE, T
ETVRODEZETIFEL,

(no serious risk of bias)

N
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INATAMD') R (risk of bias)

ForhL o QOL

Figure 7. 'Risk of bias’ summary - quality of life: review authors’ judgements about each methodologica

quality item for each included study that evaluated mortality

Intention to treat analysis?

. Blinding of outcame adjudicators?
. Incomplete outcorme data addressed?
. Free of selective reparting?

@® | Adeguate sequence generation?
@ | Blinding of data collectors?
@ | Blinding of data analysts?

. Allocation concealment?
@ | Blinding of patients?
@ | Blinding of providers?

Sideras 2006

. Free of other hias?

-~
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T IOMOLNELGRE HE
DEMEZLLY ., risk of biast
B> TLAHAREMEL B D,

4B TES,
(11IEE ., 6EHE A
high~unclearC#3)

/ High risk of bias&
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AT E T X (body of evidence) DE

ToMhL : TS

INTZAD)RY
(risk of bias)

no serious risk of
bias 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.

7orhL : QOL

INATADI)RY
(risk of bias)

Very serious serious
risk of bias ('2) High risk of bias and only 138 patients enrolled. impreCiSion ('1)

@ EHEAEvidence profilelZ&RRrEh 3,
BEERICEATHHIBZHETHBATISENEE,

2012/04/06 (aihara) 46



SFERODIE—EM™ (inconsistency)

JE— B (nconsistency) &IE, BIRIZE>TEABRNRDEEENKRELELD (T00D5, HBRICEREN
(heterogeneity) Ef=(X. (5 DENFEHET B) Z&EEL, BRANWTABRMNRICEDEENGFET S L%
ERY 5. REUAHAILEAOLTHRENZLGHAATELNE S, TOREICISLTIET VR
DEHE1~2BXETIT5,

TobAL : FETHE

E—EM

(inconsistency)

Risk Ratio
M-H, Random, 95% ClI

S Forest plot i

—— | heterogeneity

A
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SFERODIE—EM™ (inconsistency)

F—BMHDIER:

o M (. EEDEMTLIYRFIHELASLY)

® ST Al ZRORENSEVNIFEMRAKRED ENA KBAADNELD)

® 7 OrAL B, EFHARARNEEAERIRNBLDT D)

® 3% 5% (5. RCTIZH LT, risk of biashE WL ED E BLED THRMNELHSTLND)

tL. E—EHOERA “ HEHE" THAHBAIZIL. risk of bias AVE |
WHIEDAH LD MBI EEE R T RETHSD, )

ERNE—EMEITHAHLETMT D=HD . 4DDEENDH D,

.

1. RETFENARETELGY ., ZOHRELHNGZYKELY,

2. BEFERXBOELZYL., FEAEFRITEAELY,

3. Cochrane Q: EBEMDHRTE (ZIRDIRE R AL TEMNLLY) T, p EHA/NELY,
4. PE(AEFMODEEMHETT)HELY,
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2R DIE—E T (inconsistency)

RevMan@) forest plota # %

TOoMAL : ETEER(25ARK)

Study or Subgroup  Bvents

anticoagulation

Control
Total Events Total Weight M-H, Random, 95% CI

Risk Ratio

-:i Forest plot
AN

Risk Ratio
M-H, Random, 95% CI

1.1.1 Mortality at 12 moi
Anng 333 ThY

Altinkbas 2004
kakkar 2004
Klerk 2004
Lebeau 1994
Perry 2010
Sideras 2006

Weber 20083
Subtotal (95% CI)

21 41
103 190
a8 148
HE 138
45 a9
40 it
8 10
1464

TOE
T

145
a0
1049
107
110
32
41
10

S04

a8 B.6% 1.06 [0.92,
47 1.8% 0.73[0.52,
184 B2% 0.92[0.77,
184 BE7% 0.86 [0.72,
139 8.3% 0.88 [0.76,
a7y 1.8% 1.24 [0.87,
B9 27% 0.99 [0.75,
10 1.8% 0.81 [0.47,
1066 38.7% 0.93 [0.85,

Total events

@w: Tauf= 0.01; Chi*= 10.75, df= 7 (P = 0.15); F= 35%

TesTToroverst-afect Z=1 57 (B = 112

~

REFEDESDENALPLHLIN, ERERBIXIFEALEDHETEL>TLVD, REMRELp>0.05, &5

[CHAEMOEREMZETT| 2 E(X35%(FEE) ThHb.
AT7IMHLIZETRERDEG ML, (imprecisiontBHET) . TIETFURDEZ1BETIFS,

23]
04]
04]
A01]
A01]
78]
1]
14]

1
1
1
1
1
1
1
1.
1.02]

-—

AT
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BATE T X (body of evidence) DE

ToOMOL : TSR

INATAD)RY E—E

(risk of bias) (inconsistency)
no serious serious
risk of bias inconsistency (-1)

\

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.

DM AEvidence profile[ZR RSN,
BERICEATHHIMERETHRATHIIENEE,
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IETUADIEERE M (indirectness)

ITE T AN IEEEM (indirectness) [, HEEDT 4B L4 |(external validity) (— % 1b ATRE
generalizability . & F 4 applicability&F &) ERIL TH B,

TobAL . FETHE

JEE B

(indirectness)

*Population
e|ntervention

eComparison

Qutcome
& ADDEATD )
q indirectness=t& 519 % )
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IETUVRADIEREM(indirectness)

A4DNRZATDIEEIEMS

| FEZIE, FFEEMGLERER,

1. Eﬁ%?ﬂ‘%ﬁ@EL\(applicability) ﬁ]\AtB?ttfﬁb?%Eﬁ‘tg':&%%Cttﬁib
- : e JBECELLEELI-EENINIZHTI o CDED
2. ft AD:EL (applicability) / HBRClE. ARBOMEDAZSE B ERI L
3. HeESDELY BRTED, LML, CDFILEIETURIL AEBD
: XUII= EEMLERN BT IEIYLIEL,
4. 7 RALBITEDEL (surrogate outcomes)

TYADEZETIFEL,
(no serious indirectness)

AT7YMHLICET 5. 288 -ht-SindirectnessiT i+, TE J
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BATE T X (body of evidence) DE

ToMhL : FRTEER
INATADYRY F—EMHE FERME
(risk of bias) (inconsistency) (indirectness)
no serious serious no serious
risk of bias inconsistency (-1) | indirectness

Zh D EEfAEvidence profilelZR RSN,
BERICET HHEEHETHATIENEE,
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T—ARDARFERES(imprecision)

HUTIWHAZXROARUMID DL TDEHITNREEBEZRYEEBRBEIRLEOEE,
HRIITBHETHD,

TOoMAL : FETEHR

THRMES
(imprecision)

HUTNH AR
ANV
{SHEXH

EARMICIE, ChoDEEEE-S
T imprecisionZ5Hii 95
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T—ADAFEHES (imprecision)

GRADEVRTLIZBWTIE. Y RTFITAvI - LEA—ELEZEBEHARSAET
IETUVADEDRDEENELS,

@
N VRTFRTAVYLEa—:
IS RETFEMNELLEVNSFEEDIEE ]
) COWMAERDEZRDEL
U M, LOEBHEEICRND
DA,
— — @) | 1mprecisionDEEETH S
O BEARS1: :
[ZDMRHEEMEICSH T DG, HIFEDHRE
JHLETEDEE TN

GRADE/\>RTJw% (ver. 3.2 fAIRE_FHERAR) @ imprecisiont B DI &,
http://homepage3.nifty.com/aihara/GRADEproHelp/Imprecision.html
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T—ADARFBHES (imprecision)

BE. EHERBIXIETUVADEIZE TET70F LIRENEEZTET S, HhHhUPTULIEIETH S,
FEXE GEEISY) (L. 5UNDHERTEENZFDFTDEINIFETIHEEZLONDITEHETH D,

RevMan5.1

e

Study or subgroup Heparin Control sk Ratc Weight Risk Ratio
N . H, RanCO"r 959f I—Randcr'E_S’S% —
Agneli 2009 3337769 55/381 - EFERXE (Cl)IEZLD15
Perry 2010 45199 /87 - = Z‘*ﬁﬁ&éﬁd)ﬁﬁb\’&}i
Weber 2008 8/10 0/10 — BRLTLNEhY,
Klerk 2005 88/148 077154 —— Cu»&m*gr;—:ga'\&ﬁﬁ{g
Kakkar 2004 03/190 09/184 —a HTHMN?
Siceras 2006 40068 41069 ——
Aftinbas 2004 214 30142 —
Lebeau 1994 9/138 10/139 —— 206% BETU75
Toral ©5% CD) 1468 1066 - 0% 0.930.85, 1021

EERMEIE. Y TILTFA PR
WL TAEEILTHEITEE,

LRI DIHDGRADEIRT L, MRF:-FERMEY T Y1 X(p164) S
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T—3DAFEHES (imprecision)

AT RTAVI LE 2—I2B1FT23 QEEHRD) FEEED

YT A BRI RE TRRY (B ERA DT
&1 200048, £%5<40004) . OIS DEEZE HI=S7EL
5, FREELTIL—FETF3,

el

. B

£ LOIS HEFH-L, hDI5%EERMA HhRLL”
#E2FH WV (RROGHEREMNLIZEFLL) LGS, FBHE

THAHEHIET S

HLOIS E#EZim-L. EHRREN RLGL"ZEH.
MAD, EERENEEGH R F-FEELEDORIEZ
BZDERIE. FIRHEELTIL—FETITS,

(OIS: optimal information size Fx@EIE#H =)

2012/04/06 (aihara)

57



T—ADARFHES (imprecision)

&EERE OIS (Optimal information size)

1.5.4-2 YWHREANNIRERERRR ZZEAGEDMYTIHAZ (ERla) BLURINAE (AXDb)

(a)

By TR

1000 2000 3000 4000 5000 6000

0
1

RRR = 30%

WA B3RRRODEHTH, 71L&

RRR = 20%

(b)

2012/04/06

0.2

RRR = 20% WhEBRRROFEMETH, F1&

Db ELBIE, TEF L R SREE S Db EHSIE, TEF L R I BElE

FHE(OIS)IZEHT S HE(OIS)IZEMTS
3 O | mum e e o e S s e e e 4001!_1:
ﬁf < RRR = 25%
D | s D

RRR = 25% % S
=« RRR = 30%
T T T T © ] /’
0.4 0.6 0.8 1.0 0. .2 0.4 06 08 1.0
HRBEF DA NN FEAEE IHRBRE DA N R EER

BIZ X, FHEHESZERICEHEZ T IFARE/MELLTIE
FEBEARURE 2500154 . RRR 25% L L D3R %E
BA=HI21F. 300 ELL EDARV N ESIERTHAS

EZERLTWNVS,
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T—ADARFFHES(imprecision)

CQ-1
ToMOL 0 FELEER r4LOIS HEZEH L, (SHEREMA" R
&, D, BHEREAEZLF BT FEELE
Study or subgroup Heparin Control Riskr\Fﬂiatio Eﬁﬂﬁ’éﬂlé%ﬁli~ Z:*gﬁzﬁtb—ca b_l“é-lt‘
H,Random,95%
o o/ = RR 0.93 (0.85-1.02)T. % J i TIX#aTHIA?
Agnelii 2009 333/769 155/381 —-— Y. serous inconsistencykHH TIERFET L
Perry 2010 45/99 32/87 - - é-FH-é °
eer 2008 - e B Z3F5 (AKI E)DFIFE X, no serious imprecisior
07/154 — “C i ihili d
BHOISIZE 12844 T S:I includes possibility of both harms or _benc_efl
HE(LB-LTLVA, 09/184 — downgrade by one level when considerin
@ 4 NS REE 1320, s o inconsistency (serous) and imprecision”.
ffinbas 2004 30/42 — 7 . 1.04]
Lebeau 1994 %ﬂk 110/139 — 20.6 % . 76, 1.01]
otal (95% CI) 1464 1066 - 100.0 % @>
| events: 735 (Heparin), 594 (Control)
Heterogeneity: Tau® — U0, Chte — 10.75, df — 7 (P = 0.15); 12 =35%
Test for overall effect: Z = 157 (P =0.12)

2012/04/06

LT LEA—DEKRT7IMLDIETU R (imprecisionIBE B)
D &1L, IE—E 1 (inconsistency) & DA & BI7LETE &L TLERRE

TIF5,

(aih

ara) 59



T—ARDARFBHES (imprecision)

EBENARSAIZE+2 QEEHD) BRSO S

EFEXRED. BEEHIET HHLELD DEGERRETRRME
EE-CM?

HLL. FCULIE, FHEEELTIL—FETIT S,

. B

HLLEAEZE-IEWVESIE, OIS BREFFEH-IH. H5
LME ARV ERERNFEREIEL MDY TILH AKX
DIEFBICKEVN(BFHHADLEDL200048 ., BEBL
40004 ) Hh ?

CIORBEICEE T AEELOISEELLE LM EAELF-S
WS, REEELTIL—FETIFS,

(OIS: optimal information size FxEERE)
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NN

Threshald 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

threshold, rate down for

mprecision
1 1 1
| | |
2.0 05 0 05
Favors Intervention Favors Control
Risk difference (%)

Fig. 1. Rating down for imprecision in guidelines: thresholds are key.
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TJL—F&HY

BIATIE T A (body of evidence) DE

ToMhL  FETER

INATADIVARY | E—EiE FEEM TrEfES

(risk of bias) (inconsistency) (indirectness) | (imprecision)
Nno serious serious no serious no serious
risk of bias inconsistency (-1) | indirectness

impreﬁion

Clinterval includes effects suggesting

DI AEvidence profilel2&RREh b,
BERICEATSHIMERETHATAIIENEE,

2012/04/06

(aihara)

benefit as well as no benefit.
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i/ N1 7 X (publication bias)

HARAAT XL ARABRIRMICHIREN S EIZEO T REICHAHIARFIIHEFTEHRNRMAIC
B/NFHEFE I TBRFHESN D EZELD,

ToMAL . FETTE

H AR/ NLT7 R

(publication bias)

*Funnel plot
*Fail-Safe N
strim-and-fill ;%

EAXWIZE, CNoDEEZFE-THIMR

AT REFHEY B | -H
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i/ N1 7 X (publication bias)

ENATRIZIE2DDHATI)HHD.

1. TOMALRENATRA(EEBHAIWNIIAERR Y —D, BHIIZKELE-TOMLZT AT
HEET(Z. BEICESTHEDEINWTIMNLT—EADHEHRETHEHEEEZLVD)T.HALD
MENTELSIDEDTHD, CD=0 . FBIRMT IALRENAT ADEEHIL. GRADE T
(%. 18 < DFFZEDrisk of biasDEEEEEIZEET NS,

2. HhR/\17 X (publication bias) TR EENHESN TLVENEEZLD,

HAR/ N7 REFOINESHEMDINR L, RRFADIET VAN DHOHERIC
RESN. EOVTNIAARNADHRZRLTNDESISEECD,

#*20.1-3

HENTTRANT 2760 4 DOF =

1. JRERRICE>TENAZ ARSI REhTOEVDPEENS
a. Zrzxl7OvrOB®REEm
b. 773N TOvDIRETEERHT
2. MEShBHR AT AEBELHE, RRXE/ITIEELEHT, IET REEHEETD
a. trim and fill
b. Zx1/t—7% Fail-safe N
3. MEMEEKREIDL:, BROEEEHETETS
4. FAOHRICRUTEBFNICHEY A XOE{LEHENS
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tH i/ N1 7 X(publication bias)

1.5.5-1 ZwrzL70Ovk

(a) (b)
0] 1 07
| |
. T - o SR
o e WEIATREL e H|E/IATR?
1 1 ® , ® 1+l'i 1 ° ’ °
b1 ® .i .. E * oi '.
2 e ol o o 2 . o | ®
o e o @ | /
L] L ] ™ : . L ] [ ] [ L ] Y |
3 ! 3 [
0.1 03 06 1 3 10 0.1 03 06 1 3 10
ERP Y FuXtE

(b) TEAETRICAELT MRS TOvNEIT, BN AT I HBZEEREL TS,

J7 TAYhI&oT,. EAHEDRE

7DJI~0)E?E DIZRET DL .

1%)2 L\é;&fliﬁéh\ HFEYIZHREDEE
1
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tH i/ N1 7 X(publication bias)

ToMAL . FETER

RevManb5.1

C i VSRS N ARG Dutcome: 1.1 All.causn mortalty FIRMIEIILIB «#E 5T 03
= =
PP— e

. 101 oiaily 31 12 morms | 0 FEV0ORRD :

¥ Agnelh 2009 | 3m :

i Altinbas 2004 2 ]

¥, Kakkai 2004 [ 03] '

¥ KB 2005 | & '

vi Lebeau 1994 T henid ]

»! Parmy 2010 : :

¥/ Sigaras 2008 [ a0 0 @

# Wieber 2008 8 oG
Subbstal (5% CI} o1 ‘
Tokal vents 35 i
Helerogeneity. Tau*= 0,01 Chi*= 1075, o= 7P =01_| |
Test for overall effect Z = 1.57 (F = 0.12)
| I o
4 ] | lnes
1.1.2 Moftality 3 24 monms
Altinbas 2004 3=
Kaks 139 o
K o m
Leowau 1584 [ 122 [iF3 FR
Sigeras 2005 [ s o or 1 v4 *
Sustatal (95% CI) Subgroups
Total svents T i |_DIJ"|a:.'...'>' 12 monins
‘Madsrananaite Mol snelicabls I I

Crabnnbs Slm BT Fancol

K7L HLIZDLNVT, publication bias(.
‘RSN h oT=(not detected)
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[ The inverted funnel plot not

suggest publication bias }
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SU—F7Yy7D3ERITESHI?

RCTOIETUANEII ). BEREDIETUOADE XMEINSEEMEZERIET 5, LHL., FFEAD,
MEMHERICE>TIK. BEMEQHULE)DIETOROEDE@EZ. H1HBWNEFIZEIFEHIEL
Hb, TIETUVRADEDEME LT E-2HERIZIZ3DIEH S,

® | arge magnitude
® Dose response gradient
® confounders

HRDIEENAKSL RAERIG BB R#KEF (confounders)
(large magnitude) (*) (dose response gradient)

«KZ=l\(large) RR >2 F1-1%0.5 HERGABROEEIL. BENE | BEAETESUFLEHRICHBITE22TOR
JEEIZKEL\(very large) RR >5 DIERICHEITAHEEZESHH=H, | BERFHN, THRSNEHDEEFHDIEDHAMRIC
F1=13 0.2 IETUVRADEZLIFAIENHDH, | B<1. HELIE, THIENBRINTULELDIZH)
REBRIEDIARICEUZENHS,

L JL—RZELEIFHIENTESDIE, IRDZ L MHEICEEN TN (FALHNDERTFEN T FoNnT
WL B EICROND,

(*) TE3iEf%(association) &5 12 &L EE B & (causality Ff=zIdcausation) H’&%H 5 |
CEIFEGBHILITERETHIL,
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Bradford Hill criteria & GRADE

Table 1 Bradford Hill criteria of causality and their relation to the
Grading of Recommendations Assessment, Development and Evaluation
(GRADE) criteria for upgrading and downgrading

Bradford Hill criteria Consideration in GRADE

Strength Strength of association and imprecision in effect
estimate

Consistency Consistency across studies, ie, across different
situations (different researchers)

Temporality Study design, specific study limitations; RCTs fulfil this

criterion better than observational studies, properly
designed and conducted observational studies

Biological gradient Dose—response gradient

Specificity Indirectness

Biological plausibility Indirectness

Coherence Indirectness

Experiment Study design, randomisation, properly designed and
conducted observational studies

Analogy Existing association for critical outcomes will lead to

not downgrading the quality, indirectness

The GRADE approach and Bradford Hill's criteria for causation
JECH 2011;65:392-395 d0i:10.1136/jech.2010.119933 (*)

2012/04/06 (aihara) 67


http://jech.bmj.com/content/65/5/392.full
http://jech.bmj.com/content/65/5/392.full
http://jech.bmj.com/content/65/5/392.full
http://jech.bmj.com/content/65/5/392.full
http://jech.bmj.com/content/65/5/392.full
http://jech.bmj.com/content/65/5/392.full

BT E T X (body of evidence) DE

TIoMOL 0 TSR

INATADYRY F—EM JFEREE THEfES H iR/ N1 7 R
(risk of bias) (inconsistency) (indirectness) (imprecision) (publication_bias)
no serious serious no serious no serious undetected

inconsistency (-1)

indirectness

imprecision (%)

CE) JL—F7 YT DERTEZZBTHLDHEM T,

BRHWEIETUORADEIL,
[High] &0a® MD1EREES L—KA 92 LT, [Moderate] &d®O

a

QOLIZ2W T, L &KSIZ body of evidenceD E#EHT 9 5.

2012/04/06
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BATE T X (body of evidence) DE

7oA : QOL
INATADI)RY E—EMH EEEMNE FRES HAR/ANLT7 R
(risk of bias) (inconsistency) (indirectness) (imprecision) (publication_bias)
serious no serious no serious serious undetected
risk of bias (-2) inconsistency indirectness imprecision (%)
\ H|gh risk Of bias and on'y 138 (51) 7\‘|/—|:7‘7700)g(iéggﬁé:&)@hi@h\ﬁf:o

patients enrolled

S

REHWLEIETUORADEIX.
[High] ©06® M S2BERES L—KE ™2 LT, [Low] @800

.

KM, /hHI., FEIRMEVTE 22U T, BILKDIZ body of evidenceD B ZFE T 5.
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BIATE T X (body of evidence) D'E

TIMALLANILDIETUR (body of evidence) DEHNREERT 5,
SoF (Summary of finding) 7—7 /L. GRADE evidence profile

"
’ @ GRADEprofiler

l version 3.6
© GRADE Working Group 2004-2007
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GRADE evidence profile

http://homepage3.nifty.com/aihara/EP_heparin_aihara_20120426.html

Author{s): aihara/l Elie A Akl, Sameer K Gunukula, Frederiek F van Doormaal, Maddalena Barba, Saskia Kuipers, Saskia Middeldorp, Victor E D Yosuico, Heather © Dickinson, Holger Schunemann

Date: 2012-04-17

Question: Should heparin vs no heparin be used for patients with cancer who have no other therapeutic or prophylactic indication for anficoagulation?

Settings: outpatient

Bibliography: Parenteral anticoagulation in patients with cancer who have no therapeutic or prophylactic indication for anticoagulation Akl EA, S Gunukula, M Barba, VED Yosuico, FF van Doormaal, 5 Kuipers, S Middeldorp, HO
Dickinson, A Bryant, H Schunemann. Cochrane Database Syst Rev. 2011 Apr 13;{4):.CD006652].

L
Quality assessment Mo of patients Effect ~N
No of . ) ] N . . Other ] No Relative Quality )\porlance
Design Risk of bias Inconsistenc: Indirectness Imprecision Heparin Absolute
studies g v L considerations e heparin {95% CI)y K p
[All-cause mortality (follow-up 12 mon
hmﬂﬂm of |serious® no serious no serious none 735/1464| 594/1066 |RR 0.93 (0.85 to |30 fewer per 1000 (from &4 fewer| ==s0 CRITICAL
trials bias’ indirectness imprecision® (50.2%) | (55.7%) 1.02) to 11 more) MODERATE
) , 45 fewer per 1000 (from 97 fewer
64.5% to 13 more)
79.1% 55 fewer per 1000 (from 119
. fewer to 16 more)
Symptomatic VTE (follow-up 12 months)
7 randomised  |no serious sk of |no serious no serious no serious none 381338 | 57/926 |RR 0.55(0.37 to |28 fewer per 1000 (from 11 fewer| s=ses CRITICAL
trials bias’ inconsistency indirectness imprecision (2.8%) | (65.2%) 0.82) to 39 fewer) HIGH
13 fewer per 1000 (from 5 fewer
2.9%
to 18 fewer)
Major bleeding (follow-up 12 months)
(] randomised  |no serious sk of |no serious no serious serious® none 301624 | 231212 | RR 1.3 (0.59 to |6 more per 1000 (from 8 fewer to| ===0 CRITICAL
trials bias’ inconsistency indirectness (1.8%) | (1.9%) 2.88) 35 more) MODERATE
\ 2 more per 1000 (from 3 fewer to
0.7%
13 more)
B ST Continued
i (Continued)
2012/04/06 (aihara)
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GRADE evidence profile

(Continued)
Minor bleeding (follow-up 12 weeks)
7 randomised  |no serious risk of |no serious no serious serious® none 851365 50/980 | RR 1.05 (0.75to | 3 more per 1000 (from 13 fewer 2220  |[IMPORTANT
trials bias’ inconsistency indirectness (6.2%) (5.1%) 1.48) to 23 more) MODERATE

1 more per 1000 (from 7 fewer to

27% 12 more)

Health relat:

ed Quality of life (follow-up 12 months; measured with: the Uniscale and the Symptom Distress Scale (SDS); Betfer indicated by lower values; Better indicated by lower values)

1

randomised |seriou55'i |noseri0us |n0 Serious |se|1'0usE |nune | i) ‘ - ‘ - ‘ not pooled ‘ 200 |IMPORTANT
. . . [ 1 OW

Vast msjori
2 There is
in patients
* Clinterval
“ Clincludeg

© High risk of bias a

2012/0

W Footnote “
pderate not

th adwi
clude
[t

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

> 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.

3 Clinterval includes effects suggesting benefit as well as no benefit

4 Clincludes possibility of both harms or benefits.

> The scores for the 2 scales were similar for the 2 study groups, both at baseline and at follow-up

% High risk of bias and only 138 patients enrolled.
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Evidence profile (ACCP)

http://homepage3.nifty.com/aihara/EP heparin accp aihara 20120426.html

Question: Should heparin vs no heparin be used for patients with cancer who have no other therapeutic or prophylactic indication for anticoagulation?
Bibliography: Parenteral anticoagulation in patients with cancer who have no therapeutic or prophylactic indication for anticoagulation Akl EA, S Gunukula, M Barba, VED Yosuico, FF van Doormaal, S Kuipers, S Middeldorp, HO
Dickinsan, A Bryant, H Schunemann. Cochrane Database Syst Rev. 2011 Apr 13;(4):CD006652].

Quality assessment Summary of Findings
Participants |Risk of bias Inconsistency Indirectness Imprecision Publication Overall quality of Study event rates (%) Relative Anticipated absolute effects
{F"'“I'Id'%" bias evidence With No With Heparin ‘;f;?,fc' Risk with No Risk difference with Heparin
oflow up heparin ( ) heparin (95% CI)
All-cause mortality (CRITICAL OUTCOME)
2530 no serious risk of | garigusg? no serious no serious undetected 2000 594/1066 735/1464 |RR0.93 Study populatjon
(8 studies) bias! indirectness imprecision” MODERATE" 22 (55.7%) (50.2%) (08510 1.02) [gay per 1000 | 39 fewer per 1000
12 months due to inconsistency (from 84 fewer to 11

mare)

Moderate

645 per 1000 | 45 fewer per 1000
(from 97 fewer to 13
more)

High
791 per 1000 | 55 fewer per 1000
(from 119 fewer to 16

more)
Symptomatic VTE (CRITICAL OUTCOME)
2264 no serious risk of | no serious no serious no serious undetected =l=T=1= 57/926 381338 RR 0.55 Study population
(1T2 s;uod;fhsg bias' inconsistency indirectness imprecision HIGH! (6.2%) (2.8%) (0.37 t0 0.82) [ per 1000 28 fewer per 1000
(from 11 fewer to 39
fewer)
Moderate
29 per 1000 13 fewer per 1000
N — — . 5 . ffram A fewar tn 1R fowear)
IETURTAI774ILERRIE., Quality assessment & Summary of findings

PDEREN TSN, ZORRRFSEETET, BERNMAEZHMTAIZENT
LELTD,

ATOT7AILIE VRIEEZDHIYPTERE TS ACCPHERATH S,
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Summary of finding (SoF)T—7JL

heparin compared to no heparin for patients with cancer who have no other therapeutic or prophylactic indication fo

Patient or population: patients with cancer who have no other therapeutic or prophylactic indication for anticoagulation

Settings: outpatient
Intervention: heparin

Comparison: no heparin

SOFIZRE 9 BFAQMEHER (¥)

http://www.grade-jpn.com/grade_pro-fag.html

Ouicomes lllustrative comparative risks* (95% CI) Relative effect No of Participants Quality of the evidence Comments
(95% CI) (studies) (GRADE)
Assumed risk Corresponding risk
no heparin heparin
Mortality Medium risk population RR 0.93 2531 BEDO
Follow-up: 12 months (0.85 to 1.02) (8 studies) moderate!. 2.3
649 per 1000 604 per 1000
(552 to 662)
Symptomatic VTE Medium risk population RR 0.55 2264 BED®
Follow-up: 12 months (0.37 to 0.82) (7 studies) high'
29 per 1000 16 per 1000
(1110 24)
Major bleeding Medium risk population RR1.3 2843 BBB0
Follow-up: 12 months (0.59 to 2.88) (9 studies) moderate! 4
7 per 1000 9 per 1000
(4 to 20)
Minor bleeding Medium risk population RR 1.05 2345 BBB0
Follow-up: 12 weeks (0.75 to 1.46) (7 studies) moderate! -
27 per 1000 28 per 1000

(Continued)

http://homepage3.nifty.com/aihara/sof heparin aihara 20120426.html
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Summary of finding (SoF)7T—7JL

(Continued)

Health related quality of See comment See comment Not estimable’ 0 BBOO
lite (1 study) low®
the Uniscale and the

Symptom Distress Scale

(SDS); Better indicated by

lower values

Follow-up: 12 months

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative etfect of the intervention (and its 95% CI).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High guality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an imporiant impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

|_Very low quality: We are very uncertain abouf the estimate

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

2 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.

3 Clinterval includes effects suggesting benefit as well as no benefit.

* Clincludes possibility of both harms or benefits.

7 The scores for the 2 scales were similar for the 2 study groups, both at baseling and at follow-up

% High risk of bias and only 138 patients enrolled.
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XTEREF RO DD AT DEE

anticoagulation Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.1.1 Mortality at 12 months
Agnelli 2009 333 TE4 156 381 8.6% 1.06[0.92,1.23] T
Altinkas 2004 22 42 30 42 1.8% 0.73[0.52 1.04 r
Kakkar 2004 103 180 109 184 6.2% 0.92[0.77, 1.09] [
Klerk 2004 a8 148 107 154 6.7% 0.86[0.72, 1.01] —
Leheau 19584 96 138 110 1349 9.2% 0.881[0.76,1.01] ——
Ferry 2010 45 49 32 a7 1.8% 1.24 [0.87,1.79) —
Sideras 2006 40 68 41 f9 27% 0.8991[0.75,1.31] I E—
Wieher 2008 a8 10 1.8% 08110587, 1.14] -
Subtotal (95% CI) 1464 38.7% 0.93 [0.85,1.02] <P
Total events 735
Heterageneity: Tau*=0.01; Chi*=10.75, df =7 {F =019, F="3
Testfor overall effect Z=147 (P=012)

Outoome:  All-cause martality @ dichotomous () continuous

@ pooled “) not pooled “range of effects () single S ") not measured (") not reported
median risk (RevMan5% Norerof gt sventfnereriion 75 i e fue T | 507
ﬁgf’}g?fljt X?ﬁ\% with event  Contral 594 : total 1066 55.7| %
- - L/ . = P edere [% WlHgh [79.1 %

GRADEprOLJ: ) E@]E”] Lakel —‘ Latel oderate Lakel High—|
'“E-I.ﬁ) . Estimate of the effect  Relathe: |RR = of 093 5% CI from to
/z’ [ Ao aksolute effect Asolie: | || | per [1000 “Jesror fom [5 w [11]

-’
’, 4 ’ ‘ Delete || Revert | ‘ Go to quality assessment |

XHEBREE) R4 55.7%IZxF It
Li=#Ext 31 B AY1000 A 1=
YUDEEL TR RSN TINVS
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XTEREYXIMSDF LI RAIDETE

SoF: http://homepage3.nifty.com/aihara/sof heparin aihara 20120426.html

Illustrative comparative risks®
(95% Cl)
Assumed  Corresponding risk
risk

No heparin Heparin

All-cause mortality Study population RR 0.93 2531 =T=T=1=]
Follow-up: 12 months 557 per 518 per 1000 (0.85 to (8 studies) moderate! 2?3
1000 (473 o 568) 1.02)

600 per 1000
(548 to 658)

FTEH:
RR (0.93) x 645 =548
Lower CI (0.85) x 645 = 548

1000 (672 to 80T)

No of patients Effect / Upper CI (1.02) x 649 = 658
. No Relative Quality (Importan
Heparin heparin (95% CI) Absolute
735/1464( 594/1067 [RR 0.93 (0.85 to| 39 fewer per 1000 (from 84 8880 CRITICAL
(50.2%) | (95.7%) 1.02) fewer to 11 more) MoD TE
45 fewer per 1000 (from 97
o,
[ 64.5% fewer to 13 more) 4
79.1% 55 fewer per 1000 (from 119
fewer to 16 mare)
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IETUANDE(SR)

+ O,
ibaaf -

TLWEhoT=,

~NNYUIR, 2457 ARDFRTEEROBEEGRD LFBELTULV=AY) 125 ARORETREIEEL

AN U ERARMAS ZEAEAE DA EBEEL TLV =AY, ALE 2a—DRCTIZE DL, KH 145/
B, HLLLIFQOLICIFAEGER [T M o7=,

T IMhL IETVRNDE

ERTER Moderate (B) @©®DO
AEIREMAZZEIEIE | High (A) OODD

pssfiill Moderate (B) @®®O

NI Moderate (B) ©®DO

HQOL Low (C) dDOO

KA AT 5B AL, 7O ASRICET S @
ERNGIETVADEZ1DEITRET %,

(overall quality across outcomes)
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DARATITAVILE2—DT=8HD

PRISMAFEBH

- PRISMA Statement
MR R eI http://www. prisma-statement.org/

PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-analyses) : 200956 A2
ERSN-FHAT.RCTICET AT F I AREDEEM LS ESH=HDY—ILTHS,

QIR DFY YA ARBEDOT7O—RALTETND,

ZEAARSAODI=ODGRADEL AT L, {18%H: QUOROMMSPRISMAAN
http://www.grade-jpn.com/PRISMA-QUOROM-1.pdf
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TETUANSHEREA
Going from evidence to
recommendations
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2% ke o i

BEAANFAVILRE. [EMEIVEEN., HARFEDRR T CHEYGERIC
BT AR RREZTADIICKETAHHD . RFHII/EHSNT=XEIELT
E&END,

2B HAKS54 > ILEvidence-Based Medicine (EBM) EFE(EN S, 1991 FIZTHTH
MDMcMaster K= D Gordon Guyatt EEAIMN ¥ TIRIEL=IEMLIZE D<EE (EBM)
ZHEET H=-HDY—ILTHS,

BT ARSADT=ODGRADES R T L] p4
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48 Z
K75 )% N
G 25 @ #07 @F CA Q) N AL RCTIE IS, B
T S OF AN &7 o) Y AW O S IR S 2
2 > ®° \ 40 R B xR A BRRIEME I H B RAA
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RN Bl . N 1. ARDER
P | 228 2R NN ——— |- oo sk—mit
| | 7obhL EX H A"P:‘ 3. JEEEM
C| 7ornn B2 g o TS
@) FYRAL \%i@ fal— 5. HR/NAT X
& &7IMALIETS N RELDE
HREEEAERER PR o mERK
(Summary of Findings) A4 3. XEEF
™
HESE D AERL: LHEMEIE TV ZOR
MR HE LD N(TTR) T IMNLEMRICEE Y ST,
RN Fx 55U (HERE) BRGTIMILIZET S
IETVADENDHTHREDLD
LT ZFZE L THE:

QIETVADE
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Qf{EER & iF A
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HERDRS (HERE)

3-1 GRADE (C & % #3&E DO ¥

TN LEREICEATAIET XDE
(BEALTINHLICEATAIET L ZDBDOHRTHREDHD)
s i N

7@ s, s -
. — I =

s IEFLAD ‘

* VIS t2a501 ] ? 2

D4ERA J/\ 2% R EEOFIE g5 \JEdE BE |

2012/04/06

%
YN LLEBICETISHENEIETFT > ADEDFAIZ GRADE DEHD 1 DTH5

(83 E. 3.2-1, 101 H), F/-, #HEEL [V, [580] D2{ETHS,
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HRDRS (HRE)

GRADEIZ. #%Z(recommendation) Z. [T AICKBAEFLWVIEMNLEFLLLGVHESE
LEIZMTRILEMZDNT, EDEEHETEOINETILDIEEET D,

EFELOWVHIREIT. ZOHREDFTEPLEERDIET ., £ 75D E(Quality of Life: QOL) D
HNE. AEOEBHDOBRR CEEEZZTLLEN., BIEOFRBEIDOHE. L) FHEL. EFEL
EWMERLIRTEROBREREDLR. HDLIIQOL ADEEE HELHERORIRO
REERZEDIEMGEEIET,

HREDBEDDREIE. B B ID2IBETHLIN. HEDFRELT, [EHET 1. £
LEWID2BELH A=, RELTHEDKRRII4EY L35,

R (FERIC ISR EE A T S THAD. GRADETIEHZ T, N34, TFBL I D21E
ELTHRTT B,
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RMUOMEREDEREER

Strong recommendation

B
K F=

THAICEDEFLLNER (Flim) NEFLLGVHR (F-AE-0XM Z LE
%, FIXTEISHEEA AL,

BEH(ZEHST

ZORRTI=HBFEL A, HEESNBTHERLL, FLELALA
S<hT N THS.

ERIREICEST

(X (X2 B (most individuals) W HRINDINAZRZITEIRETH D, TR
AVNIZELI-HREZETLTLSINESIN I EERODEDEES/\TH—7
DREEELTHRATES, BADMIERCITFAICT—HLE-ERREZE

XETHOHDI+—TILGERREXEIIFEZSS,

BUR{EREICEDT

(FEAEDIKR T T HRBEIFEEZ /N ITA—IURIBIELLTHREICEAT S
—EMNTAIRETH S,

2012/04/06

(aihara)

85



BUOHEREDEREERK

Weak recommendation

E & TAIZEDEFELLSR FIR)AEFLLLGLR (F-AE- XMz L
[E5. FIETELHEEHTEL
BEIZEST ZDRRATIZHAIADZLNRESNDTHERLT DM, FELGLA

EAAE

ERREIZEST

HRINDITHEIREL, EENERRETETILIOXIET LI LIE. EBEE
DEBEDEEP/NTA—TURIBIELLTHATESEAS5, ERREXIE
%, BENEEDMESOCITFAICEIVTERREEZITODICEFLE
HZA5, IETUVROIETUVANDENZZBTHEKL, EEDODERR
EICHETIIOBEREELESI-OICERT D,

BERERBIZEST | BERREDE=HIZIX., EHOFERREZEETAATRENLRELZE
RADDLEDLHD, INTA—IVRAFBEIZELNTIE, EEDZFIRIZDONLTO
+ RN BETH D,
2012/04/06 (aihara)
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HROMS (HRE) DRB

PSR t tasoe] | 1
55\ \HEAE t 2?2830 ) ? 2

BNVEREDES.GRADET—X 255 IL—T &, [ ~ZH# %3 5 (recommend) | F1=1&
[EEREX~TFT RETHS (should) IDKSLHERFDIERAFIRELTIVS,

FHLHEDIZEES. GRADET—X 57 )IL—T (X, T ~%IRE9T 5 (suggest) | £f-(% Mg
FREIZ~MNELNEL (might) IELVSRBEBOFERFIRET S,
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HERDRS (HERE)

HREEHTEDIER

O ERGTIMLERICEATI22FKMNEIET RADE
@ ZFELVWHREZFLEVLIED/ASUR

@ {MEERIFH

@ aRXMOERDFIA

GRADE[RIETUVRAMDEL, #EEHHL TS,
WHEIECHEELIET O ADBAEHE TRBRY S,
(5, 2B: F3L VMR T OBDIETUR)
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WHREDODER -O IETVRANDE

WEEHAFSAUIZBITAIETVOADH

The quality of evidence reflects the extent to which our confidence in an estimate of

the treatment effect is adequate to support particular recommendation

[ZDHREEMEICHT HHERED, HAREDHREZZFI D LTEDEE+TH]

BEARSAOTE, “ BEICESTERABET ML (CETHIE FUROEE BT
L. ZhoEehELTRIELT, 7YMIALRICET 52 RMAIEFURADEE1DEFRET

% (overall quality across outcomes) . \

GRADEY AT LIZIE. (EH#A97%8)
ARG IETOADEDH ERAE
NHb,
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HERDBESODER - xTE

TIOMLERICETHSEFNEIET VADEDHI EELE()

1. EK(critical) BT7IFHLDHERETT S,

2. ERET7IMILBTIET VO RAOEMNERY,
AN

OET IMLAERLGDHR (FmEE)ERLT
WBIEE:

[EXLGT7IOMIALICETAIET UV AOEDOFTRLENMENED ]
. 2B IETUORDEET S,

Q@I RTODT7IOMALMRLAR (F&E. F-EFE
DI NI —A)FRLTWSIGES:

[EXLE7IOMIALICETAIET UV RAOEOFTRLENTNED]
. EHRHLBIETUORANDEET S, =1L, FIBREBD/NTUANFT

BETHIBEE. EXLTIMLDSL. I[RETETVRDENEL
LDIETRETHD,

—0~

T/

ANE

A1
~ | EFEomE J
N Y

y— !' :  High OOOD

v critical . - Mod

E$:P critical . i : oderate $®®O

CIR%s H —.—: Low &EEO0O
important '
cntical " _-._E High ©OOD
0.5 0.75 1 1.25 15

Hx 2y

FToobhL2BI<BT 526N EIET ADE:

(Quality of evidence across outcomes/critical

outcomes)

) Moderate HHHO

2012/04/06

GRADENRTwY: £EMGEIE T XDE

http.//homepaged.nifty.com/ aihara/GRADEproHelp/Overall%20quality%2001%20evidence.htm
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CPGIZBITAIE TV ADEHEH-1 (fR48)

ERICBEVWTIET VAOENERY . M OB TIVNILNERZRDSAME
TYEE FEDHREETDHRANEGD)

| Y75 F 5% l

MULHER O
OEFFOEE

High SODD

RR 0.83 (0.68-099)

Moderate @@ RR 076 (063-092)

Low @O0 -

i ¢

05 075 RR 125

RR 1.25 (065-2.40)

CDFIRHL (EBREEE) DFEGE high— low FLIE,
imprecision: I ZEH I (F2#F D) | (SHXBIH BEELE " O
TR Z T3,

&E5HlC, risk of bias(or limitationsfedh 5., #l. (. PHAR 773

SARMBIETOADBELTOHIEX.

E2TODT7IMLIZEALT, HIENELS SR T, HFIZ"E"IZDOVT
X (HERDOBE)ZBATWADT, IRHEEVEDIE T REHEA]
9 HELSGRADERREIIZKY ., Low

. LU HEEFEDIET UV REA T, EEENERITEHEEITHM?
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CPGICHITAIETYANERMEH-2 (RB) .7orhrnsEsEraEdiss.

HEREfEE (R T AR HETEEARRL.25 TIE4 <. ARR 0.004, NNH 250 C:E{f
Lfzo 7=, BET=2 (RR 0.83) IZE83 ANNT 29& HLE 35,

M ST

EBZ(+) - o _ BR(+) I'S*.f-] it
ERCNIE s L0 (b 080 | 1000 ’UEEHﬂ Bla 165 [0 sas | 1000
" c. ) g s ¢ 984 1000 = 'Fm' € 200 |9 goo | 1000
it 38 1964 2000 if 365 1635 2000
X2= 0.453 p= 0.501 x2= 4.1054 P= 0043
EER =a/(a+} 002 EER =a/(a+h) 017
CER =c/(c+ 002 CER =c/lc+d. 020
a5%iSFEEEME) q5$15§iﬁ ]
1B RR =a/(a+b)/c/({ _125 065 240 183327 RR =a/(a+b)/c/icxnd 083 _Loss o099
IR 28 RRR =1-RR| - -140 035 B2 5@ RRR=1-RR | 018 | 001 032
V)23 RD = CER-EER -0004 |-002 001 )2 7% RD = CER-EER 004 | 000 007
F o X Ltk oR =(a/b)/(c/d) 128 065 244 7w ke OR =(a/b)/{c/d) 073 | 083 o0g9
ISMSEM NNT =1/RD | (T-250 131 -64 EMBBERNNT=1/R0 (] 20 P15 849

IETURDBRBERIC. T L (BERERES) D EEE A 1LERFE T (4 T(critical— important), 7
FLERRIZH=AIE T ADEF M RINSERNTEMELNLLY,
HARSUINRILIE, UTDESICHERGHRESTCEH T HAREMEL H D,

mUOVE / S0VEDOIET VR
MEER AT A COHEL, BENAICBITAREEROBERICEMEES. BEEZIZIZEL
BEZELTLS,
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CPGIZBITAIETY AN E M3 (fr38)

BT DRALIZDNVTWWT NEENEETTIES (FIBRDAREED
HEAEL)

s SR D8 ROBAGhERHEEEIRE
sl DEHE OB TBR(EE BT
: ROBHL /v BRI TE07E5, 1R = 0
%z - :  High DhMEIES GBI IEAIoIL2k Moderate
' th OO0 - ;h,‘([,?% F&) . GRADE downd 92
BAREX - - ROBA®H S ROBIZ DL T OFHEIL :
E E High ©OOD - HEA L - arade—dowmn L7311 ‘ High &OBD
: : 3Ly
—@— P Low 800
| | | |
05 075 RR 25 15

~

KéWE‘JUIEv_-“‘/ZG)E&L'CO)ﬂﬂJEli~

E2TOT7IMLIZEALT, HIENRLCARLZD T, &
tEWVEDIETURERBAIT5HELVSGRADERA

[2&kY. High &£%%,

/

2012/04/06 (aihara) 93



Fa R &R (CQ)-1

FEFE OB AE BT % (T i B DEFIER D= FT NED

BEXLTORDALIL?

= =

*Patient: JEEHE (M. KIEkE. AIZREGLE)
sIntervention: parenteral anticoagulation (heparin)
«Comparison: 75+t7R. no heparin
Qutcomes:
SRR, KHM., FEMEEVTE, QOL. /ML
[T—0

E: CMBDTINILDEEEIX, AFLEIETURADEE
BIZKYEBEINDZELHD (%),

|
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WHROMSDERA -O® TETVRDE

GRADE evidence profile £/

MOEROILLDE
STEDHIE (+)

SFET-% (12mo) —— = Moderate BOHO
. High
FEEMVTE —0— : sh SOOD
S .E Moderate BB
Hxty 2y 0.9 1.0 1.5

/ TEFUADEAREY. 7
YN LHFIBEEDRSS
AEERLTNBDT,

RLENMELBD 122K
BIETURADELET 5,

T IMLERICEATLIERHNLGIET O ADE:

(Quality of evidence across outcomes)
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HREDORSDER -Q

FFELOIREEZFLLLGVLIRD/ANTUR

BFELOWHER (FIFE) ERFLLLGWHR (B, B, aRXME)DNSURAT, BFLLWVHENEELL
HWSIRZFBHALHNIZERS, F-IXBESNCTRISIGEIZIE, RWNERE I EHIET D, —H. mEN
EHRLTWAEERH/EX(FL—FRA27) DBEFZRDEER. TNETNDHEHANIEEEBD/NTRAD
WTNDNZFEEELHDHIGE L. TR DFFHEELS (K3.2.2-1),

522 LELOHEHFLELLC
INT A LR LD BIEBHIC
KEW

(LW R
ZEL{EVWEE

HE

3.22-1 ZEFELLHIRELZLLGVIRDNT L AEHREE

HETE

‘:@Ebl.\i‘l']%ﬁ“:‘@ir‘;b< ‘%ibb\?ﬂ%h*‘%ib( EELLHEFIEELL
TUWEELNEhT I TuaELUEbhdThic TupRE L bidahic
RELY AL PEN
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HROHBSNDER -
FELOHRELELLVDHRD/NFUR

NNT (number needed to treat) , NNH (number needed to harm) Z&§t &L TH 5,
® http://homepage3.nifty.com/aihara/2x2.html

® I 1/l spreadsheet: http://homepage3.nifty.com/aihara/jama_evidence.html|

OZEFELLMER (Flir) DRESIEEDEREZAIM?

TN L NNT (95%CI) / B ED
. 0.055 (0.016~0.094
LFETE (12mo) (18 (10~63) Y] : )
————— ———
SEIRMEVTE 31 (20~61) W
A7 L 3 AhLTEaL, Marn
()27 A e st
O ZELLVHE (FIZ) DAESILEDIEELSI 2 e e cu .
] 3
7I‘7 INjJA NNH (95%01) Bt 1329 1201 2530 L o0 |
x2= 758 p= 0,006 010 1.00 1000
pganflill 2532 (96~ -104) R oos oR
1835 RR =a/ (a6l e/ 090 ?.s‘fﬁ:l::a |:
185122 #P RRR =1-RR| 010 | 003 046 UED
ASERD=CER-EER | 008 [002 o008 010 100 10,00
| zly%t%(;;;v?r:uno jﬁa_@_ aﬁ_jgai____‘;: J
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HROHBSNDER -
FELOHRELELLVDHRD/NFUR

LHH=(1/NNT)/(L/NNH)

LHH (Likelihood of Help vs Harm) &L\ 1EENH LD, FIEMNEF D 140(=2532/18) {&
THHEIERZIZHIBTELLY,

LHH: http://www.grade-jpn.com/grade/quideline/LHH.pdf

N—RZAV)RDE?
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RZDHRSDER -

EFELLRRES

EFELSLBVSIRD NSV R

GRADE evidence profile[2EBWTIE R—XZA V) R VFSEEETERELT.

BAMRERTTED,

xRN R V% . £ATIE56%.
moderate risk& L T65%, high risk

Risk difference with heparin versus no heparin
(95% CI)

39 fewer per 1000 (from 84 fewer to 11 more)
45 fewer per 1000 (from 97 fewer to 13 more)

55 fewer per 1000 (from 119 fewer to 16 more

28 fewer per 1000 (from 11 fewer to 39 fawer)

13 fewer per 1000 (from 5 fewer to 18 fewer)

6 rmore per 1000 (from 8 fewer to 35 more)

2 rore per 1000 (from 3 fewer to 13 more)

3 more per 1000 (fram 13 fewer to 23 more)

1 more per 1000 (from 7 fewer to 12 mare)

100

~ Profile: heparin versus no heparin for f ith cance nave nc or therapeutic phylactic ation
Outcome No of participants Quality of the evidence Relative effect ic t L—c79%t L/T: o
(studies) (GRADE) (95% ClI)
Median follow up
All-cause mortality 2530 SSS0 RR 083 (085 to 1.02) 557 per 1000
(& studies) MODERATE"22
12 months due to inconsistency 645 par 1000
791 per 1000
Symptomatic VTE 2264 =583 RR 05 (037 to 082) G2 per 1000
(7 studies) HIGH"
12 months
28 per 1000
Major bleeding 2843 S220 RR 1.3 (058 to 288) 18 per 1000
(8 studies) MODERATE"#
12 months due to imprecision
7 per 1000
Minor bleeding 2345 S220 RR105 (075 to 1 46) 51 per 1000
{7 studies) MODERATE"#
12 weeks — _
1000 A=Y RDEERRT HET,
== ol N 3
FREZFDLBRNBZTHS,
2012/04/06 (aihara)




HROHBSNDER -
FELOHRELELLVDHRD/NFUR

EDFDITHIETT NED
—

HEEREIL, EELONRELEFLLLBVRD NGV RZRE T HERIZ. LA D
BERICOVWTREITAETH S,

B OMLOEES
B7INALDAN—RSAV)RY
B ADEXI R BT NER
BN RETEEDIEHES

maOXk

http://homepage3.nifty.com/aihara/GRADEproHelp/Balance.htm
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HRDESDER -Q

5

EELLVIREZFZLLLGVIRD /NS R

OV IOMILDEEE: £FETREKRHM, ERIEVTEZEX (critical) EHIE L=,
O REEEDHEESETMEI DICH->T. UTDEITEZHNETHS.
MEEEELNTAZFHFITDLOD., EO—ATCIN NRLGL ZETHS.

[ZEZONERADPRERTICIOERL, EOBEMHRERLTVELEZS, ZONAZE
HETBHEAIM? ] HAHNIE,

[ZEZoNSRLEHNENRERICIOERNERERBRLTIV=ELTE, ZEONAZEZSH
G HMREEMT D520 7 |

@ ARTAUVINRILDGHDN AT HHETHIEE. TNIXTLEFELOVHIENLEFELILGNVHE
+oIcE@EY, hDOIEELRFAZZIT-IFET R TOEENEEREZITHIEEERT S,
EHARSAVINRILDEEFELDIEEEKRT S,
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102



HREOBEDER -Q
FFELWVIREEFLLLGVIRD /SR

SR TIA(CQ-1)DIGE.

EFRTERELT, 125 ADFETFE(RR 0.93: 0.85~1.02) LFEMRMEVTE (RR 0.55: 0.37-0.82), KH
M (RR 1.3: 0.59~2.88) # L3 3,

[ZZONDEADMEERICIOER (ZOHBAE . NNT 10, NNT 20) N BEOBEMIREETRLT
Wbl KREMOYRI(FHREELELT.NNH 96)ELEERLTH ., MAZHET L1555

[EZONSRVEBNEYNRERICIORER (CDIHZE . NNT 63, NNT 61) WEEZERBRL TV
A_—bﬁ% REMmMDYRYI(EREELT,. NNH 96)&tt$xbf%%0)ﬂ)\7&iﬁ@'é¢ﬁ REERLT HDE
Lav7glyy

TEELOHIRNEFELLGVHRZ T CERY ., A DOEHLGHRAZZT-EEIXATOREENE
BERZITDIEHIMENIRTIE, FEEF T

TIMhL NNT (95%CI)

EHRTER 18 (10~63)  *High risk group

FEIEMEVTE | 31 (20~61)

2 HEiZ9 5, HREDIEEILEE,
T IoAL NNH (95%CI) R

A Hi 1 2532 (96~ —104) 2 o0 17
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HROBSODER -
2FELOIREZFLBVARD /AR

B EEEZ—IEL TR CEICFERAH L., EEZRETHSSICEIEARN (BEREDZATH I
HREDERERFT T ANSELSERNELINELNAL,

ST IIL—TTIEESM? I

Figure 3. Subgroup analysis comparing SCLC with other types of cancer for mortality at 12 months

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 45 99 32 87 6.0% 1.24 [0.87, 1.75]) —
Weber 2008 8 10 10 10 6.1% 0.81[0.57, 1.14] —_— 1
Klerk 2005 88 148 107 154 16.9% 0.86 [0.72, 1.01] —

gewne g owow om0 — IR (MRIEE 05 1
T 17 ase o eslmenen i TOEDLEE) IZH T, E ORI
Test fo overall effeck Z= 0,73 (B = 07 o FTICEEEN HoT=(p=0.03):

1.1.2 SCLC

Altinbas 2004 22 42 30 42 6.1% 0.73 [0.52, 1.04] ———————F RR 0.86 (95%C| 0.75to 098) for SCLC
Lebeau 1994 96 138 110 139 20.6% 0.88 [0.76, 1.01 -

Subtotal (95% CI) 180 181 26.7% 0. ss[[o 75,0 98% . versus RR 0.96 (95% Cl1 0.861to0 107) for
Total events 118 140

Heterogeneity: Tau? = 0.00; Chi* = 0.93, df = 1 (P = 0.33); I = 0% other typeS of cancer.

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% I[}.S OI.? 1.’5 2’.

Test for overall effect: Z = 1.57 (P = 0.12) Favours heparin Favours control
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HREDBSOER -Q MIEBELTFH

[ {E#7 & 47 A 1 (Value and preference) MDERK:

MEEREIFAIX, BELEFICHITIEEDHRA, 5. HiF. BEEEZRIETIHETHS,
KFYFFEICIX,. CORAEITIEEERREICODVTEZALONDFIE. E. OX RBR. AMESZELE
BREETH-OICKREANMERTST0RFIET, [IEER] EOWSEBEACALOTOER
[CRVEVWZ2T7UREFEDETHIERE. [1FAH ] LWV aT7 U RAMNEREVLSEEEEF &SI
EITIRATWAETHERLRHLI LML, bbhEInoDAEE YN CERTHLET
COMEEFEELTILNS,

EDREIZH. T REATEEMIHS. BE. BEILAEEERTAIZH-Y. KEDTOMNIL,
BEOESHE. BEDEHOEEFLREDER, BERICHETHIORMNMIEFIEEL. TOEKETE
fiZL. B 5 DM{EE O1F A (value and preference) ZEE(IZ, TDARBEEZ(THMNESIIFHIT
5. BEEANDMEEOCIFADFEE THL (uncertainty), HAWNIEMEREIFADNEBRBTIES
KIGEIE, HREEZET S,

BERAAMESAOD=HDGRADEV AT L, [3.2-3 {HERMOFAHISRBOE,
BAMAGERGELTIE, FAE pl1255E,
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HROBSDER -Q (HIEEREITFH

RS FTUABIDEGE . UTDXRIIZHIET S,

BEICESOTERBETIMLDOIETADE(X G (moderate) I TH Do
HE: THREEEZOELHILZNVEREIIHLT, IEROMNNEREEDERETIRET S

Weak (1?) / moderate quality of evidence

MEEEIFH: [COHRERIZEVTIE, £TEROEEEVIEDF VI KELMEZHE
ANYDZEBHEMICEEERAIELMEEZE LV =, 1=, S EERCEZOMNLZIRSDEIE
[CHEWMEEZEL V=]

2012/04/06 (aihara) 106



WHROBMESNDERA -@ X+ EHRFIHA

JRMCERDOFABICETSIET  ADOEDFHEIE. 1D T VA LDFHEE L POPLELD,

EROFIAEERTABE . HAIRSALUIARILIZARMIDWTRETT BRI, TTEDOMHDT7HE
DLIZETAIETURADEZREL., FIREFRFIREEXRFICHTIDENRSH S, LLERA~ADIEK
DFEICEHTHEHRHARIMLTLSIEE L, BEROFZEIZDVWTEELTEEKRLAZL, £=. T A
DR BENETFEFEKIBCLESDIGEEIE. T ADEEDERREICEBLEROFABIZOWNTHETT S
FEMIIECED, RN, FIATHEROEHMNMETHY . HEIZCFWTEELKRFIBEETHS
— B T RiRIZIEKTFEL(context specific) FFEZ&>TEIL T A=0HIZ. aXMDEEMITIRE L2
LY,

GRADE TlE. HAFSFA /RN ERDOFRISOVTERT HIHE. EROFMEZELIHES

HIXHEDADRELETDEIRELTVS 2HDHR (ERODAAZZELLGWVHERZ1HL BR
DA AEERL-HEREZ ) ZRET H_LERBETRETHD,

GE)

ERMNRELOTCERMBAIHLERFXERREDEBEDSZEIZIZLEZELOD., NN LA RERAS
NATREESOAREMENHY . GRADE (L. BEDTIMLIZDODLWTOIET R -TAOT7AILIZ
[EINSD R FTEESHHENEFHEL TS,
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WHROBMESNDERA -@ X+ EHRFIHA

NERREICESEFRTE(2MA) DR NNT=18 (10~63)DFFER )M 5, Bl ZEA
ERLLTOMEIRNFETE T 5L, BDFA/N) (dalteparin 2500E431) 1520w (x%)
Tl IATEHTH S,

LEA>T 1D (125 8)ZE 0T = DFIHIXME, 7050 (NNT 10)~4505H
(NNT 63)&%5,

*High risk group

(k) AN EEIRD20w(E, LEA—IZEWTREBINTLSRX T —2DFEH
[ETHD,

AEHE L. Cost of Preventing an Event (COPE) IZ#L 1=,
ACP J Club 2008 148; A-8: Adding cot to NNT: the COPE statistic
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HERORSDHEELELHE

HEDBSOREER ¥I%E a8l

EFFELOWVHREEZFLLLEWHIRDNSO AL FHHEE | B (XL FBELTFHEETHD,
(ARMIZEBELAL

O Lz
FEHROFFENDLEL EFELLVHREEFLLLEVHIED /NS RIZDINT
THEEENRKREWNEE ., HEEMNTF L | ESNDATHEEINE LD,
TETURADEHELY O (&L ITETURADE(Emoderate | T

SHRNLTTE T AOBAEN GEERISEN EE RREAH | o vz | DD
JIEE DA RN B TS,

BEDOMEER CIFADITERS, HAHWNIIHEE OO &Ly RTVRIEBRT HEBRDT

WA CEE D0 DS EE, ELRMERCEHSTETEE | @ vz | 1L ABEEPENCENLIEEA
HENRENFE  HRENTHL I ESN DR ELS EDEENBETZITANSE

EAbNd,

ERDFZAIRANCERICREINESHNFHER | O XL EEIDARXMIENIFESGL

AADIRMENEE S bb HASLARBASVEL HEENT | @ \r5 | °
LN LS B A REMEAYE< D)

* TEWIASNE HERENBEL LS DHETREEN T D,
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WREDTL—T15

BEICESOTERGT IMLICETLEAMGEIE T XDEILIF (moderate) ITH S
HE: THaEFREOBEIGHZVVERFICHLT, SEROMNARBREDERETIRET S
(GRADE 2B)

MEEREIFA: [COHRERIZEVTIE, 2R TROEFEREVIEDFDICKESLMEEZHE.
ANYUIZEBHE I EMICEVDMEEZEL V-, -, S EBROCEZOMGIE SO EHEIZE
ELMi{EZEL -]

o HESRMIRE (HELRE) (X27F5E. 1758 ], 2T TN (FHHE) | N
IETUVRADEIF4ATEFE ATEL. Bl CTE ). DTIEFEITIE]
cHARSAVFAEBIZE S TEETAREERITAIHERETHLEND,
GRADETIL. T#EE . [TEToRADE IDIETERET 5.
\ J
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HRER EEEHICETHIFROMRERRE(N/NYY)

BeR: TR 1T BB SR 1 i R D A AR D= 6D I T~ &)
B R (U ERIEOEIS O, JiiEE .. KIBHE . BISZIRERE),
AN FEROA~RY

e ~ kbRl

TONI A I KM, M, SEFEDVT, QOL, /MR,

TETUVADER : (LU FIEE KT I ADICHONTELHT D)

SHDORCTDVAT<T 47 LE 2— (HE2530N) Tld, ERZIZBITHIHERA27 ANTITH A B2 7213780 72 (RR 0.93,
95%CI 0.85~1.02; NNT 18, 10~63), V7 7 /L —FfEMr Tl Nl i B 1B W CHE E 2203572 (RR 0.86, 95%CI 0.75~0.98:
NNT 9, 95%CI 5~40),

T~IEDRCTDOAZT FIVL A (£ % | FBE 2264 N, 2843 \) TlE, FEEHIICAH B/JEGEIEVTED I (RR 0.55, 95%CI 0.37~0.82; NNT
31, 95%CI 20-61)& K H O #EANRR 1.30, 95%CI 0.59~2.88; NNH 2532, 95%CI 96 ~—104)H38D HA 7,

IETFUADE:

EHERIZETAH T U AOE T, FE—E M (inconsistency: 12=41%D 4 O BE S Y, 7 fRATHE S 13/ N il BB I B A5 407
RO A RIR) & AN ES (imprecision) L& T, VL —REZ LS T Tl LUz, SEBMEVTEICE T2 7 ADE I, 7L —R& T
T ARG 2R3 TE  ThHoT- KM 2T A0 1L, RS (RIZEEEOM 7 ORI FEM 25 1) D7Dz, 7L
—REE DB R Tl L7,

i B OHEESE:
/N i AR DIE T R | JEBRIEVTED VD 2V RESNTIZA, BEF BT HIE T RITED 2D 0T,

Rtk LE, AHE, 2ANOHE:

R CTEDE M TIIIE CRBD OFZE N RIBEIN, NNTsENNHEZE 2 5L HDHEE (B2 0E, /INaiiE) HHWIEHIIY A7 23D 72
E1I AL AHERERIEEZZIT AND THAD, BBV LEEETHE TEAE DEBE DI LR O 872 K% 54
ZIFANDTEAD, TANIZIUTEELR N,

RO —F 47

B TEERTYNILADTE T L ADE L | THhD,

eSS B - N REFEE O AS 22\ i AR TR LT, IR 1B HLEE EROE D ENEAAR R T2 (T EOHERE /T | =t T 20E) |,
BT 2 : ZOHEERVERRIC BN TIE, 208 C ROFEBEMEVTED A C REZRMMEE B &, ~/ AL H M I FEE AL AR M i % &
Uz, FzL A SkimEBEseIERR O 8 - O A HIZH IR WM EZ B e,
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5 Eaf;;::?rl i;:;cl?:?:)laht;c;g Question: Should heparin versus no heparin be used for patients with cancer who have no other therapeutic or prophylactic indic_

[ All-cause mortality a

1 All li (B)5=10 g =T win] i1]an =2 alv=)4(u] ]
cause mortality a Quality of evidence across all critical outcomgmoderate - | @BE0

[ Symptomatic VTE We suggest parenteral heparin for patipnts
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.01 Health related Qualit Absence of high quality evidence - Explanation therapeutic or prophylactic indication.
Values and preference statement:
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Draft recommendation for consideration by the guideline panel

* Draft recommendation

We suggest parenteral heparin for patients with cancer who have no other therapeutic or prophylactic indication.

)

This recommendation places a relatively high value on death and thromboembolic events, and a relatively low value on bleeding by
parenteral heparin.

* Values and preferences associated with this recommendation

* Remarks

Voting: 70% of panel is agreement with a recommendation (50% weak recommendation) . and 15% against recommendation.

Overall quality of evidence across all critical outcomes | MODERATE
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E1

- iiRDelphiiZ: RAND/UCLA

DI=-HDEEET. TET RO EPCHREDOFHE (T TII L FOMLADOEESFFMEICELETTH, JIL—T

aE
DHBNBEENT H10CEHONEDH BETLI71ELTORANAETH 5.

2l = D R R{BE(median), FHERD =G DEE (1~3,4~6, 7~9Z=#RL-HEER) . RE
F—BEHUS—t 2L EE / AMEMELIN—tE 3(IVER) ZH5HT 5, 12

REF BRI, ARURAMOKR/DODOLT EHTE, [EoD2EZRIHEEELTIE, hRIE
oD BB ELYLNEMTH L. BN ZBASEE L. REOF—HEEKT S,

1st Round rating

appropriate:
uncertain: §F

FHEROPRIEN7 /UL, DN OF—FIGL
fimDPRENI~6R. HAWNEIT—EHHY

inappropriate: FTfi R D P RIENI R LT M OF—HAL

:> 2nd Round rating

[Z&Y. 4FEEED

GRADEIZH 1T R, 525Z 21850 (GALY, SHLVYEMFE) . ARE2MEHE (HRET 5. #HRELGV) A EHE

WINMDITRES D, "HIETEE"DREELEVEVNSREIT, B> TRREICV =R

&1, GRADE grid&EFH T 51ELVSAHTH S,

2012/04/06

(aihara)
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RAND/UCLA Z{& > 7= {51*

DF)A_0616I1ZHENT, 1~9RAR7r—IL(1: RAETELLY,

(1) ZIETUR®OEFHE (moderate quality of evidence)(ZDLVT,
(2) HEDBIEARIZDLT (weak/conditional 1?) [ZDWVT, 1~9HmRAT—ILIZLDEEDEEZA AL TS,

9:AETED)EFE - TRBEDIEEZANL TSN,

REHE(1): http://groups.yahoo.co.jp/group/grade_meeting/surveys?id=1290842
REHE(2): http://groups.yahoo.co.jp/group/grade_meeting/surveys?id=1290843

2 rand.xls
A ' Blc|D|lE|FlG[H][I]J] K | L
1
2 , Bl Ra[i=t] e
= | = ]E o Frusy —
3 FHiliIAE 1 2 3456 7 8 9 median oo SUHER
T =
I T ADE i 1 2 i 70 017
4 {moderate)
5| EEo%P
6 WIRR T MIEE ST
7 1 EEETEL 0 000%
— SRSLEETES 1 2000% N
i 2 0 000%
g 3 1 2000%
| 4 0 o00%
_10 5 0 000%
6 1 2000% [N
? 2 4000%
8 0 000%
11
HERE OIS AM
1 2 2
12 (weak rec. for)
131 pmops
14 HIRE =R BEE L1ENSE
15 1 2 EETE 0 0.00%
W o RLEETED 0 000%
—_— 1 2 0 000%
17 3 0 000%
W 4 0 000%
o1 s 1 2000%
19 5 0 000%
on | 7 2 4000% I
T 8 2 4000% NN
2012/04/06 (aihara)
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IZEELI=2DTHS,

RO RIE, RAZ
T—8BiE#,r s, T
¥ “appropriate”&
HIETED,
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BEERDO=-HDHGRADE grid

GRADE grid &l&E. AARSAUMERICEWT/IARILEENCDERENET H-HD . iR
M DOERFE . BEEMGHMETRIZE DOCFETHD, EDELIGRADE evidence profileF £ T
BIZIEZE KB EREET BN, GrideES2 &%, HIEFTORE . FEAME. DHEHEOR L, OX

FEEOEEIZDENS,

If consensus is not reached by discussion, this table below allows the panel making a recommendation to record
their views (voles) about the recommendation related to a specific interventions, based on their analysis of the
available evidence, the benefits and downsides, values and preferences and cost. This assessment is then
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Recommendation (final)

We suggest parenteral heparin for patients with cancer who
have no other therapeutic or prophylactic indication.

(weak recommendation, moderate quality evidence)

x|
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GRADE’s advantages and limitations
Criteria for using GRADE
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GRADE working group: Publications

GRADE working groun

Home | Introduction ToolboX Publications ) Member login Links Contact
Publications [:_GF A E]

Learn more
FAQ GRADE guidelines - best practices using the GRADE framework
Organizations
Downloads

The 2011 JCE series provides a 20-part guide for systematic review and health technology assessment authors,
guideline panelists and methodologists on how to apply the GRADE methodology framework in more detail. Clinicians

Courses
About us and policy-making users and anyone new to GRADE may want to consider first reading the 6-part BMJ series from 2008.
NEW: the links have now been updated to provide free access to the full text and pdf through the JCE home page rather
than Medline links that point to Elevier's Journal resource.
0. Guyatt GH, Oxman AD, Schinemann HJ, Tugwell P, Knotterus A
GRADE guidelines: A new series of articles in the Journal of Clinical Epidemiclogy.
J Clin Epidemiol. 2010 Dec 27
1. Guyatt G, Oxman AD, Akl E, Kunz R, Vist G, Brozek J, Norris S, Falck-Ytter Y, Glasziou P, Debeer H, Jaeschke R,
Rind D, Meerpohl J, Dahm P, Schinemann HJ.
GRADE guidelines 1. Introduction-GRADE evidence profiles and summary of findings tables.
J Clin Epidemiol. 2011 Jan 3
a Counentt L) Mwennan A LWano 1 Atlanes Y Dy Le | NDieb ™ Alalas n ) ™| 1ous ) Calele Wtar W Cabynssonann LI
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GRADE working group: Organizations

GRADE working group

Home | Introduction | Toolbox | Publications = Member login | Links | Contact

Organizations [:’G—I :E ]
Learn moTe
A Organizations that have endorsed or that are using GRADE*
Organizations
Downloads Some organizations in their enthusiasm to use GRADE, have modified the GRADE approach. We recommend against such
modifications because the elements of the GRADE process are interlinked, because modifications may confuse some evidence
Courses and guideline users, and because such changes compromise the goal of a single system with which clinicians, policy-makers and
About us patients can become familiar.
World Health Organization - International Example
B Endecrine Society - USA Exampl
: .
s ndocrine Society xample
PICHES T| American College of Chest Physicians - USA Example
. o ) ) uTD
: UpToDate, UpToDate - Putting Clinical Information Into Practice - GRADE
- USA tutorial
Agenzia
4 g;r-rgm_ | Agenzia sanitaria regionale, Bologna - Italia
epionale
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DECI D E DECIDE (Developing and Evaluating Communication Strategies to Support

Informed Decisions and Practices Based on Evidence)
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