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Guideline development

Formulate recommendations:
* For or against (direction)
» Strong or weak (strength)

By considering:

— O Quality of evidence
O Balance benefits/harms
O Values and preferences ]
“We recommend usi

Revise if necessary by considering: = *We suggest using...
0 Resource use (cost) : *We recommend ag:

"We suggest against




GRADE: 1.-3. samm

1. Maaratle tapselt kliiniline kusimus
2. Vali Kliinilise soovituse tegemiseks tulemid
3. Hinda valitud tulemite suhtelist olulisust

GRADE: 4. samm
Koosta toenduse kokkuvote
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Toenduse kokkuvote

Uks Kliiniline kiisimus
2
Koik selle Kliinilisele kusimusele vastavad tulemusnaitajad (eraldi)

2

lga tulemusnaitaja kohta koigi asjakohaste uuringute koondandmed ja —hinnang

Toenduse kokkuvotte vormid:
GRADE Summary of Findings Table
GRADE Evidence Profile
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GRADE Evidence Profile

Author(s): Elie Akl & Holger Schunemann Date: 2008-09-11

Question: Should parenteral anticoagulation be used in prolonging survival of patients with cancer? Settings: Outpatient

Bibliography: EA Akl, FF van Doormaal, M Barba, G Kamath, SY Kim, S Kuipers, S Middeldorp, V Yosuico, H Dickinson, HJ Schunemann. Parenteral
anticoagulation for prolonging survival in patients with cancer who have no other indication for anticoagulation. CDSR Reviews. 2007 Issue 3
Summary of findings

Quality assessment

No of patients Effect
No of Other Relative Quality SRR
stuc:i‘i)es Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up)
S randomised [no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® [imprecision 3(:3/8592()5 3?:6:68)8 (0.8 to (1000 (from 30 PEOD CRITICAL
’ 0.95) [to 120 fewer) HIGH
Survival (overall - study follow up at 24 to 84 months)
S5 randomised |no serious |no serious no serious no serious |none HR 0.77 | 82 fewer per
trials limitations® inconsistency [indirectness |imprecision tg;{f;? 5(235/;8)8 (0.65 to |1000 (from 28 POOD CRITICAL
. 0.91) [to 141 fewer)| HIGH
DVT
2 randomised [no serious |no serious no serious very serious’ reporting bias® 16 fewer per
trials limitations® |inconsistency |indirectness 2/226 051 1000 (from 37 ®000
1/232 (0.4%) (0.08 to VERY CRITICAL
(49%) 4.91) fewer to 156 oW
’ more) u
Major bleeding
3 randomised |[no serious |no serious no serious serious’ reporting bias® RR 1.50 7 more per
trials limitations® |inconsistency [indirectness ; 000
o 8/406 (2%) | ©/%08 | (0.26 to |1000 (from 11 &DOO| giricaL
(1.5%) 8.8) fewerto 117 | LOW
’ more)
Minor bleeding
3 randomised [no serious |no serious no serious serious® reporting bias®
. e .- 1|, . s 14 more per
trials limitations™ |inconsistency |[indirectness 5/380 RR 2.07 1000 (f 3|l@®00
14/380 (3.7%) (0.78 to rom IMPORTANT]
(1.3%) fewer to 59 LOW
5.51)
more)

" Unclear concealment in one of the five trials did not lead to downgrading the quality of evidence.
2 The studies used different LMWHSs but indirectness is not likely given the similiarity in results across studies.
3 The 95% CIl includes both negligible effect and appreciable benefit or appreciable harm
4 Out of 5 included studies, only 2 reported DVT. We assumed that this was based on selective reporting of outcomes. The authors of the study did not
?rovide further information.

Out of 5 included studies, only 3 reported major bleeding. We assumed that this was based on selective reporting of outcomes. The authors of the study
did not provide further information.
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Kanna tabelisse GRADE'i 1.-3. sammu tulemused
1. Kliiniline kusimus
2. Kliinilise soovituse tegemiseks tulemid
3. tulemite suhtelisele olulisusele antud hinnang

i Summary of findings
Quality assessment i
No of patients Effect
No of Other Relative Quality L
stuc::lies Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up)
S randomised [no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® |imprecision 32:5%3/85‘:;5 3?259568)8 (0.8 to |1000 (from 30 POOD CRITICAL
: 0.95) |to 120 fewer)| HIGH
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i Summary of findings
Quality assessment i
No of patients Effect
f Other Relative Quality S
stNuc:l?es Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up)
5 randomised [no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® |imprecision ?:3/85‘:;5 3?:(49568)8 (0.8 to |1000 (from 30 POOD CRITICAL
: 0.95) |to 120 fewer)| HIGH

Lisa tabelisse asjakohaste (vastava tulemiga) uuringute arv, kavand ja tulemused
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Taustainfoks: ekspositsiooni ja tulemi seose naitajad

... vordlevad tulemit eksponeeritutel ja mitte-eksponeeritutel

- Jagamistehe annab suhtenaitaja ehk mitu korda esineb tulemit ekponeerituil
rohkem kui mitte-eksponeerituil (‘1’ tahendab, et vahet pole)

Lahutustehe annab absoluutse erinevuse naitaja ehk kui palju esineb
tulemit eksponeerituil rohkem kui mitte-eksponeerituil (‘0’ tahendab, et vahet
pole)
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Taustainfoks: suhteline risk (RR) voi sansside suhe (OR)

OR'i on raskem tdlgendada

Kui andmed voimaldavad molemaid arvutada, tasub eelistada RR’i

nt ei ole RR'i vbimalik arvutada juhtkontrolluuringutes (ingl case-control studies)

Harva esineva tulemi korral OR = RR

Kui tulemi esinemissageduse suureneb, eemaldub OR 1’st (ehk tulemist ‘vahet
pole’) rohkem kui RR — voib tekkida ekslik mulje ekspositsiooni ja tulemi seose
tugevusest
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Taustainfoks: suhteline risk (RR)
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Tulemi (nt haigestumise) risk mitte-eksponeeritutel 40 : 100 = 0,4

RR=0,8:04=2

Tolgendus: Suhteline risk tulemi tekkeks (nt haigestumisrisk) eksponeeritutel 2

korda suurem kui mitte-eksponeeritutel
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Taustainfoks: sansside suhe (OR)
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Tulemi tekke (nt haigestumise) sanss eksponeeritutel 80 : 20 = 4

Tulemi tekke (nt haigestumise) sanss mitte-eksponeeritutel 40 : 60 = 2/3

OR=4:2/3=6

Tdlgendus: Sanss haigestuda on eksponeeritutel 6 korda suurem

kui mitte-eksponeeritutel

13



P

il TARTU ULIKOOL

Taustainfoks: riskide vahe / liigrisk (ARR)

tulem
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Tulemi tekke (nt haigestumise) risk eksponeeritutel 80 : 100 = 0,8

Tulemi tekke (nt haigestumise) risk mitte-eksponeeritutel 40 : 100 = 0,4

ARR=0,8-0,4=04

Tolgendus: Pohjusliku seose eeldusel on 40 haigestumist eksponeeritute seas

tingitud ekspositsioonist
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GRADE: 5. samm

Hinda iga tulemi toenduse kvaliteeti
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Hinda asjakohaste uuringute piiranguid = ... 0 sLxoor

ehk erinevate nihete toenaosust

Random sequence generation (selection bias)

Incomplete outcome data addressed?

Lebeau 1994

Sideras 2006
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Author(s): Elie Akl & Holger Schunemann Date: 2008-09-11

Question: Should parenteral anticoagulation be used in prolonging survival of patients with cancer? Settings: Outpatient

Bibliography: EA AkKl, FF van Doormaal, M Barba, G Kamath, SY Kim, S Kuipers, S Middeldorp, V Yosuico, H Dickinson, HJ Schunemann. Parenteral
anticoagulation for prolonging survival in patients with cancer who have no other indication for anticoagulation. CDSR Reviews. 2007 Issue 3

i Summary of findings

Quality assessment )

No of patients Effect
f Other Relative Quality S
s:.:l?es Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up) _
5 randomised [no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® |imprecision SiiEil 2Ll Lk (0.8 to |1000 (from 30 POOD CRITICAL

(57.8%) (60%)

0.95) |to 120 fewer)| HIGH

Lisa tabelisse koondhinnang nende 5 uuringu piirangutele
ehk nihke tdenaosusele neis uuringuis

Vajadusel lisa hinnangule joonealusena selgitavad markused
17
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Seejarel hinda toenduse kvaliteeti ehk kasw

2. uuringute tulemused on / ei ole kooskdlas (ingl inconsistency of results)
3. tdendus on kaudne (ingl indirectness of evidence)
4. uuringute tulemused on ebatapsed (ingl imprecision)

5. uuringute tulemused on avaldatud valikuliselt (ingl publication bias)

Kaalu, kas on pohjust toenduse kvaliteedi taset langetada vOi tosta

18



Author(s): Elie Akl & Holger Schunemann Date: 2008-09-11

Question: Should parenteral anticoagulation be used in prolonging survival of patients with cancer? Settings: Outpatient
Bibliography: EA AkKl, FF van Doormaal, M Barba, G Kamath, SY Kim, S Kuipers, S Middeldorp, V Yosuico, H Dickinson, HJ Schunemann. Parenteral

)

—_—
e W —
O - —

anticoagulation for prolonging survival in patients with cancer who have no other indication for anticoagulation. CDSR Reviews. 2007 Issue 3

TARTU ULIKOOL

i Summary of findings
Quality assessment )
No of patients Effect
f Other Relative Quality S
s:.:l?es Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up)
5 randomised [no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® |imprecision 3223/853? 3?259568)8 (0.8 to |1000 (from 30 POOD CRITICAL
: 0.95) |to 120 fewer)| HIGH

Lisa tabelisse hinnang nende 5 uuringu tulemuste kooskoéla, kaudsuse, tapsuse
ning vajadusel ka muude kvaliteedinaitajate kohta

Kvaliteeditaseme langetamisel/tdstmisel lisa joonealusena selgitavad markused

19



)

TARTU ULIKOOL

—_—

—_—

O - —

B —
1=

Lopetuseks anna koigi kriitilise tulemi toenduse
kohta koondhinnang
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Summary of findings

Quality assessment

No of patients Effect
No of Other Relative Quality SR
st:d‘i:es Design Limitations | Inconsistency | Indirectness | Imprecision considerations anticoagulation| control (95% C1) Absolute
Survival at 12 months (study follow up)
S randomised |no serious |no serious no serious no serious none RR 0.87 | 78 fewer per
trials limitations® |inconsistency |indirectness® |imprecision 3(:;3/8592? 3?2({;8)8 (0.8 to [1000 (from 30 PEOD CRITICAL
: 0.95) |to 120 fewer)| H'CH
Survival (overall - study follow up at 24 to 84 months)
S randomised [no serious |no serious no serious no serious |none HR 0.77 | 82 fewer per
trials limitations” inconsistency [indirectness |imprecision A(ZI/Z:(; 5(255/;8)8 (0.65 to [1000 (from 28 ®|?GZ® CRITICAL
: 0.91) |to 141 fewer)| HIC
DVT
2 randomised |no serious |no serious no serious very serious’ reporting bias® 16 fewer per
trials limitations® |inconsistency [indirectness 2/226 ity 1000 (from 37 ®000
1/232 (0.4%) (0.08 to VERY CRITICAL
(4%) 4.91) fewer to 156 LOW
’ more)
Major bleeding
3 randomised |no serious |no serious no serious serious’ reporting bias® RR 1.50 7 more per
trials limitations” |inconsistency |indirectness ; 000
v 8/406 (2%) | ®/%98 | (0.26 to 1000 (from 1T&DOO| giicaL
(1.5%) 8.8) fewerto 117 | Low
’ more)
Minor bleeding
3 randomised [no serious |no serious no serious serious’ reporting bias® 14
trials limitations* inconsistency [indirectness 5/380 RR 2.07 100:;‘?;6 pe; 00
rom
14/380 (3.7%) (0.78 to IMPORTANT]|
(1.3%) fewer to 59 LOW
5.51)
more)

T Unclear concealment in one of the five trials did not lead to downgrading the quality of evidence.
2 The studies used different LMWHSs but indirectness is not likely given the similiarity in results across studies.
3 The 95% CI includes both negligible effect and appreciable benefit or appreciable harm
4 Out of 5 included studies, only 2 reported DVT. We assumed that this was based on selective reporting of outcomes. The authors of the study did not
Erovide further information.

Out of 5 included studies, only 3 reported major bleeding. We assumed that this was based on selective reporting of outcomes. The authors of the study
did not provide further information.
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GRADE Handbook

http://qdt.quidelinedevelopment.org/app/handbook/handbook.html




