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CASP Checklist: 10 questions to help you make sense o@matic Re@

How to use this appraisal tool: Three broad issues need to be considered when appraising a
systematic review study:

l\ Are the results of the study valid? (Section A)
[\ What are the results? (Section B)
l\ Will the results help locally? (Section C)

The 10 questions on the following pages are designed to help you think about these issues
systematically. The first two questions are screening questions and can be answered quickly.
If the answer to both is “yes”, it is worth proceeding with the remaining questions. There is
some degree of overlap between the questions, you are asked to record a “yes”, “no” or
“can’t tell” to most of the questions. A number of italicised prompts are given after each
question. These are designed to remind you why the question is important. Record your

reasons for your answers in the spaces provided.
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1. Did the review address a Yes
clearly focused question?

Can’t Tell

NO
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ABSTRACT
Background

Peripheral arterial disease (PAD) may cause occlusions (blockages) in the main arteries of lower limbs. One treatment option is bypass
surgery using autologous (the patient’s own tissue) vein graft or prosthetic (artificial) graft. A number of factors influence occlusion rates
in these patients, including the material used. To prevent graft occlusion patients are usually treated with antiplatelet, antithrombotic
drugs, or a combination of both.

Objectives

To determine the effects of antiplatelet agents for the prevention of thrombosis in people with lower limb atherosclerosis who were
undergoing femoropopliteal or femorodistal bypass grafting. Outcomes included the overall success of therapy (graft patency and limb
salvage rates) and complications of treatment.

Search methods

For this update the Cochrane Peripheral Vascular Diseases Group Trials Search Co-ordinator searched the Specialised Register (last
searched June 2014) and the Cochrane Central Register of Controlled Trials (CENTRAL) (2014, Issue 5). We sought additional trials
through screening the reference lists of relevant papers.

Selection criteria

Two review authors, RB and AL, independently reviewed studies found in the search and evaluated them based on the inclusion and
exclusion criteria, resolving disagreements through discussion.

Data collection and analysis

RB and AL independently extracted details of the selected studies for the update. We compared the treatment and control groups for



OBJECTIVES

To determine the effects of antiplatelet agents for the prevention of
thrombosis in patients with lower limb atherosclerosis who were
undergoing femoropopliteal or femorodistal bypass grafting. Out-
comes include the overall success of therapy (graft patency and

limb salvage rates) and complications of treatment.



2. Did the authors look for the Yes
right type of papers?

Can’t Tell

NO
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e 1] DJfF Methods H11#J inclusion and exclusion
criteria L FEZE o

e The inclusion or exclusion of studies in a systematic
review should be clearly defined. Randomized
controlled trial is preferred for papers evaluating
iInterventions.



METHODS

Criteria for considering studies for this review

Types of studies

Trials in which participants were randomly allocated to receive
either antiplatelet therapy versus placebo, one antiplatelet regi-
men versus another or antiplatelet therapy versus an alternative
treatment. We include trials using alternation (allocation of treat-
ment alternating between two interventions) and consider them
as quasi-randomised clinical trials (QRCTs).



Types of participants

All people undergoing femoropopliteal or femorodistal bypass
grafting for the treatment of intermittent claudication and critical
limb ischaemia. We excluded people undergoing bypass surgery
for trauma.

Types of interventions

Antiplatelet therapy versus placebo, one antiplatelet regimen ver-
sus another, or antiplatelet therapy versus an alternative treatment.
We excluded studies that included the same antiplatelet agent in
both treatment groups, unless another antiplatelet was also used,
but in only one treatment arm. We recorded the type of therapy,
dosage, time of starting compared to surgery (pre- or postopera-
tively) and duration of the therapy.



Types of outcome measures

Primary outcomes

(1) Primary graft patency: patency rates after surgery with no fur-
ther intervention, as determined by clinical examination, measure-
ment of the ankle-brachial pressure index (ABPI), duplex ultra-
sonography, angiography.

(2) Assisted primary patency: patency rates after intervention to
improve blood How in a graft which has not occluded.

We analysed primary patency and primary assisted patency for all
grafts and for venous or prosthetic (artificial) grafts separately.



Secondary outcomes

1. Secondary graft patency: patency rates following secondary
intervention to restore blood flow to the graft

2. Objective assessment of lower limb blood flow: ABPI,
exercise tolerance test

3. Side effects of treatment and complications

4. Limb salvage rate: survival rates with limb intact (or limb
amputation)

5. Incidence of other cardiovascular events and mortality

6. Participants’ quality of life



3. Do you think all the Yes HINT: Look for
important, relevant studies e which bibliographic databases were
were included? Can’t Tell used

e follow up from reference lists

No _
e personal contact with experts

e unpublished as well as published studies

e non-English language studies
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Search methods for identification of studies

Electronic searches

For this update the Cochrane Peripheral Vascular Diseases Group
Trials Search Co-ordinator (TSC) searched the Specialised Register
(last searched June 2014) and the Cochrane Central Register of
Controlled Trials (CENTRAL) 2014, Issue 5, partof 7he Cochrane
Library (www.thecochranelibrary.com). See Appendix 1 for details
of the search strategy used to search CENTRAL. The Specialised
Register is maintained by the TSC and is constructed from weekly
electronic searches of MEDLINE, EMBASE, CINAHL, AMED,
and through handsearching relevant journals. The full list of the
databases, journals and conference proceedings which have been
searched, as well as the search strategies used, are described in the

Specialised Register section of the Cochrane Peripheral Vascular
Diseases Group module in 7he Cochrane Library.
Searching other resources

We scanned reference lists of studies and reviews identified by the

search for relevant studies.



Appendix |. CENTRAL search strategy

#1  MeSH descriptor: [Arteriosclerosis] this term only 895
#2  MeSH descriptor: [Arteriolosclerosis] this term only 0
#3  MeSH descriptor: [Arteriosclerosis Obliterans] this term only 73
#4  MeSH descripror: [Atherosclerosis] this term only 513
#5  MeSH descriptor: [Arterial Occlusive Diseases]| this term only 810
#6  MeSH descriptor: [Intermittent Claudication] this term only 768
#7  MeSH descriptor: [Ischemia] this term only 814
#8  MeSH descriptor: [Peripheral Vascular Diseases] explode all 2293
trees
#9  MeSH descriptor: [Vascular Diseases] this term only 424
#10  MeSH descriptor: [Leg] explode all trees and with qualifier(s) 1145

: [Blood supply - BS]



Methods

Search strategy

We systematically searched MEDLINE (1966—March 2008),
EMBASE (1977-March 2008) and the Cochrane Central Reg-
ister of Controlled Trals (CENTRAL) (1948—March 2008) for
randomized trials examining the effect of intensive insulin
therapy on mortality among critically 1ll patients. In addition,
we conducted a manual search of abstracts from selected con-
ferences held from 2000 to 2008, including conferences of the
Society of Critical Care Medicine, the European Society of In-
tensive Care Medicine, the American Thoracic Society and the
American College of Chest Physicians. We also searched by
hand the bibliographies of all relevant trials. We obtained a
contidential prepublication copy of the NICE-SUGAR report
from the study’s management committee. We included the
NICE-SUGAR data subject to publication of the primary re-
port and with the agreement of the journal publishing the trial.



For the bibliographic review, we constructed search filters
for each of the concepts of critical care, intensive insulin therapy
and clinical trials using a combination of exploded Medical
Subject Heading (MeSH) terms and text words, all combined
with the Boolean OR operator. The critical care filter contained
the following MeSH terms: “critical care,” “intensive care,” ““in-
tensive care units,” “cardiac care facilities,” “critical illness,”
“postoperative care” with text words “intensive care,” “ICU,”
“critical care,” “CCU,” “coronary care,” “‘recovery room,”
“PAR.” “critical illness.” “burn unit,” “critically ilI”" or “‘cardiac
care.” The intensive insulin filter contained the MeSH terms
“insulin,” “blood glucose.” “hypoglycemic agents™ with text
words “intensive insulin,” ““glycemic control,” “blood glucose™
or “insulin.” The clinical trals filter included the MeSH terms
“clinical trials [publication type],” “clinical trials as topic,”
“placebos™ with text words “‘trial*,” “random™"” or “‘placebo.”
We then combined all 3 filters using the Boolean operator
AND. We used a similar search strategy to identity relevant arti-
cles in the EMBASE and CENTRAL databases (Appendix 1,

available at www.cmaj.ca/cgi/content/full/cmaj.090206/DC1).

1



Figure |I. Study flow diagram.
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4. Did the review’s authors do Yes
enough to assess quality of

the included studies? Can’t Tell

NO
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Assessment of risk of bias in included studies

RB and AL independently assessed the methodological quality of
included trials, using the "Risk of bias’ tool from The Cochrane
Collaboration (Higgins 2011). We assessed the following five do-
mains: selection bias (random sequence generation, allocation con-
cealment), performance bias (blinding of participants and person-
nel and blinding of outcome assessment), attrition bias (incom-
plete outcome data), reporting bias (selective reporting) and other
potential sources of bias. We classified the domains as being at
low risk of bias, high risk of bias or unclear risk of bias according
to the guidelines in the Cochrane Handbook for Systematic Reviews
of Inrervenrions (Higgins 2011). The two review authors assessing
bias resolved disagreements by discussion.



Figure 2. Risk of bias graph: review authors’ judgements about each risk of bias item presented as
percentages across all included studies.
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Figure 3. Risk of bias summary: review authors’ judgements about each risk of bias item for each included
study.
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Appendix 2: Jadad scores assigned to randomized trials included in this meta-analysis.
Double Description o
Randomization Blinding Withdrawals

First Author, Year Randomized Appropriate Blinded Appropriate Dropouts

Arabi 2008" Yes Yes No No Yes 3
Azevedo® 2007” Yes No No No Yes 2
Bilotta 2007* Yes Yes No No Yes 3
Bilotta 2008% Yes Yes No No Yes 3
Bland 2005* Yes No No No Yes 2
Brunkhorst 2008" Yes Yes No No Yes 3
Bruno 2008 Yes Yes No No Yes 3
De La Rosa 2008" Yes Yes No No Yes 3
Devos® 2007" Yes No No No Yes 2
Farah 20077 Yes No No No Yes 2
Grey 2004* Yes No No No Yes 2
He, W 2007* Yes Yes No No Yes 2
He, Z 2008 Yes No No No Yes 2
Henderson® 2005 Yes Yes No No Yes 3
lapichino 2008™ Yes Yes No No Yes 3
Mackenzie 2008* Yes Yes No No Yes 3
McMullin 2007 Yes Yes No No Yes 3
Mitchell 2006 Yes Yes No No Yes 3
NICE-SUGAR 2009" Yes Yes No No Yes 3
Oksanen 2007 Yes Yes No No Yes 3
Van den Berghe 2001° Yes Yes No No Yes 3
Van den Berghe 2006’ Yes Yes No No Yes 3
Walters 2006” Yes Yes No No Yes 3
Wang, L 2006 Yes No No No Yes 2
Yu 2005” Yes No No No Yes 2
Zhang 2008” Yes Yes No No Yes 2




|

Jadad Score Calculation-

a

I

ltem- Score-
Was the study described as randomized (this includes words such as randomly, random, and 0/1+
randomization)?«

Was the method used to generate the sequence of randomization described and appropriate 0/1+
(table of random numbers, computer-generated, etc)?.

Was the study described as double blind?. 01+
Was the method of double blinding described and appropriate (identical placebo, active 0/1+
placebo, dummy, etc)?«

Was there a description of withdrawals and dropouts?- 01+
Deduct one point if the method used to generate the sequence of randomization was described 0/-1¢
and it was inappropriate (patients were allocated alternately, or according to date of birth,

hospital number, etc).o

Deduct one point if the study was described as double blind but the method of blinding was 0/-1e

inappropriate (e.g., comparison of tablet vs. injection with no double dummy).<




5. If the results of the review Yes
have been combined, was it
reasonable to do so? Can’t Tell

NoO

o ER G EFEHISERAIHEN @ EFEINETHE
EHAYIE 2 (72 methods K results 253 - )

e Are the results similar from study to study ? Any
heterogeneity(&&E)?

e Fixed-effect model or random-effects model ?

o If heterogeneity exist, discuss the reason.




Heterogeneity(EE %)
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Heterogeneity(E'& %)

e Methods use to define heterogeneity:
1) Eyeball test

2) Cochran's Q test (Cochran Chi-squared
test)(X?)

3) I2 test
4) Tau? test (for random-effects model)



Eyeball test for Heterogeneity

Comparison: 03 Treatment versus Placeho

Outcome: 01 Effect of treatment on mortality
Treatment Control OR Weight OR
Study nH nH (95%CI Fixed) % (95%CI Fixed)
Brown 1998 24 1472 357499 e 96 0.71[0.42.1.21)
Geoffrey 1997 120 12850 18212838 -ﬂ- 518 0.64[0.51,0.81)
Mason 1996 56 712051 84 /2030 —— 244 0.65[0.46,0.92)
Peters 2000 5181 478 s 11 1.22[0.31 4.71]
Scott 1998 311768 461792 —a— 131 0.66[0.421.06)
Total(95%CI) 236 /6242 351 16237 Q- 1000 0.66[0.56,0.78)
Test for heterogenetty chi-square=0.92 df=4 p=092 5
Test for overall effect z=-4.52 p<0.00001
12 1 5 10

Favours treatment

Favours control

Forest Plot (Ffk

Ef )




Eyeball test for Heterogeneity

Shudy

D

Su, 2010
Lim. 2011
Bal, 2013
Chen, 2013 (discovery group)

Chen, 2013 (validalion group)

OR (95% CI)

- 1.61(1.18, 2.19)

[ 3

147 (111, 1.85)

. 1.87 (1.24, 2.85)
0.80 (0.64, 1.02)

0.80 {0.71, 1.13)

Liang, 2013
Kiyohara, 2014

Overall (ksquared = 79.0%, p = 0.000)

MOTE: Welghl:i are from random effects mar'_f:is

1.01 (0.67, 1.81)

- 146 (1.09, 1.95)

- - - - e e R s |

<> 1.24 (0.96, 1.60)

%

Weight

14.84
15.33
12.53
16.28
16.35
9.54

15.14

100.00

|
39

|
2.86



Cochran’'s Q test (Cochran
Chi-squared test)

e P> 0.1 --- no heterogeneity

e P < 0.1 --- heterogeneity exist

e Pnear0.1:
Cochran Q/df > 1 --- possible heterogeneity
Cochran Q/df < 1 --- heterogeneity unlikely

(df: degrees of freedom)



Analysis 1.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft
patency at |2 months.

Review: Antiplatelet agents for preventing thrombaosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months

Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing QOdds Ratio Weight Odds Ratio
M- M-
H,Random,95% H,Random,95%
n/N n/MN Cl Cl
Clyne 1987 [1/78 22/70 —— 18.3 % 036[0.16, 081 ]
Donaldson 1985 4/33 15/32 - 3.4 9% 0.16 004, 055]
Goldman 1984 7122 19/31 - 4.4 % 0291009, 093]
Green 1982 8/32 12/17 - 12.8 % 0.14[004, 052]
Kohler 984 22/44 | 7/44 i 7.9 % 1.59 [ 0.68, 3.70 ]
McCollum 1991 63/286 74/263 L 23.1 % 0721049, 1.06]
Total (95% CI) 495 457 - 100.0 % 0.42[0.22,0.83 ]
Total events: | I5 (Favours nothing)
Heterogeneity: Tau? = 0.47 Chi? = 1807, df = 5 (P = 0.003)§1>? =72% P — 0 ) 00 ':; —_——— hete rogenelty eX|St
Test f | effect: Z =250 (P=0012 - . -
st for overall effe ( ) Chi2/df =/18.07/5 (>1) --- heterogeneity exist
Test for subgroup differences: Not applicable
001 0.1 | 10 100

Favours ASA or ASA/DIP

Favours placebo/nothing




Cochran’'s Q test (Cochran
Chi-squared test)

e P> 0.1 --- no heterogeneity

e P < 0.1 --- heterogeneity exist

e Pnear0.1:
Cochran Q/df > 1 --- possible heterogeneity
Cochran Q/df < 1 --- heterogeneity unlikely

(df: degrees of freedom)



Analysis 1.5. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome 5 Mortality.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 5 Mortality

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/MN M-H,Fixed 95% Cl M-H,Fixed,95% Cl

Clyne 1987 /78 8/70 N 142 % 1.27 [ 048, 337 ]
Goldman 1984 0722 2/31 - 1 40% 026 [ 001, 5.74 ]
Green 1982 2/32 ort7 - 12 % 287[0.13,6322]
McCollum 1991 40/286 46/263 j 80.7 % 0771048, 1.22]

Total (95% CI) 418 381 100.0 % 0.84 [ 0.56, 1.26 ]

Total events: 53 (ASA or ASA/DIPY 56 (Phr_ﬁio or nothing)

Heterogene'mI Chi? = 2,00, df = 3 (P = 0.57);§* =0.0% _ .

Test for overall effect: Z = 0.83 (P = 041) P __2 O ’ 5 7 l\l 0 hete rog en elty .

Test for subgroup differences: Not applicable Chl /df = 2/3 = O ' 67 T NO hete rogenelty

0.005 0.1 | 10 200
Favours ASA or ASA/DIP Favours placebo/nothing



I2 Test
e [2 < 25% --- No heterogeneity

e [2 > 50% --- Moderate heterogeneity

e [2 > 75% --- Severe heterogeneity



Analysis 1.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft
patency at |2 months.

Review: Antiplatelet agents for preventing thromboasis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months

Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
M- M-
H,Random,25% H.,Random,95%
n/N n/MN Cl Cl
Clyne 1987 [1/78 2270 = 18.3 9% 036 [0.16,081 ]
Donaldson 1985 4/33 15/32 - 134 9% 0.16 [0.04,055]
Goldman 1984 7122 19/3] = 4.4 9% 029 [0.09,093]
Green 1982 8/32 12/17 - 12.8 % 0.14[004,052]
Kohler 1984 22/44 17/44 T 7.9 % 1.59 [ 0.68, 3.70 ]
McCollum 1991 63/286 741263 el 23.1 % 0.72[049, 1.06]
Total (95% CI) 495 457 - 100.0 % 0.42 [ 0.22,0.83 ]
Total events: | 15 (Favours ASA or ASA/DIP), 159 (Placebo or nothing
Heterogeneity: Tau? = 0.47; Chiz = 1807, df = 5 (P = 0.003)§ 1> =72%
Test for overall effect Z = 2.50 (P = 0.012) 12 = 72% --- Heterogeneity exist
Test for subgroup differences: Not applicable

0.0l Ql I 10 100
Favours ASA or ASA/DIP Favours placebo/nothing



Analysis 1.5. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome 5 Mortality.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 5 Mortality

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/N M-H,Fixed 95% Cl M-HFixed,95% Cl

Clyne 1987 11/78 8/70 N 14.2 % 1.27[ 048, 3.37]
Goldman 1984 0122 2/31 - 1 40 % 026[001,574]
Green 1982 2/32 o7 - 12 % 287[0.13,6322]
McCollum 991 40/286 46/263 j 80.7 % 0.77[048, 1.22]
Total (95% CI) 418 381 100.0 % 0.84 [ 0.56, 1.26 ]

Total events: 53 (ASA or ASA/DIP), 56 (Plac

sleMelsliale] g)

. 12 =0.0%

Heterogeneity: Chi? = 2.00, df = 3 (P = 0.57 ]
Test for overall effect: Z = 083 (P = 041) I2 = 0% --- No heterogeneity
Test for subgroup differences: Not applicable

0.005 0.1 | 10 200

Favours ASA or ASA/DIP Favours placebo/nothing



Tau? Test

For random effects model.

e Tau?= 0 --- no heterogeneity
e Tau? > 0.1 --- heterogeneity exist



Analysis 1.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft
patency at |2 months.

Review: Antiplatelet agents for preventing thromboasis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months Ra n d om- effe Cts Mo d S |
Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Weight Odds Ratio
M-
H.,Random,95%
n/N n/MN cl
Clyne 1987 [1/78 2270 = 18.3 9% 036 [0.16,081 ]
Donaldson 1985 4/33 15/32 - 134 9% 0.16 [0.04,055]
Goldman 1984 7122 19/3] = 4.4 9% 029 [0.09,093]
Green 1982 8/32 12/17 - 12.8 % 0.14[004,052]
Kohler 1984 22/44 17/44 T 7.9 % 1.59 [ 0.68, 3.70 ]
McCollum 1991 63/286 741263 el 23.1 % 0.72[049, 1.06]
Total (95% CI) 495 457 - 100.0 % 0.42 [ 0.22,0.83 ]
Total events: | 15 (Favours ASA or ASA/DIP), 159 (Placebo or nothing)
Heterogeneity| Tau? = 0.47; ChiZ2 = 1807, df = 5 (P = 0.003); I =72% 5 . .
Test for overall effect: £ ="250 (P = 0.012) Tau - 0'47 T Heterogenelty eXISt
Test for subgroup differences: Not applicable

001 Ql | 10 100
Favours ASA or ASA/DIP Favours placebo/nothing



Two data pooling models In
meta-analysis

e Fixed-effect model

¢ Random-effects model



Fixed-effect model

e Under the fixed-effect model we assume that
there is one true effect size that underlies all
the studies in the analysis, and that all
differences in observed effects are due to
sampling error.

o (EEIRIBMEIATIVIISE SR — BRI EE > FUE

fixed-effect model -

o IHEHFIM » FFERMEEER fixed-effect model Y
STt EIEE /by o




Random-effects model

e Under the random-effects model we allow
the true effect sizes to differ. For example,
the effect size might be higher (or lower)
in studies where the participants are
older, or more educated, or healthier than
in other studies.

o ERTEIE ST €A SRR RATRUE - B
random-effects model sk =571 °



Fixed-effect model

Aptitude score at one college

Study A
Study B
Study C
Study D
Study E

Summary

Mean

98.1
101.2
101.8

98.1

99.1

100.6

N

200
200
800
200
200

1600

Relative
Weight

12.5%
12.5%
50.0%
12.5%

12.5%

100.00%

Mean and 95% confidence interval

II'I
-

94

26 98 100 102 104 106

Borenstein M et al. Res Synth Methods. 2010 Apr;1(2):97-111.



Random-effects model

Aptitude score at all colleges

Mean N Relative Mean and 95% confidence interval
Weight
Study A 891 200 175% =
Study B 101.2 200 17.5% -
Study C 101.8 800 30.0% B
Study D 881 200 17.5% =
Study E 891 200 17.5% =
Summary 1001 1600 100.00% *

94 96 o8 100 102 104 106

Borenstein M et al. Res Synth Methods. 2010 Apr;1(2):97-111.



Random-effects model

e Almost identical to fixed-effect model
when there is no heterogeneity.

o With wider confidence intervals than fixed
effect model when there is heterogeneity.

e Gives relatively more weight to smaller
studies.



Aptitude score at one college

Fixed-effect
model

Random-effects
models

Mean N Relative Mean and 95% confidence interval
Weight
Study A 991 200 125% =
Study B 101.2 200 125% -
StudyC ~ 101.8 800  500% —B—
Study D 981 200 125% =
Study E 991 200 125% =
Summary 1006 1600  100.00% ?
94 96 98 100 102 104 106
Aptitude score at all colleges
Mean N Relative Mean and 95% confidence interval
Weight
Study A 991 200 17.5% -
Study B 101.2 200 17.5% =
Study C 101.8 800 30.0% —B—
Study D 081 200 175% -
Study E 991 200 17.5% =
Summary 1001 1600  100.00% -?-
94 96 98 100 102 104 106



Assessment of heterogeneity

To test for heterogeneity, we used the 2 statistic (Higgins 2003).
Where heterogeneity was high (I2 > 50%), we used a random-
effects model for data synthesis.



Data synthesis

Where possible, we calculated the number of events occurring
within the sample for each of the outcomes. We generated ORs
with 95% Cls to evaluate the effect of treatment, using a fixed-
effect model. Where heterogeneity was high (12 > 50%) we used a

random-effects model for data synthesis.



Data synthesis

Where possible, we calculated the number of events occurring
within the sample for each of the outcomes. We generated ORs
with 95% Cls to evaluate the effect of treatment, using a fixed-
effect model. Where heterogeneity was high (12 > 50%) we used a

random-effects model for data synthesis.

.
Roeeh |

e We should choose the model based on our understanding of
how the studies were sampled, and not the results of a
statistical test. If we are working with studies that assess the
impact of an intervention in different populations then logic
tells us that the random-effects model is the model that fits
the data, and it’s the model that we should choose.




Analysis 1.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft
patency at |2 months.

Review: Antiplatelet agents for preventing thromboasis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months Ra n d om- effe Cts m Od S |
Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Weight Odds Ratio
M-
H.,Random,95%
n/N n/MN cl
Clyne 1987 [1/78 2270 = 18.3 9% 036 [0.16,081 ]
Donaldson 1985 4/33 15/32 - 134 9% 0.16 [ 0.04,055 ]
Goldman 1984 7122 19/3] = 4.4 9% 029 [ 009,093 ]
Green 1982 8/32 12/17 - 12.8 % 0.14 [ 004,052 ]
Kohler 1984 22/44 17/44 T 7.9 % 1.59 [ 068, 3.70]
McCollum 1991 63/286 741263 el 23.1 % 0.72[049, 1.06 ]
Total (95% CI) 495 457 - 100.0 % 0.42 [ 0.22,0.83 ]
Total events: | 15 (Favours ASA or ASA/DIP), 159 (Placebo or nothing
Heterogeneitf Tau? = 0.47; [Ehi2 = 1807, df = 5 (P = 0.003)
Test for overall eflect: Z = 250 (P = 0.012) Tau? - 0.47 --- Heterogeneity exist
Test for subgroup differences: Not applicable

001 Ql | 10 100
Favours ASA or ASA/DIP Favours placebo/nothing



Analysis 1.5. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome 5 Mortality.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts FI Xed - effe Ct m Od e I

Outcome: 5 Mortality

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/N M-H,Fixed,95% Cl M-H,Fixed,95% ClI
Clyne 1987 /78 8/70 14.2 9% 127 [ 048, 3.37 ]
Goldman 1984 0/22 231 I 4.0 % 026 [ 001, 574 ]
Green 1982 2/32 o7 [ 1.2 9% 287[0.13,6322 ]
McCollum 1991 40/286 461263 T 80.7 % 0.77 048, 1.22]
Total (95% CI) 418 381 100.0 % 0.84 [ 0.56, 1.26 |
Jotal events: 53 (ASA or ASA/DIP). 56 (Placebo or nethini) .
Heterogeneity: Chi2 = 200, df = 3 (P = 057); I =00% | > No hete rogenel ty
est for overall effect: Z = 0. =041)
Test for subgroup differences: Not applicable | Ta u 2 x@&}ﬁﬁ fIXEd _effect m od el ]jq |

0.005 0.1 1 10 200
Favours ASA or ASA/DIP Favours placebo/nothing

e H fixed-effect model E2&faE ?
e =R no heterogeneity A meta-analysis &5
fixed—effect model ?



Analysis 1.2. Comparison | Insulin analogues versus regular human insulin, Outcome 2 Severe
hypoglycaemic episodes without cross-over trials.

Review: Short-acting insulin analogues versus regular human insulin for adults with type | diabetes mellitus
Comparison: | Insulin analogues versus regular human insulin

Outcome: 2 Severe hypoglycaemic episodes without cross-over trials

Study or subgroup Analogues Regular Ldde Raiio Weight Odds Ratio
n/N n/N IV,Random,95% Cl IVRandom,95% Cl

Home 2000 117707 65/358 485 % 084060, I.18]
Raskin 2000 104/596 54/286 41.5% 091063, 1.31]
Recasens 2003 0/22 0123 Not estimable
Z01'1 2007 5/81 7186 T 39 % 074023, 244]
Z013 2007 9781 8/88 — 54 % 1.25 [ 046, 341 ]
Z015 2007 1/50 /48 0.7 % 096 [ 006, 15.78 ]
Total (95% CI) 1537 889 * 100.0 % 0.88 [ 0.70, 1.12 ]

Total events 230 (Anglooyec) 135 (Reoylar)
Heter‘ogenelty: Tau? = 0.0; Chi* = 0.65, df = 4 (P = 0.96); I> =0.0% I

Test for overal enect Z = 108 (P = 030) N (0] h Ete rog ene ity

Test for subgroup differences: Not applicable

0.01 0.1 | 10 100

Favours analogues Favours regular



6. What are the overall results of the review?

o ERMEIEREIR T TREGER ?

e \What are the results ?

e How were the results expressed. Odds ratio ?
Risk ratio ? Mean difference 2 NNT ?



Risk Ratio & Odds Ratio

e Risk Ratio = Relative Risk = RR (JEf#&LE)

= risk of event in experiment group /risk of
event in control group

e Odds Ratio = Relative Odds = OR (JBELLL)

= odds of event in experiment group /odds
of event in control group

e Odds = number of positive event/number
of negative event



Example

e Control group: 100 death: 20
e Experiment group: 100 death:10

e RR = (10/100)/(20/100)
= 0.1/0.2 = 0.5

e OR = (10/90)/(20/80)
= 0.11/0.25 = 0.44



Risk Ratio & Odds Ratio

e Odds ratio can be used in prospective &
retrospective study (randomized controlled
trial or case controlled study)

e Risk ratio can only be used in prospective
study (cohort study)



Number needed to treat(NNT)

e For systematic review:

Method II: To calculate the NNT or NNH
from any OR and PEER:
For OR < I;

VT 1-{PEER % (1- OR)|

(1- PEER)x PEER x(1-OR)
For OR > 1;

1+ {PEERx (OR -1)}
(1- PEER)x PEER x (OR -1)

_L;\EVH =

Convert relative risk (RR) to NNT -
1

[(1- RR) x PEER]

ForRR <1 : —»NNT =

1
[(RR -1)x PEER]

ForRR>1: -NNT=

OR: Odds Ratio or Relative Odds

RR: Risk Ratio or Relative Risk

PEER: Patient’s Expected Event Rate

Fx &z » PEER = CER (control event rate)



Analysis I.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft
patency at |2 months.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months

Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
M-
H Random,95% H,Random,95%
n/N n/N cl cl
Clyne 1987 I1/78 22170 = 18.3 % 036[0.16 081 ]
Donaldson 1985 4/33 15/32 " 134 % 0.16[0.04,0.55]
Goldman 1984 7122 19/31 - 4.4 % 029009, 093]
Green 1982 8/32 12/17 - 12.8 % 0.14[0.04, 052 ]
Kohler 1984 22/44 17/44 T 179 % .59 [0.68, 3.70 ]
McCollum 1991 63/286 741263 bl 23.1 % 0721049, 1.06 ]
Total (95% CI) 495 457 - 100.0 % I 0.42 [ 0.22, 0.83 |
Total events: | 15 (Favours ASA or ASA/DIP), 159 (Placebo or nothing)
Heterogeneity: Tau? = 047, Chi2 = 18,07 df = 5 (P = 0.003); |2 =72%
Test for overall effect: Z =250 (P =0.012) PEER —_ CER —_ 159/457 —_ O 348
Test for subgroup differences: Not applicable \

001 0.1 | 10 100
Favours ASA or ASA/DIP Favours placebo/nothing

P =0.012 (<0.05) --- statistically significant




Method II: To calculate the NNT or NNH
from-any NR_and PEER -

W L J LN VLAY L L L

For OR < I:

1-{PEERx(1- OR)|
(1- PEER) x PEER x (1- OR)
TFOrOR> T

1MMT =

1+{PEERx (OR -1)}
(1- PEER)x PEER x (OR - 1)

f\U\FH —

OR = 0.42
1-OR = 1-0.42 = 0.58
PEER = CER = 159/457 = 0.348
NNT = 1 -(0.348 x 0.58)
(1-0.348) x 0.348 x 0.58
= 0.798/0.132 = 6.05 = 7




Outcome: 9 WDAE (Withdrawal Due to Adverse Effects)

Study or subgroup ARB plus ACEI ACEI alone Risk Ratio Weight Risk Ratio
n/N n/N M-H,Fixed,95% Cl M-H,Fixed,95% Cl
Tonkon 2000 4/57 252 I 0.5 % 1.82 [ 035, 9.55 ]
ADEPT 2001 2/18 3/18 — 0.7 % 0.67[0.13,353]
Val-HeFT 2001 249/2511 181/2499 E 432 % .37 [ .14, .64 ]
CHARM-Added 2003 309/1276 23311272 556 % .32 [ 1.14, 1.54 ]
Total (95% CI) 3862 3841 ' 100.0 % 1.34 [ 1.19, 1.51 ]
Total events: 564 (ARB plus ACEl), 419 (ACE! alone)
Heterogeneity: Chi? = 0.89, df = 3 (P = 0.83); I* =0.0%
Test for overall effect: Z = 4.93 (P < 0.00001)
Test for subgroup differences: Not applicable
0.01 Q. | 0 00
Favours ARB plus ACEI Favours ACEI alone

Convert relative risk (RR) to NNT

ForRR <1 : —->NNT=

[(1- RR)x PEER]

ForRR>1: —>NNT =

[(RR -1)x PEER]

RR = 1.34

PEER = CER =
(24+3+181+233)/3841 =
419/3841 = 0.109

NNH = 1/[(1.34-1) x 0.109] =
1/0.037 = 27.027 = 27



WEA risk ratio 2¢ odds ratio g EE
NNT(number needed to treat) =y
NNH(number needed to harm) -

Grat LR FRAVEEA A NNTEC NNH T -

NNT —— /NBCRA IR AE AL
NNH —— /NECRE PR a2

™~




/. How precise are the results?

o SERAZFTHE ?

e \What is the confidence interval ?

e Narrow confidence interval is more
precise.



Analysis I.1. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome | Primary graft

patency at |2 months.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: | Primary graft patency at |2 months

Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
M- M-
H Random,95% H,Random,95%
n/N n/N cl Cl
Clyne 1987 I1/78 22170 = 18.3 % 036[0.16 081 ]
Donaldson 1985 4/33 15/32 " 134 % 0.16[0.04,0.55]
Goldman 1984 7122 19/31 - 4.4 % 029009, 093]
Green 1982 8/32 12/17 - 12.8 % 0.14[0.04, 052 ]
Kohler 1984 22/44 17/44 T 179 % .59 [0.68, 3.70 ]
McCollum 1991 63/286 741263 bl 23.1 % 0721049, 1.06 ]
Total (95% CI) 495 457 - 100.0 % | 0.42 [ 0.22, 0.83 | |
Total events: | 15 (Favours ASA or ASA/DIP), 159 (Placebo or nothing)
Heterogeneity: Tau? = 047, Chi? = 1807, df = 5 (P = 0.003); 12 =72%
Test for overall effect: Z =250 (P =0.012) COﬂfIdenceS Interval — 0 83_0 22 — O 61
Test for subgroup differences: Not applicable
0.0l 0.1 | 10 100

Favours ASA or ASA/DIP Favours placebo/nothing



Analysis 3.3. Comparison 3 ASA or ASA/DIP versus pentoxifylline (PTX), all grafts, Outcome 3 Primary

graft patency, 6 months.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: 3 ASA or ASA/DIP versus pentoxifylline (PTX), all grafts

Outcome: 3 Primary graft patency, 6 months

Study or subgroup ASA or ASA/DIP PTX QOdds Ratio Weight Odds Ratio
n/N n/N M-H,Fixed,95% Cl M-H,Fixed,95% Cl

Lucas 1984 5/19 214 = 18.5 % 214035 13.12]
Raithel 1987 10/59 9/59 r 81.5 % [.13[042, 303 ]
Total (95% CI) 78 73 100.0 % 1.32 [ 0.56, 3.11 ]

Total events: |5 (ASA or ASA/DIP), |1 (PTX)
Heterogeneity: Chi* = 0.37, df = | (P = 0.54); I* =0.0%

Test for overall effect: Z = 0.64 (P = 0.5) Confidences interval = 3.11-0.56 = 2.55

Test for subgroup differences: Not applicable

005 02 | 5 20
Favours ASA or ASA/DIP Favours pentoxifylline

Wide confidences interval




Analysis 1.5. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome 5 Mortality.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 5 Mortality

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/N M-H Fixed 95% Cl M-H,Fixed 95% Cl

Clyne 1987 /78 8/70 N 142 % 1.27 [ 048, 3.37 ]
Goldman 1984 0/22 231 40 % 0.26 [ 001,574 ]
Green 1982 2/32 o7 - 12 9% 287[0.13,6322]
McCollum 1991 40/286 46/263 j 80.7 % 0.77 048, 1.22]
Total (95% CI) 418 381 100.0 % 0.84 [ 0.56, 1.26 ]

Total events: 53 (ASA or ASA/DIP), 56 (Placebo or nothing)
Heterogeneity: Chi? = 2.00, df = 3 (P = 0.57); I* =0.0%
Test for overall effect: Z = 0.83 (P = 0.41)

Test for subgroup differences: Not applicable

Confidences

nterval = 1.26-0.56 = 0.7

0.005 0.
Favours ASA or ASA/DIP

10 200

Favours placebo/nothing

Narrow confidences interval
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8. Can the results be applied to Yes
the local population?
Can’t Tell

NO
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Characteristics of included studies [ordered by study ID]

Becquemin 1997

Methods Study type: Multicentre, double-blind, randomised controlled trial
Study aim: To determine whether ticlopidine (TIC) could reduce the rate of late occlu-
sion of saphenous-vein grafts below the knee
Country: France

Participants Number randomised: Total n = 243 (TIC n = 122; placebo n = 121)

Age- mean years: TIC 67.1; placebo 67.7

Gender n (M/F): TIC 96/26; placebo 92/29

Inclusion criteria: All patients 18 to 80 years old who required femoropopliteal or
femorotibial bypass graft for atheromatous occlusive disease; had a saphenous vein suit-
able for grafting

Exclusion criteria: Acute ischaemia or aneurysm; marked stenosis in the ipsilateral iliac
artery; previous arterial surgery on the same limb; reduced life expectancy; pregnancy;
inability to comply with the protocol; associated conditions requiring treatment with
platelet-inhibiting drugs or anticoagulants; abnormalities of haemostasis
Co-morbidity: current angina or previous MI (TIC 20.5%; placebo 24.8%), impaired
left ventricular function (TIC 10.7%; placebo 7.4%), arrthythmia (TIC 9.0%; placebo
15.7%), carotid stenosis (TIC 22.1%; placebo 21.5%), hypertension (TIC 48.4%;
placebo 53.7%), current smoker (TIC 25.4%; placebo 19.0%), diabetes (TIC 27.
0%; placebo 21.5%), hyperlipidaemia (TIC 23.8%; placebo 25.6%), previous vascular
surgery (TIC 32.8%; placebo 30.6%)

Severity of occlusive disease: 1 eriche-Fonrtaine stage of disease- stage IIb (TIC 27.0;
placebo 22.3), stage III (TIC 30.3; placebo 41.3), stage IV (TIC 42.6; placebo 36.4)
Site of distal anastomosis: popliteal (TIC n = 66; placebo n = 82), tibial (TIC n = 56;
placebo n = 39)

Type of grafi: autologous saphenous-vein grafts

More than 70% of the participants in both groups suffered from critical limb ischaemia



CASPAR 2010

Methods Study type: Multicentre, prospective, randomised, placebo-controlled trial
Study aim: To determine whether clopidogrel plus ASA had better limb outcomes
compared to ASA alone, in partients undergoing below-knee bypass grafting
Country: UK

Participants Number randomised: Total n = 851 (Clopidogrel + ASA n = 425; ASA + placebo n =

420)

Age- mean years (SD): Clopidogrel + ASA 66.5 (8.7); ASA + placebo 65.6 (8.5)
Gender- M%: Clopidogrel + ASA 75.5%; ASA + placebo 75.8%

Inclusion criteria: > 40 and < 80 years; informed consent obtained before conducting
any study-related procedure; chronic background treatment with daily ASA of any done,
started at least 4 weeks before surgery; a post-randomisation dose of ASA between 75 and
100 mg/day; unilateral below-knee bypass graft for atherosclerotic PAD; patent index
graft demonstrated during bypass surgery or between surgery and time of randomisation;
no clinical evidence of graft occlusion at randomisation

Exclusion eriteria: Onset of PAD symptoms before age of 40; nonatherosclerotic vas-
cular disease; patients receiving aortobifemoral, iliac-femoral or cross-over (femoral-
femoral) grafts or undergoing peripheral rranscutaneous angioplasty during the same
surgery; significant bleeding risk such as current active bleeding at the surgical site; with-
drawal of an epidural catheter less than 12 hours before randomisation; peptic ulcera-
tion within 12 months of randomisation; previous or current intracranial haemorrhage
or haemorrhagic stroke; any history of severe spontaneous bleeding; current warfarin
therapy or anticipated need for warfarin; concomitant additional antiplatelet agents or
thrombolytic agents

Co-morbidity: Hypertension (Clopidogrel + ASA 70.1%, ASA + placebo 70.0%); Hy-
perlipidemia (Clopidogrel + ASA 50.4%, ASA + placebo 48.8%); CAD and/or CRVD
(Clopidogrel + ASA 38.4%, ASA + placebo 31.0%); Diabetes (Clopidogrel + ASA 37.
4%, ASA + placebo 38.0%), claudication only (Clopidogrel + ASA 34.1%, ASA + placebo
32.6%), rest pain (Clopidogrel + ASA 26.1%, ASA + placebo 26.5%), ulcers/gangrene
(Clopidogrel + ASA 39.3%, ASA + placebo 39.9%)

Severity of occlusive disease (determined by ABPI): ABPI (SD) - Clopidogrel + ASA
0.44 (0.25), ASA + placebo 0.46 (0.26)

Site of distal anastomosis: Below-knee popliteal (Clopidogrel + ASA 75.5%, ASA +
placebo 74.8%); below-knee popliteal crural (Clopidogrel + ASA 20.7%, ASA + placebo
22.1%); beyond popliteal pedal (Clopidogrel + ASA 3.8%, ASA + placebo 3.1%)

Type of graft: venous and prosthetic grafts (Clopidogrel + ASA venous = 297 prosthetic
= 128; ASA + placebo venous = 301 prosthetic = 125)



1. Aspirin (ASA) or aspirin and dipyridamole (ASA/DIP)
versus placebo or nothing (Clyne 1987; Donaldson 1985;
Goldman 1984; Green 1982; Kohler 1984; McCollum 1991)

2. ASA or ASA/DIP versus pentoxifylline (PTX) (Lucas 1984;
Raithel 1987)

3. ASA/DIP versus indobufen (IND), a reversible cyclo-
oxygenase inhibitor (ID’Addato 1992)

4. ASA or ASA/DIP versus vitamin K antagonists (VKA)
(BOA 2000; Schneider 1979)

5. ASA/DIP versus low molecular weight heparin (LMWH)
(Edmondson 1994)

6. Ticlopidine (TIC) versus placebo (Becquemin 1997)

7. ASA versus prostaglandin E1 (Gruss 1991)

8. ASA versus naftidrofuryl (Noppeney 1988)

9. Clopidogrel and ASA versus ASA alone (CASPAR 2010)
Details of the study designs are shown in the table "Characteristics
of included studies’ and in Table 1.



9. Were all important outcomes
considered?
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Analysis |.1. Comparison | ASA or ing, all grafts, OutcomEII Primary graft ‘

patency at 12 months.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Qutcome: | Primary graft patency at |2 months

Favours
ASA or
Study or subgroup ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
M- M-
H,Random,95% H,Random,95%
n/N niM Cl d
Clyne 1987 11/78 22170 —— 18.3% 036016081 ]
Donaldson 1985 4/33 15/32 — 134 % 016004, 055]
Goldman 1984 721 19731 - 144 % 029009 093]
Green 1982 8/32 12117 — 128% 0.141 004,052 ]
Kohler 1984 22/44 17144 il 179 % .59 068, 3.70]
McCollumn 1991 63/286 741263 + 231 % 0721049, 106 ]
Total (95% CI) 495 457 - 100.0 % 0.42 [ 0.22, 0.83 ]
Total events: 115 (Favours ASA or ASA/DIP), 159 (Placebo or nothing)
Heterogeneity: Tau? = 0.47; Chi? = 1807, df =5 (P = 0.003); I2 =72%
Test for averall effect: 7 = 2.50 (P = 0.012)
Test for subgroup differences: Not applicable
0.01 0.1 | |0 100

Fawvours ASA or ASA/DIP Favours placebo/nothing



Analysis 1.4. Comparison | ASA or ASA/DIP

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 4 Cardiovascular events

ebo or nothing, all grafts, Outcome

events.

i Cardiovascular

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
M- M-
H,Random,35% H,Random,95%
n/N n/N Cl Cl
Clyne 1987 5/78 2170 T 230% 2331044, 1241 ]
Donaldson 1985 4/32 1/33 T 16.0 % 457[048,43.34 ]
Green 1982 3132 117 = 15.1 % .66 [0.16, 17.25]
McCollum [991 35/286 53/263 L 45.8 % 0551035, 088]
Total (95% CI) 428 383 - 100.0 % 1.27 [ 0.43, 3.80 ]
Total events: 47 (ASA or ASA/DIP), 57 (Placebo or nothing)
Heterogeneity: Tau> = 0.62; Chi? = 6.19, df = 3 (P = 0.10); I* =52%
Test for overall effect: Z = 044 (P = 0.66)
Test for subgroup differences: Not applicable
10 100

Favours ASA or ASA/DIP Favours placebo/nothinh



Analysis 1.5. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, 0utc0me‘5 Mortality. ‘

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery

Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 5 Mortality

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/N M-H,Fixed 95% Cl M-H,Fixed 95% Cl

Clyne 1987 11/78 8/70 . 14.2 % 1.27 [ 048, 3.37 ]
Goldman 1984 022 231 - 1 4.0 % 026 [001,574]
Green 1982 2/32 oz D 12 9% 287[0.13,6322]
McCollum 991 40/286 46/263 j 80.7 % 0.77 048, 1.22]
Total (95% CI) 418 381 100.0 % 0.84 [ 0.56, 1.26 ]

Total events: 53 (ASA or ASA/DIP), 56 (Placebo or nothing)
Heterogeneity: Chi* = 2.00, df = 3 (P = 0.57); I =0.0%
Test for overall effect: Z = 0.83 (P = 041)

Test for subgroup differences: Not applicable

0.005 0.1 10 200

Favours ASA or ASA/DIP Favours placebo/nothing



10. Are the benefits worth the
harms and costs?
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Analysis 1.2. Comparison | ASA or ASA/DIP vs placebo or nothing, all grafts, Outcome 2 Side effects and
complications.

Review: Antiplatelet agents for preventing thrombosis after peripheral arterial bypass surgery
Comparison: | ASA or ASA/DIP vs placebo or nothing, all grafts

Outcome: 2 Side effects and complications

Study or subgroup ASA or ASA/DIP Placebo or nothing Odds Ratio Weight Odds Ratio
n/N n/N M-H Fixed,95% CI M-H Fixed,95% Cl
| Side effects- general
Clyne 1987 6/78 1770 T - 3.0 % 57510.67,49.00 ]
Donaldson 1985 1132 /33 - 3.0 % 103006, 1724 ]
Green 1982 1132 o7 ' 1.9 % [.67 [ 0.06,43.14 ]
Kohler 1984 4/51 [/51 - 29% 426 [ 046, 3946 ]
McCollum 1991 46/286 33/263 | 89.3 % 1341082 216]
Subtotal (95% CI) 479 434 * 100.0 % 1.55 [ 1.00, 2.41 ]
Total events: 58 (ASA or ASA/DIP), 36 (Placebo or nothing)
Heterogeneity: Chi2 = 2,67, df = 4 (P = 0.61); 1> =0.0%
Test for overall effect: Z = 1.94 (P = 0.052)




Iest Tor overall enect: £ = 1.74 (M — WU3Z)

2 Gastrointestinal side effects

Clyne 1987 0778
Donaldson 1985 1/32
Goldman 1984 222
Green 1982 1132
Kohler 1984 4/44
McCollum 1991 46/286
Subtotal (95% CI) 494

Total events: 54 (ASA or ASA/DIP), 36 (Placebo or nothing)
Heterogeneity: Chi? = 3.06, df = 5 (P = 0.69); I* =0.0%
Test for overall effect: Z = 1.61 (P =0.11)

3 Major bleeding

Green 1982 [/32
McCollum 1991 |8/286
Subtotal (95% CI) 318

Total events: 19 (ASA or ASA/DIP), 9 (Placebo or nothing)
Heterogeneity: Chi? = 0.01, df = | (P = 0.94); I =0.0%
Test for overall effect: Z = 1.56 (P = 0.12)
4 Minor bleeding

Clyne 1987 12/78

1/70
1/33
1/31
0r17
0/44
33/263

458

0/17
91263

280

14/70

47 %

29 %

23%

1.9 %

— 1.4 %

m

'

86.9 %

100.0 %

6.6 %
934 %

100.0 %

100.0 %

030[001,736]
1.03 [ 006, 17.24]
3.00[ 025, 3533 ]
.67 [0.06,43.14]

9.89 [ 052, 189.43 ]

134082, 2.16]

1.44[0.92,2.24 ]

.67 [0.06,43.14 ]
190 [ 0.84, 430 ]

1.88 [ 0.85, 4.16 ]

073[031,170]
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