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Disclaimer

The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals are
expected to take this guideline fully into account, alongside the individual needs, preferences and
values of their patients or service users. The recommendations in this guideline are not mandatory
and the guideline does not override the responsibility of healthcare professionals to make decisions
appropriate to the circumstances of the individual patient, in consultation with the patient and,
where appropriate, their carer or guardian.

Local commissioners and providers have a responsibility to enable the guideline to be applied when
individual health professionals and their patients or service users wish to use it. They should do so in
the context of local and national priorities for funding and developing services, and in light of their
duties to have due regard to the need to eliminate unlawful discrimination, to advance equality of
opportunity and to reduce health inequalities. Nothing in this guideline should be interpreted in a
way that would be inconsistent with compliance with those duties.

NICE guidelines cover health and care in England. Decisions on how they apply in other UK countries
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Appendix J: Health economic evidence tables

Risk assessment for medical, surgical and trauma patients

Accuracy of risk assessment tools for VTE in hospital admissions

No relevant economic evaluations were identified.

Accuracy of risk assessment tools for bleeding in hospital admissions

No relevant economic evaluations were identified.

Effectiveness of risk assessment tools in hospital admissions

Study
Study details

Economic analysis: CCA
(health outcome:
objectively confirmed VTE
events during
hospitalisation, major
bleeding, surgical re-
operation, mortality (not
reported in the paper)

Study design: before and
after comparison
Approach to analysis:
Analysis of patient level
data on costs and
incidence of VTE

[Lecumberri 201134¢]
Population & interventions

Population:

All hospitalised adult inpatients
(medical and surgical) at the
University Clinic of Navarra. The
population also included pregnant
women but very small percentage
ranging between 3.2 to 4.4% across
the follow-up periods.

Cohort settings:

Mean age:

Intervention 1: 55 years
Intervention 2: 55 years

Male:

Intervention 1 (January to June

Costs

Total costs (mean per
patient):

Intervention 1: £28
Intervention 2: £22
Incremental (2-1): -£6
(95% CI: NR; p=NR)

Currency & cost year:

2009 Euros [(presented
here as 2009 UK

pou nds®)]

Cost components
incorporated:

Tests for diagnosing

Health outcomes

VTE (events per patient):
Intervention 1: 0.003 events
Intervention 2: 0.001 to 0.002
events

Incremental (2-1): -0.002 to —
0.001 events

(95% CI: NR; p=NR)

Major bleeding (events per
patient)

Intervention 1: 0.09 events
Intervention 2: 0.08 to 0.077
events

Incremental (2-1): - 0.01 events

Cost-effectiveness

ICER (Intervention 2 versus
Intervention 1):

Dominant

95% CI: NR

Probability Intervention 2 cost-
effective (£20K/30K threshold): n/a

Analysis of uncertainty:

One way sensitivity analyses were
conducted, varying the estimates
about clinical effectiveness with
the bounds of their 95% Cl. Worst
and best case scenarios were
determined by considering the
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Perspective: Spanish
institutional perspective
Follow-up: 6 months
before and four 6-months
periods over 4 consecutive
years after the
implementation of the e-
alert system.

Treatment effect
duration:® length of
hospitalisation
Discounting: Costs: n/a ;
Outcomes: n/a

2005): 55%

Intervention 2:

Period 1 (January to June 2006): 54%
Period 2 (January to June 20067: 53%
Period 3 (January to June 2008): 53%
Period 4 (January to June 2009): 53%

Intervention 1: (n=6,441)

No e-alert system to stratify patients’
risk of thrombosis.

Intervention 2: (n=25,839 [>6000
per period], 47% medical patients
and 53% surgical patients)

E-alert software to identify
hospitalised patients at risk of VTE,
linked to the computerised patients’
database to use data on patient
characteristics to stratify patients’
thrombotic risk. Risk stratification
was carried out using:

- PRETEMED scale (a validated risk
stratification tool) for medical
patients. This is a point scale with
major VTE risk factors (e.g. active
cancer, previous VTE, acute Ml,
ischaemic stroke with limb paralysis,
decompensated chronic obstructive
pulmonary disease, and
thrombophilia) were assigned a
score of 3, congestive heart failure,
chronic renal insufficiency/nephrotic
syndrome, severe acute infection,
lower limb cast or prolonged bed

suspected cases of VTE
Treatment cost
Follow-up visits
Management of
complications

Software design and
maintenance

(95% CI: NR; p=NR)

upper and lower cost estimates
(real cost +/- 25%) and the lower
and upper estimates of
effectiveness.

None of the sensitivity analyses
resulted in a change of the
conclusion regarding dominance of
the intervention.
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rest were assigned a score of 2,
pregnancy/post-partum period,
recent prolonged flight, lower limb
paresis, oestrogen therapy,
thalidomide/lenalidomide
administration, use of central vein
catheter, obesity, age>60 years or
smoking assigned a score of 1. High
risk of VTE was defined as cumulative
risk score of at least 4 points.

- ACCP guidelines for surgical
patients

Screening was undertaken daily and
alerts sent for those with high risk so
that the physician can either order or
withhold the prophylaxis.

The prophylaxis guidelines were also
displayed. Low molecular weight
heparin (LMWH) was recommended
for all high risk patients except those
with high risk of bleeding where
mechanical prophylaxis is
recommended (elastic stockings or
pneumatic compression devices)

Data sources

Health outcomes: data on the incidence of VTE during hospitalisation were obtained from the hospital local databases (the Hospital Discharge Minimum Basic Dataset),
which includes clinical and administrative data on each hospital discharge. Cost sources: costs were calculated according to the hospital local costs.

Comments

Source of funding: institutional funding. Limitations: The risk assessment tools used are different from those included in the clinical review. QALYs are not used as
measure of outcome. Uncertainty regarding the applicability of costs and resource use from the Spanish health care system in 2011 to current NHS perspective. The
economic analysis is conducted alongside a single observational study, so by definition does not reflect all evidence in this area. Short follow-up period, so long terms
and consequences have not been included. Unit costs are based on local rather than national sources; hence it is not clear if these are generalisable.
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10
11
12
13
14
15
16

Overall applicability:© partially applicable Overall quality'® potentially serious limitations

Abbreviations: CCA: cost-consequence analysis; 95% Cl: 95% confidence interval; da: deterministic analysis; EQ-5D: Eurogol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values
mean worse than death); ICER: incremental cost-effectiveness ratio; LMWH: low molecular weight heparin; n/a: not applicable; NR: not reported; pa: probabilistic analysis; QALYs: quality-

adjusted life years

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Converted using 2009 purchasing power parities’*>

(c) Directly applicable / Partially applicable / Not applicable

(d) Minor limitations / Potentially serious limitations / Very serious limitations

Study
Study details

Economic analysis: CCA
(health outcomes: deaths,
non-fatal VTE events
avoided )

Study design: decision
tree model

Approach to analysis: a
decision tree model was
designed based on the
results of the PREVENT
trial.

Perspective: Australian
public health care system
Follow-up: inpatient
admission period

[Millar 20165%]

Population &
interventions
Population:

Adult patients admitted to
Australian hospital as
medical inpatients.

Cohort settings:
Start age: 74 years
Male: NR

Intervention 1:

No VTE prophylaxis.

Intervention 2:

VTE prophylaxis using
LMWH (Enoxaparin 40
mg/day). Three levels of
eligibility for prophylaxis

Costs

Total cost® (mean per
patient):
Intervention 1: £29

Intervention 2-Restricted :
£26

Intervention 2-Intermediate :

£30
Intervention 2-Broad :
£39

Currency & cost year:

Australian dollars presented
here as 2014 UK pounds'©

Cost components
incorporated

LMWH prophylaxis
Treatment costs for DVT, PE,

Health outcomes

Deaths® (mean per
patient):

Intervention 1: 0.0004
Intervention 2:
Restricted: 0.0005
Intermediate: 0.0006
Broad: 0.0009

Total DVTs® (mean per
patient):

Intervention 1: 0.0043
Intervention 2:
Restricted: 0.0025
Intermediate: 0.0024
Broad: 0.0021

Cost-effectiveness

ICER:

DVTs

1. No VTE Prophylaxis: dominated
2.a (Restricted eligibility): baseline

2.b. (Intermediate eligibility): extendedly
dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): £29,861 per DVT averted (da)

PEs

1. No VTE Prophylaxis: dominated

2.a (Restricted eligibility): baseline

2.b. (Intermediate eligibility): extendedly
dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): £170,827 per DVT averted (da)
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Treatment effect
duration:® same as
follow-up

Discounting: Costs: n/a ;
Outcomes: 3%

Data sources

were examined:

2.a. Restricted: where only
patients with strongest
risk factors were given
prophylaxis (malignancy,
especially with
chemotherapy, previous
history of VTE, some rarer
high risk conditions such
as inflammatory bowel
disease. (~ 25% of all
inpatient admissions)

2.b. Intermediate: where
patients with strong and
moderate risk factors,
such as cardiac or
respiratory failure, sepsis
or inflammation, are given
prophylaxis (~ 40% of all
inpatient admissions)

2.c. Broad: where
everyone from the

intermediate group as well

as those satisfying an age
criterion (>40 or >60) are

given prophylaxis (~80% of

all inpatient admissions)

PTS and major bleeds
Nursing time
Hospital costs

GP visits

Monitoring

Total PEs®™ (mean per
patient):

Intervention 1: 0.0023
Intervention 2:
Restricted: 0.0020
Intermediate: 0.0020
Broad: 0.0019

Death

1. No VTE Prophylaxis: £30,000 per death
averted

2.a (Restricted eligibility): baseline

2.b. (Intermediate eligibility): dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): dominated (da)

Analysis of uncertainty:

A range of sensitivity analyses were
conducted including changing baseline VTE
risk, fatality rate for PE and major bleeding
and assumptions regarding VTE risk in non-
eligible patients.

Health outcomes: Data on symptomatic DVTs, PEs and major bleeding were based on the results of the PREVENT trial. Quality-of-life weights: n/a. Cost sources:
national unit costs were used and these were obtained from the Medicare Benefits Schedule, Australia and the Department of Health and Ageing, Canberra.
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Comments

Source of funding: NR. Limitations: Some uncertainty regarding the applicability of resource use and cost data from Australia in 2014 to current NHS context.
Discounting was used only for health outcomes and the rate used is different from that recommended in the NICE Reference Case. QALYs are not used as an outcome
measure. The model has a short time horizon that covers only the duration of the hospital stay, hence, does not capture long term costs. Only symptomatic events are
included in the model. The source of baseline risk and relative treatment effects is based on a single trial and is not reflective of the total body of evidence. The results
of the costs and outcomes are not presented as means per patient.

Overall applicability:®) Partially applicable Overall quality!® Potentially serious limitations

Abbreviations: CEA: cost effectiveness and analysis; 95% Cl: 95% confidence interval; da: deterministic analysis; DVT: Deep vein thrombosis; ICER: incremental cost-effectiveness ratio; LMWH:

low molecular weight heparin; n/a: not applicable; NR: not reported; pa: probabilistic analysis; PE: pulmonary embolism; QALYs: quality-adjusted life years; VTE: venous thromboembolism.

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Calculated by NGC based on 1,458,600 inpatient admissions.

(c) Converted using 2014 purchasing power parity’1>

(d) Directly applicable / Partially applicable / Not applicable

(e) Minor limitations / Potentially serious limitations / Very serious limitations

Risk assessment for people having day procedures

Accuracy of risk assessment tools for VTE for day procedures

No relevant economic evaluations were identified.

Accuracy of risk assessment tools for bleeding for day procedures

No relevant economic evaluations were identified.

Effectiveness of risk assessment tools for day procedures

No relevant economic evaluations were identified.
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35
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37

39

hd
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hb

43

45

h8

47

Reassessment of VTE and bleeding risk

Reassessment of risk for hospital admissions

No relevant economic evaluations were identified.

Reassessment of risk for day procedures

No relevant economic evaluations were identified.

Risk assessment for pregnant women and women up to 6 weeks postpartum

No relevant economic evaluations were identified.

Giving information to patients and planning for discharge

No relevant economic evaluations were identified.

General VTE prevention for everyone in hospital

No relevant economic evaluations were identified.

Nursing care: Early mobilisation and hydration

No relevant economic evaluations were identified.

Obesity

No relevant economic evaluations were identified.
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49

J.10

51

J.i1

53

J.12

People using antiplatelets

No relevant economic evaluations were identified.

People using anticoagulation therapy

No relevant economic evaluations were identified.

Acute coronary syndromes

No relevant economic evaluations were identified.

Acute stroke patients

Study
Study details

Economic analysis: CUA
(health outcome: quality-
adjusted life-days )

Study design: Randomised
Controlled Trial

Approach to analysis:
Within-trial analysis of
individual patient level
data of costs and
outcomes using
generalised linear
modelling of cost data and

Perspective: UK NHS
Follow-up: 6 months

[CLOTS Trials Collaboration'®*, Dennis 2015%%%, Denis 20152*7]

Population & interventions

Population:

Immobile stroke patients
admitted to 92 UK centres
from days 0 to 3 of
admission.

Cohort settings: (n=2876)
Start age: 74.6 years
Male: 48%

Intervention 1: (n=1438)

Usual care only. Routine
care defined as early
mobilisation hydration and
anti-platelet or anti-
coagulant medication.

Costs

Total costs of IPC plus
hospital days (mean per
patient):

Intervention 1: £12,116
Intervention 2: £12,567
Incremental (2-1): £451
(95% Cl: NR; p=NR)

Currency & cost year:
UK pounds [2013]

Cost components
incorporated:

Hospital stay

IPC cost (capital and
equipment)

Health outcomes
Quality-adjusted life-days
(mean per patient):
Intervention 1: 26.7 days
Intervention 2: 27.6 days
Incremental (2-1): 0.9
days

(95% Cl: -2.1 to +3.9;
p=NR)

Cost-effectiveness

ICER (Intervention 2 versus Intervention 1):
£610.88 per quality adjusted life day (da)
95% ClI: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Analysis of uncertainty:

Sensitivity analyses based on multiple
imputations of the EQ5D-3L to account for
missing data did not alter the conclusions.

No other one way sensitivity analysis was
conducted.

Subgroup analysis based on predicted
prognosis at randomisation showed that IPCD
appeared to reduce the risk of DVT and
probably improve survival in all immobile
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Treatment effect stroke patients except those in the fifth
duration:© 6 months Intervention 2: (n=1438) quintile (those with best prognosis). The
Discounting: Costs: n/a ; Thigh length IPC in addition author:fcoqclusiedhthatkI)PC is I|kel]2/.to beb.I
Outcomes: n/a to usual care. IPC the IPC most effective in the subgroups of immobile

stroke patients In the three intermediate

system used as the Kendall o
quintiles.

SCD™ express sequential
compression (Covedien Ltd,
Mansfield, MA, USA) with
thigh length sleeves worn
continuously on both legs
for 30 days or next CDU (if
>30 days) or untill the
patient was independently
mobile, discharged from
randomising hospital or
refused to wear the sleeves
or the staff became
concerned about his/her
skin condition.

Data sources
Health outcomes: 6 month quality of life data gathered during associated trial. Base-line utility modelled using a Bayesian Network incorporating data from the other

CLOTS studies because of the questionable validity of asking patients or carers to rate their quality of life shortly after admission to hospital with a severe stroke.
Quality-of-life weights: EQ-5D-3L UK tariff. Cost sources: NHS reference costs for English centres, Scottish Health Service Costs for Scottish centres.

Comments

Source of funding: University of Edinburgh, NHS Lothian and NIHR HTA Program. Covidien LtD provided IPCs Limitations:Most of the cost difference was derived from a
per diem amount applied to a non- significant difference in length of stay rather than the actual cost of the hospital stay. Important costs were excluded from the
analysis such as readmissions, post-hospital care, deep vein thrombosis, and pulmonary embolism. The timeframe was only 6 months which is unlikely to be sufficient
to capture important cost and health consequences. The statistical methods used to estimate quality of life at baseline was experimental and had not been
independently verified. The EQ-5D-3L generic quality of life measurement tool was known to have limitations in detecting small functional improvements in severely
disabled people. There is a high degree of uncertainty around the estimates provided.

Overall applicability:®) Directly applicable Overall quality® Potentially serious limitations
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63

J.13

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.
(b) Directly applicable / Partially applicable / Not applicable
(c) Minor limitations / Potentially serious limitations / Very serious limitations

Acutely ill medical patients
[National Clinical Guideline Centre 2010°6¢]

Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree model was
developed based on the
results of a systematic
literature review and a
network meta-analysis.

Perspective: UK NHS and
PSS

Time horizon: VTEs and
major bleeding

events modelled for the
acute period 10 days).
QALYs and health service
costs arising from these
events are modelled over
the patient’s lifetime
Treatment effect

Population & interventions

Population:

Adult (18 years or older)
admitted as general medical
admissions to hospitals in
England.

Cohort settings:

Start age: 74 years

Male: 47%

Intervention 1:
No prophylaxis

Intervention 2:

LMWH (average of
dalteparin 5000 units sc
daily) and enoxaparin (4000
units subcutaneously daily)
Intervention 3:

UFH (5000 units three times
daily)

Intervention 4:

Costs

Total costs (mean per
patient):

Intervention 1: NR
Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Currency & cost year:
2009 UK pounds

Cost components
incorporated:

Pharmacological prophylaxis
costs, prophylaxis testing,

nurse time, VTE diagnosis
and

treatment costs, other
events

treatment costs (i.e. stroke,
PTS, CTEPH, major bleeding,
reoperation)

Health outcomes

QALYs (mean per patient):
Intervention 1: NR
Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Cost-effectiveness

Incremental net monetary benefit (INMB)
(pa)

Intervention 1: £0 (comparator)
Intervention 2: £328

Intervention 3: £118

Intervention 4: -£61

Probability cost-effective (£20K threshold):
Intervention 1: 1.7%

Intervention 2: 72.3%

Intervention 3: 17.7%

Intervention 4: 8.3%

Analysis of uncertainty:

Deterministic and probabilistic sensitivity
analyses were performed. The deterministic
SAs explored the impact of changing the
incidence of CTEPH and PTS and their costs,
including HIT, changing its incidence, lower
costs for LMWH, changing fatality rate after
PE and MB and change the cost effectiveness
threshold.
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65
66
67

69
70
71

73

duration: 10 days Fondaparinux sodium (2.5 A two-way threshold analysis exploring the
Discounting: Costs: 3.5%;  mg subcutaneously) impact of baseline risk for both major
Outcomes: 3.5% bleeding and PE was also undertaken.

In all SAs, the most cost effective strategy
remained the same (LMWH), except where
high bleeding baseline risk and low PE
baseline risk were used, where no
prophylaxis was the most cost effective
strategy.

Data sources

Health outcomes: baseline events were obtained from the no prophylaxis arm of the RCTs included in the systematic review and NMA that informed the model.
Relative treatment effects for DVT (symptomatic and asymptomatic), PE (symptomatic) and major bleeding. Quality-of-life weights: utilities based on the EQ-5D UK
tariff were sourced from the published literature and previous guidelines. Cost sources: standard sources on unit costs in the UK were used including the drug tariff, the
NHS reference costs and the BNF.

Comments

Source of funding: National Institute for Health and Care Excellence (NICE). Limitations: Some uncertainty regarding the applicability of unit costs from 2009 to current
NHS context. The relative treatment effect applied to all VTE events in the model is the relative treatment effect obtained from the DVT NMA.

Overall applicability:®) Directly applicable Overall quality!® Potentially serious limitations
Abbreviations: BNF: British National Formulary; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic
analysis; da: deterministic analysis; EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); HIT: Heparin induced thromboembolism;

ICER: incremental cost-effectiveness ratio; LMWH: low molecular weight heparin; NR: not reported; NMA: network meta-analysis; pa: probabilistic analysis; PE: pulmonary embolism; QALYs:

quality-adjusted life years; SA: sensitivity analysis; UFH: unfractionated heparin.

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Directly applicable / Partially applicable / Not applicable

(c) Minor limitations / Potentially serious limitations / Very serious limitations

Study [Millar 20165%°]
Study details Population & Costs Health outcomes Cost-effectiveness
interventions

Economic analysis: CCA Population: Total cost® (mean per Deaths®™ (mean per ICER:
(health outcomes: years of  Adult patients admitted to ~ Patient): patient): DVTs
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life lost, non-fatal VTE
events avoided )

Study design: decision
tree model

Approach to analysis: a
decision tree model was
designed based on the
results of the PREVENT
trial.

Perspective: Australian
public health care system
Follow-up: inpatient
admission period
Treatment effect
duration:® same as
follow-up

Discounting: Costs: n/a ;
Outcomes: 3%

Australian hospital as
medical inpatients.

Cohort settings:
Start age: 74 years
Male: NR

Intervention 1:

No VTE prophylaxis.

Intervention 2:

VTE prophylaxis using
LMWH (Enoxaparin 40
mg/day). Three levels of
eligibility for prophylaxis
were examined:

2.a. Restricted: where only

patients with strongest
risk factors were given
prophylaxis (malignancy,
especially with
chemotherapy, previous

history of VTE, some rarer

high risk conditions such
as inflammatory bowel
disease. (~ 25% of all
inpatient admissions)

2.b. Intermediate: where

patients with strong and
moderate risk factors,

Intervention 1: £29

Intervention 2-Restricted :
£26

Intervention 2-Intermediate :

£30
Intervention 2-Broad :
£39

Currency & cost year:

Australian dollars presented
here as 2014 UK pounds©

Cost components
incorporated

LMWH prophylaxis
Treatment costs for DVT, PE,
PTS and major bleeds
Nursing time

Hospital costs

GP visits

Monitoring

Intervention 1: 0.0004
Intervention 2:
Restricted: 0.0005
Intermediate: 0.0006
Broad: 0.0009

Total DVTs® (mean per
patient):

Intervention 1: 0.0043
Intervention 2:
Restricted: 0.0025
Intermediate: 0.0024
Broad: 0.0021

Total PEs® (mean per
patient):

Intervention 1: 0.0023
Intervention 2:
Restricted: 0.0020
Intermediate: 0.0020
Broad: 0.0019

1. No VTE Prophylaxis: dominated
2.a (Restricted eligibility): baseline

2.b. (Intermediate eligibility): extendedly
dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): £29,861 per DVT averted (da)

PEs
1. No VTE Prophylaxis: dominated
2.a (Restricted eligibility): baseline

2.b. (Intermediate eligibility): extendedly
dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): £170,827 per DVT averted (da)

Death

1. No VTE Prophylaxis: £30,000 per death
averted

2.a (Restricted eligibility): baseline
2.b. (Intermediate eligibility): dominated (da)

2.c. (Broad eligibility) vs 2.a. (restricted
eligibility): dominated (da)

Analysis of uncertainty:

A range of sensitivity analyses were
conducted including changing baseline VTE
risk, fatality rate for PE and major bleeding
and assumptions regarding VTE risk in non-
eligible patients.
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76
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80
81
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such as cardiac or
respiratory failure, sepsis
or inflammation, are given
prophylaxis (~ 40% of all
inpatient admissions)

2.c. Broad: where
everyone from the
intermediate group as well
as those satisfying an age
criterion (>40 or >60) are
given prophylaxis (~80% of
all inpatient admissions)

Data sources

Health outcomes: Data on symptomatic DVTs, PEs and major bleeding were based on the results of the PREVENT trial. Quality-of-life weights: n/a. Cost sources:
national unit costs were used and these were obtained from the Medicare Benefits Schedule, Australia and the Department of Health and Ageing, Canberra.

Comments

Source of funding: NR. Limitations: Some uncertainty regarding the applicability of resource use and cost data from Australia in 2014 to current NHS context.
Discounting was used only for health outcomes and the rate used is different from that recommended in the NICE Reference Case. QALYs are not used as an outcome
measure. The model has a short time horizon that covers only the duration of the hospital stay, hence, does not capture long term costs. Only symptomatic events are
included in the model. The source of baseline risk and relative treatment effects is based on a single trial and is not reflective of the total body of evidence. The results

of the costs and outcomes are not presented as means per patient.

Overall applicability:) Partially applicable Overall quality!® Potentially serious limitations

Abbreviations: CCA: cost-consequency analysis; 95% Cl: 95% confidence interval; da: deterministic analysis; DVT: Deep vein thrombosis; ICER: incremental cost-effectiveness ratio; LMWH: low

molecular weight heparin; n/a: not applicable; NR: not reported; pa: probabilistic analysis; PE: pulmonary embolism; QALYs: quality-adjusted life years; VTE: venous thromboembolism.

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Calculated by NGC based on 1,458,600 inpatient admissions.

(c) Converted using 2014 purchasing power parity’1>

(d) Directly applicable / Partially applicable / Not applicable

(e) Minor limitations / Potentially serious limitations / Very serious limitations

Study [Wilbur 20111°97]
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Study details

Economic analysis: CCA
(health outcome: DVT
[distal or proximal, not
progressing to PE],
combined toward events
(PE, major bleed and
death))

Study design: probabilistic
decision analytic model
Approach to analysis:
Decision tree model to
simulate the hospital stay
of medical patients with
results for cancer patients
reported as subgroup
analysis.

Perspective: Canadian
institutional (i.e. hospital
perspective)

Time horizon: 7 days
Treatment effect
duration:® 7 days
Discounting: Costs: NA ;
Outcomes: NA

Population & interventions
Population:

Hospital adult internal
medicine patients.

Cohort settings:
Start age: NR
Male: NR

Intervention 1:

UFH (5000 U, twice daily
[bid], SC]) initiated on day 1
of hospital stay and
continued for 7 days.

Intervention 2:

LMWH (enoxaparin 40 mg,
once daily [od],
administered
subcutaneously [SC])
initiated on day 1 of hospital
stay and continued for 7
days (mean LOS for internal
medicine patient in the
institution).

Costs

Total costs (mean per
patient):

Intervention 1: £2,892
Intervention 2: £2,896
Incremental (2-1): £4
(95% Cl: NR; p=NR)

Cancer subgroup:
Total costs (mean per
patient):

Intervention 1: £2,908
Intervention 2: £2,910
Incremental (2-1): £2
(95% Cl: NR; p=NR)

Currency & cost year:
2009 Canadian dollars

(presented here as 2009 UK

pounds®)
Cost components
incorporated:

Only direct medical costs
included:

-Thromboprophylaxis drug
costs

-VTE diagnosis
- VTE treatment

Health outcomes

True DVT events (mean
per patient):

Intervention 1: 0.024
events

Intervention 2: 0.021
events

Incremental (2-1): - 0.003
events

(95% CI: NR; p=NR)

Untoward events (mean
per patient):
Intervention 1: 0.0115
events

Intervention 2: 0.0102
events

Incremental (2-1): -
0.0013 events

(95% Cl: NR; p=NR)

PE events (mean per
patient):

Intervention 1: 0.005
events

Intervention 2: 0.004
events

Incremental (2-1): - 0.001
events

(95% CI: NR; p=NR)

Major bleeding events
(mean per patient):

Cost-effectiveness

ICER (Intervention 2 versus Intervention 1):
£1,116 per DVT averted (da)
95% Cl: NR

£3,726 per untoward event averted (da)
95% ClI: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NA

Cancer subgroup:

ICER (Intervention 2 versus Intervention 1):
£287 per DVT averted (da)
95% Cl: NR

£1,037 per untoward event averted (da)
95% Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NA

Analysis of uncertainty:

One way sensitivity analyses were conducted
to examine the robustness of the model
results to changes in the following
parameters’ values:
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-pharmacy and nursing time
For administering and
preparing the medications
-hospitalisation costs

-costs of treating major
bleeding (extended length
of stay, treatments and
other management costs)

Intervention 1: 0.0005
events

Intervention 2: 0.0002
events

Incremental (2-1):
- 0.0003 events
(95% Cl: NR; p=NR)

Death (mean per patient):

Intervention 1: 0.006
events

Intervention 2: 0.006
events

Incremental (2-1):
0.000 events
(95% CI: NR; p=NR)

Cancer subgroup:

True DVT events (mean
per patient):

Intervention 1: 0.037
events

Intervention 2: 0.031
events

Incremental (2-1): - 0.006
events

(95% CI: NR; p=NR)

Untoward events (mean
per patient):
Intervention 1: 0.044

-acquisition cost of LMWH (using the cost of
other LMWHs included in the systematic
review: dalteparin and nadroparin)

-costs of managing PE and major bleeding
-baseline rate of DVT

-probability of progression to PE in absence
of treatment

-assuming alternative LOS

PSA was also conducted, assigning
distributions for each model parameter . It
was conducted using “untoward events
averted as the effectiveness outcome).

The SAs were consistent across the different
scenarios considered. None of the SAs were
conducted for the cancer subgroup.
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events

Intervention 2: 0.037
events

Incremental (2-1): - 0.007
events

(95% Cl: NR; p=NR)

PE events (mean per
patient):

Intervention 1: 0.007
events

Intervention 2: 0.006
events

Incremental (2-1): - 0.001
events

(95% CI: NR; p=NR)

Major bleeding events
(mean per patient):
Intervention 1: 0.0006
events

Intervention 2: 0.0003
events

Incremental (2-1):
- 0.0003 events
(95% CI: NR; p=NR)

Death (mean per patient):

Intervention 1: 0.006
events

Intervention 2: 0.006
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events
Incremental (2-1):
0.000 events
(95% Cl: NR; p=NR)

Data sources

Health outcomes: Baseline risk for the UFH group and relative treatment effect of LMWH vs UFH for DVT and major bleeding were based on a published review of the
literature (Mismetti 2000 ®*4) while probabilities of PE and death were sourced from other published papers . Heparin induced thrombocytopenia (HIT), PTS, minor
bleeding were not modelled. Quality-of-life weights: NA. Cost sources: Costs of prophylaxis were obtained from the Vancouver general Hospital Pharmacy. Costs of
investigations and tests were obtained from the British Columbia Medical Association Guide to Fees. Nursing and Pharmacy labour costs were based on estimate of
time spent in preparation and administration of prophylaxis. The pharmacist wage rate was obtained from the Health Sciences Association of British Columbia while the
nurse wage rate was obtained from the British Columbia Nurses’ Union. Hospitalisation costs were calculated by multiplying length of stay by the per-diem cost. Costs
of treating major bleeding were based on published studies.

Comments

Source of funding: no funding received. Limitations: Some uncertainty regarding the applicability of resource use and cost data from Canada in 2009 to current NHS
context. The perspective used was that of the institution. QALYs are not used as an outcome measure. The model has a short time horizon that covers only the duration
of the hospital stay (7 days), hence, does not capture long term costs and effects. The main outcome reported (untoward events) is a composite outcome measure and
its use would underestimate the rate of these events as the occurrence of multiple events is counted as one event. The source of baseline risk and relative treatment
effects is slightly outdated. Unit costs are based on both national and local sources and it is not clear if the local sources are reflective of national unit costs. The results
of the sensitivity analysis were not reported for the cancer subgroup. Other: Investigations to confirm DVT were Doppler ultrasound, examination of the legs, D-Dimer
testing and Chest X-ray. Investigations to confirm symptomatic PE are electrocardiogram (ECG) and chest compound tomography (CT) scan with contrast. Treatment
strategy for detected VTE would be LMWH and oral anticoagulation with warfarin (initiated at 5 mg orally daily and titrated to international normalised ration (INR) 2-3.

Overall applicability:© partially applicable Overall quality!® potentially serious limitations
Abbreviations: bid: twice daily; CCA: cost-consequences analysis; 95% Cl: 95% confidence interval; da: deterministic analysis; DVT: Deep vein thrombosis; EQ-5D: Euroqgol 5 dimensions (scale:
0.0 [death] to 1.0 [full health], negative values mean worse than death); HIT: heparin induced thrombocytopenia,; ICER: incremental cost-effectiveness ratio; LMWH: low molecular weight
heparin; LOS: length of stay; NA: not applicable; NR: not reported; od: once daily; pa: probabilistic analysis; PE: pulmonary embolism; PTS: post-thrombotic syndrome; QALYs: quality-adjusted
life years; SC: subcutaneous; UFH: un-fractionated heparin; VTE: venous thromboembolism.
(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Converted using 2009 purchasing power parities’**
(c) Directly applicable / Partially applicable / Not applicable
(d) Minor limitations / Potentially serious limitations / Very serious limitations
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J.14 Cancer

Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree based on
results of Palumbo 2011
clinical trial”?*.

Perspective: France
National Health Insurance
System

Time horizon: 6 months

Treatment effect
duration:® 6 months

Discounting: Costs: n/a ;
Outcomes: n/a

Data sources

[Chalayer 2016%%]
Population & interventions

Population:

Patients newly diagnosed
with multiple myeloma
treated with protocols
including thalidomide

Cohort settings:
Start age: NR
Male: NR

Intervention 1:

Aspirin (100mg/day) for 3
months.

Intervention 2:

LMWH standard dose,
standard duration)
(Enoxaparin 40mg/day) for 6
months.

Costs

Total costs (mean per
patient):

Intervention 1: £230
Intervention 2: £1,283
Incremental (2-1): £1,053
(95% Cl: NR; p=NR)

Currency & cost year:
2013 Euros (presented here
as 2013 UK pounds®)

Cost components
incorporated:

Hospitalisation

GP visits

Home nursing
Laboratory investigation
Radiologic procedures
Drugs

Health outcomes

QALYs (mean per patient):
Intervention 1: 0.300
Intervention 2: 0.299
Incremental (2-1): -0.001
(95% Cl: NR; p=NR)

Cost-effectiveness

ICER (Intervention 2 versus Intervention 1):

Intervention 1 dominant (less costly and
more effective)(pa)

95% Cl: n/a
Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Analysis of uncertainty:

None of the sensitivity analyses undertaken
changed the conclusion.

Health outcomes: data on baseline risks and relative treatment effects are based on a single RCT (Palumbo 20117%4). These outcomes included DVT, PE, stroke, acute
MI, major bleeding and sudden death. Quality-of-life weights: EQ-5D index values were used. Cost sources: National unit cost sources were used including National
reimbursement database and Vidal drug compendium.

Comments

Source of funding: None. Limitations: Some uncertainty regarding the applicability of unit costs from France in 2013 to current NHS context. The model does not
incorporate any long-term consequences such as CTEPH or PTS. Baseline risk and relative treatment effects are based on a single open-label trial, so by definition, does

not reflect all available evidence. Costs of LMWH administration might be underestimated.
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Overall applicability:© Partially applicable Overall quality!® potentially serious limitations
Abbreviations: 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic analysis; EQ-5D: Euroqgol 5 dimensions
(scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); ICER: incremental cost-effectiveness ratio; n/a: not applicable; NR: not reported; pa: probabilistic analysis;

PTS: post-thrombotic syndrome; QALYs: quality-adjusted life years

(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Converted using 2013 purchasing power parities’t>

(c) Directly applicable / Partially applicable / Not applicable

(d) Minor limitations / Potentially serious limitations / Very serious limitations

Patients with central venous catheters

No relevant economic evaluations were identified.

Palliative care

No relevant economic evaluations were identified.

Critical care

No relevant economic evaluations were identified.

Pregnant women and women up to 6 weeks postpartum

No relevant economic evaluations were identified.

People with psychiatric illness

No relevant economic evaluations were identified.
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Anaesthesia

No relevant economic evaluations were identified.

Lower limb immobilisation

No relevant economic evaluations were identified.

Fragility fractures of the pelvis, hip and proximal femur
[National Clinical Guideline Centre 2010°°¢]

Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree model was
developed based on the
results of a systematic
literature review and a
network meta-analysis.
Perspective: UK NHS and
PSS

Time horizon: VTEs and
major bleeding

events modelled for the
acute period (10 days).
QALYs and health service
costs arising from these
events are modelled over

Population & interventions

Population:

Adults admitted for hip
fracture surgery in England.
Cohort settings: (HES data)
Start age: 82 years

Male: 23%

Interventions:

1. Fondaparinux sodium (2.5
mg subcutaneously)
2.Warfarin variable dose
(adjusted to INR range 2 to
3, average dose 4mg/day)
3. LMWH (average of
dalteparin 5000 units
subcutaneous daily) and
enoxaparin (4000 units
subcutaneous daily)

4. UFH (5000 units three
times daily)

Costs

Total costs (mean per patient):

NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Currency & cost year:
2009 UK pounds

Cost components
incorporated:

Pharmacological prophylaxis
costs, prophylaxis testing,
nurse time, VTE diagnosis and
treatment costs, other events
treatment costs (i.e. stroke,
PTS, CTEPH, major bleeding,
reoperation)

Health outcomes

QALYs (mean per patient):
NR

Incremental (2-1): NR
(95% Cl: NR; p=NR)

Cost-effectiveness

Incremental net monetary benefit

(INMB) (pa)

Intervention 1:
Intervention 2:
Intervention 3:
Intervention 4:
Intervention 5:
Intervention 6:
Intervention 7:

Probability cost-effective (£20K

threshold):

Intervention 1:
Intervention 2:
Intervention 3:
Intervention 4:
Intervention 5:
Intervention 6:
Intervention 7:

£2148 (rank 1)
£1830 (rank 2)
£1711 (rank 3)
£1465 (rank 4)
£999 (rank 5)
£558 (rank 6)
£0 (rank 7)

85%

4.2%
4.5%
0.6%
5.7%
0.0%
0.0%

$3|qe1 92UPIAS JILIOUO0ID Y1|eaH

sixejAydoud 3 1A



9¢
'S1Yysl JO 92110N 01 393IqNS "PaAiasadl SIysu ||V *LTOC IDIN @

Study [National Clinical Guideline Centre 2010°6¢]

Study details Population & interventions  Costs Health outcomes Cost-effectiveness

the patient’s lifetime 5. IPCD-FID Analysis of uncertainty:

Treatment effect 6.Aspirin (High dose) Deterministic and probabilistic
duration:® 10 days 7. No prophylaxis sensitivity analyses were performed.

The deterministic SAs explored the
impact of changing the incidence of
CTEPH and PTS and their costs, including
HIT, changing its incidence, lower costs
for LMWH, changing fatality rate after
PE and MB and change the cost
effectiveness threshold. In all analyses,
fondaparinux remained as the most
cost-effective strategy.

Discounting: Costs: 3.5% ;
Outcomes: 3.5%

A two-way threshold analysis exploring
the impact of baseline risk for both
major bleeding and PE was also
undertaken. It showed that as the risk of
bleeding increases and the risk of PE
decreases, LMWH becomes the most
cost-effective option.

Data sources

Health outcomes: baseline events were obtained from the no prophylaxis arm of the RCTs included in the systematic review and NMA that informed the model.
Relative treatment effects for DVT (symptomatic and asymptomatic), PE (symptomatic) and major bleeding. Quality-of-life weights: utilities based on the EQ-5D UK
tariff were sourced from the published literature and previous guidelines. Cost sources: standard sources on unit costs in the UK were used including the drug tariff, the
NHS reference costs and the BNF.

Comments

Source of funding: National Institute for Health and Care Excellence (NICE). Limitations: Some uncertainty regarding the applicability of unit costs from 2009 to current
NHS context. Some of the interventions are not included in the current clinical review, for example aspirin (high dose), warfarin (variable dose) and UFH. The relative
treatment effect applied to all VTE events in the model is the relative treatment effect obtained from the DVT NMA.

Overall applicability:) Partially applicable Overall quality!® Minor limitations
118 Abbreviations: BNF: British National Formulary; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic
119 analysis; da: deterministic analysis; EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); FID: foot impulse devices; HES: Hospital
120 Episode statistics; HIT: Heparin induced thromboembolism; ICER: incremental cost-effectiveness ratio; INMB: incremental net monetary benefit; IPCD: intermittent pneumatic compression
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122
123
124
125
126
127

devices; LMWH: low molecular weight heparin; NR: not reported; NMA: network meta-analysis; pa: probabilistic analysis; PE: pulmonary embolism; QALYs: quality-adjusted life years; SA:
sensitivity analysis; UFH: unfractionated heparin.
(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Directly applicable / Partially applicable / Not applicable
(c) Minor limitations / Potentially serious limitations / Very serious limitations

Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree model was
developed based on the
results of a systematic
literature review and a
direct meta-analysis of the
trials that randomised
patients at the point of
discharge.

Perspective: UK NHS and
PSS

Time horizon: VTEs and
major bleeding

events modelled for the
acute period 28 days).
QALYs and health service
costs arising from these
events are modelled over
the patient’s lifetime
Treatment effect

[National Clinical Guideline Centre 2010°6¢]

Population & interventions

Population:

Adults admitted for hip
fracture surgery in England.
Cohort settings: (HES data)
Start age: 82 years

Male: 23%

Interventions 1:

No post discharge
prophylaxis (it is not clear
whether prophylaxis was
given during the initial
hospital stay)

Intervention 2:
Post-discharge prophylaxis
with fondaparinux 2.5 mg
given subcutaneously once
daily.

Costs

Total costs (mean per patient):
NR

Incremental (2-1): NR

(95% Cl: NR; p=NR)

Currency & cost year:
2009 UK pounds

Cost components
incorporated:

Pharmacological prophylaxis
costs, prophylaxis testing,
nurse time, VTE diagnosis and
treatment costs, other events
treatment costs (i.e. stroke,
PTS, CTEPH, major bleeding,
reoperation)

Health outcomes

QALYs (mean per patient):

NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Cost-effectiveness

Incremental net benefit (INB) (pa)
Intervention 1: £0
Intervention 2: £239

Probability cost-effective (£20K
threshold):

Intervention 1: 8.0%
Intervention 2: 92.0%

Analysis of uncertainty:

Deterministic and probabilistic
sensitivity analyses were performed.
The deterministic SAs explored the
impact of changing the incidence of
CTEPH and PTS and their costs, including
HIT, changing its incidence, lower costs
for LMWH, changing fatality rate after
PE and MB and change the cost
effectiveness threshold.

In all SAs, the most cost effective
strategy remained the same
(fondaparinux).

A two-way threshold analysis exploring
the impact of baseline risk for both
major bleeding and PE was also
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Study [National Clinical Guideline Centre 2010°¢]

Study details Population & interventions  Costs Health outcomes Cost-effectiveness

duration:® 28 days undertaken. It showed that as the risk of
Discounting: Costs: 3.5% ; bleeding increases and the risk of PE
Outcomes: 3.5% decreases, no prophylaxis becomes the

most cost-effective option.

Data sources

Health outcomes: baseline events were obtained from the no prophylaxis arm of the RCTs included in the systematic review and direct meta-analysis that informed the
model. Relative treatment effects for DVT (symptomatic and asymptomatic), PE (symptomatic) and major bleeding. Quality-of-life weights: utilities based on the EQ-5D
UK tariff were sourced from the published literature and previous guidelines. Cost sources: standard sources on unit costs in the UK were used including the drug tariff,
the NHS reference costs and the BNF.

Comments

Source of funding: National Institute for Health and Care Excellence (NICE). Limitations: Some uncertainty regarding the applicability of unit costs from 2009 to current
NHS context. The relative treatment effect applied to all VTE events in the model is the relative treatment effect obtained from the DVT MA.

Overall applicability:* Partially applicable Overall quality® potentially serious limitations
Abbreviations: BNF: British National Formulary; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic
analysis; da: deterministic analysis; EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); HES: Hospital Episode statistics; HIT: Heparin
induced thromboembolism; ICER: incremental cost-effectiveness ratio; NR: not reported; NMA: network meta-analysis; pa: probabilistic analysis; PE: pulmonary embolism; QALYs: quality-
adjusted life years; SA: sensitivity analysis.
(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.

(b) Directly applicable / Partially applicable / Not applicable
(c) Minor limitations / Potentially serious limitations / Very serious limitations

Elective hip replacement

No relevant economic evaluations were identified.

Elective knee replacement

No relevant economic evaluations were identified.
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Non-arthroplasty orthopaedic knee surgery

No relevant economic evaluations were identified.

Foot and ankle orthopaedic surgery

No relevant economic studies were identified.

Upper limb orthopaedic surgery

No relevant health economic studies were identified.

Spinal surgery

No relevant health economic studies were identified.

Cranial surgery

No relevant health economic studies were identified.

Spinal injury

No relevant health economic studies were identified.
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157

158

Ji3d Major trauma

160
Study
Study details

Economic analysis: CUA
(health outcome: QALYs )

Study design: Decision
analytic model

Approach to analysis: A
Markov analysis using
weekly cycles over lifetime
(30 years) time horizon.

Perspective: Canadian
health care purchaser.

Time horizon: lifetime
Treatment effect
duration:® 2 weeks
Discounting: Costs: 5% ;
Outcomes: 5%

[Carter Chiasson 2009%73]
Population & interventions

Population:

Adult (>/= 15 years)Trauma
patients with severe injuries
admitted to the ICU who
were believed to have a
contraindication to
pharmacological VTE
prophylaxis for up to 2
weeks because of a risk of
major bleeding.

Cohort settings:
Start age: 39.3 years
Male: 76%

Intervention 1:

Pneumatic compression
devices (IPCD) and
expectant management
alone during the first 2
weeks.

Intervention 2: (results not
reported here)

Costs Health outcomes

Total costs (mean per
patient):

Intervention 1: £35,571
Intervention 3: £36,529
Incremental (3-1): £975
(95% Cl: NR; p=NR)

Intervention 1: 6.9
Intervention 3: 6.9
Incremental (3-1): 0.0
(95% Cl: NR; p=NR)

Currency & cost year:

2007 Canadian dollars
(presented here as 2007 UK
pounds®)

Cost components
incorporated:

Intervention costs (including
VCF insertion)

Hospital stay

Readmissions

Management of adverse
events (mainly major
bleeding)

DVT and VTE diagnosis and
treatment

QALYs (mean per patient):

Cost-effectiveness

ICER (Intervention 3 versus Intervention 1):
N/A [VCF more costly and equally effective]
95% Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Analysis of uncertainty:

A wide range of one-way sensitivity analyses
was undertaken including changing the
following parameters:

-risk of DVT

-risk of PE for patient with DVT

-risk of mortality associated with PE

-risk of proximal DVT after insertion of VCF
-inclusion of the cost of VCF removal for all
patients who had no VTE at discharge. None
of the SAs changed the conclusion from the
base case analysis.
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161
162
163
164
165
166
167
168
169
170
171

IPCD as well as weekly Serial
Doppler ultrasound (SDU)
screening for the duration
of hospitalisation beginning
in the first week of ICU
admission.

Intervention 3:

Prophylactic insertion of
vena-cava filter (VCF).

Data sources

Health outcomes: Baseline risks of proximal DVT and PE were based on published data from observational cohort study and a randomised trial. Relative efficacy of VCF
was based on data from single RCT identified through a systematic review of the literature. Quality-of-life weights: Not reported. Cost sources: Both local and National
sources of unit costs were used, including the Alberta Drug Benefit List, as well as published studies.

Comments

Source of funding: None. Limitations: Uncertainty regarding the applicability of unit costs from Canada, in 2007 to current NHS context. The discount used is 5% for
both costs and outcomes; however, this was tested in a sensitivity analysis with a range of 0-6%. It is not clear which utility measure was used to derive the utility
values used in the model. The health states included in the long term of the model does not seem to include CTEPH as a complication of PE. Baseline risks as well as
relative effectiveness are based on the results of an observational cohort and single RCT so by definition, not reflective of all the evidence in this area. Both local and
national unit costs were used in the analysis, so may not be generalisable. Utility values were not tested in sensitivity analysis.

Overall applicability:© Partially applicable Overall quality!® Potentially serious limitations
Abbreviations: 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0
[full health], negative values mean worse than death); ICER: incremental cost-effectiveness ratio; N/a: not applicable; NR: not reported; PCD: pneumatic compression device; QALYs: quality-
adjusted life years, RCT: Randomised controlled trial; SAs: sensitivity analyses; SDU: serial Doppler Ultrasound; VCF: vena-cava filter.
(d) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.
(e) Converted using 2007 purchasing power parities”'>
(f) Directly applicable / Partially applicable / Not applicable
(g) Minor limitations / Potentially serious limitations / Very serious limitations

Study [Lynd 2007°°]
Study details Population & interventions  Costs Health outcomes Cost-effectiveness
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Economic analysis: CCA
(health outcomes: life-
years gained (LYG), DVT
averted, PE averted, MB,
mortality)

Study design: Decision
analytic model

Approach to analysis:
Decision tree model run
probabilistically.

Perspective: Canadian
Heath care payer

Time horizon: lifetime

Treatment effect
duration:@ NR

Discounting: Costs: 0% ;
QOutcomes: 5%

Data sources

Population:

Patients with major trauma
(trauma score of =>9)

Cohort settings:
Start age: 39 years
Male: 72%

Intervention 1:
UFH 5000 units once daily.

Intervention 2:

LMWH (enoxaparin 30 mg
once daily).

Total costs (mean per
patient):

Intervention 1: £6,572
Intervention 2: £6,619
Incremental (2-1): £47
(95% Cl: NR; p=NR)

Currency & cost year:

2003 Canadian dollars
(presented here as 2003 UK
pounds(b))

Cost components
incorporated:

Direct costs incurred during
the hospital stay including:
a) Mean total cost of
hospital stay for treated
patients

b) Mean cost of diagnosis
and treatment of DVT and
PE

c) Additional cost of
prophylaxis due to major
bleeds

LYG (mean per patient):
Intervention 1: 17.05
Intervention 2: 16.92
Incremental (2-1): - 0.13
(95% Cl: NR; p=NR)

DVT (mean per patient):
Intervention 1: 0.147
Intervention 2: 0.061
Incremental (2-1): - 0.086
(95% Cl: NR; p=NR)

PE (mean per patient):
Intervention 1: 0.003
Intervention 2: 0.0012
Incremental (2-1): -0.0018
(95% Cl: NR; p=NR)

MB (mean per patient):
Intervention 1: 0.0084
Intervention 2: 0.0388
Incremental (2-1): 0.0018
(95% Cl: NR; p=NR)

Mortality (mean per
patient):

Intervention 1:0.01
Intervention 2: 0.003
Incremental (2-1): - 0.007
(95% Cl: NR; p=NR)

ICER (Intervention 2 versus Intervention 1)-
DVT primary outcome:

£553 per DVT averted (pa)

95% Cl: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Probability Intervention 2 cost-effective
(£10,435 ($20,000 Canadian dollars (2003)
threshold): 93%

ICER (Intervention 2 versus Intervention 1)-
LYG primary outcome:

Intervention 2 dominated (less effective and
more costly) (pa)

95% ClI: NR

Probability Intervention 2 cost-effective
(£20K/30K threshold): NR

Probability Intervention 2 cost-effective
(£10,435 ($20,000 Canadian dollars (2003)
threshold): 9%

Analysis of uncertainty: PSA as well as 1-
way, 2-way DSA. All analyses had minor
effects on the ICERs with UFH remaining
dominant when LYG was used as the primary
outcome.

$3|ge)} 92UBPIAS IIWOUO0ID Yi|edH

sixejAydoud 3 1A



€€
'S1Yysl JO 92110N 01 393IqNS "PaAiasadl SIysu ||V *LTOC IDIN @

172
173
174
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177
178
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J132

182

Health outcomes: A systematic review of the literature was undertaken but only a single RCT (Geerts 19963°) was retrieved and used as the source of data on baseline
risk and relative efficacy. Quality-of-life weight: N/A. Cost sources: local unit costs were used for pharmacological prophylaxis. Ontario Nurses Union collective
bargaining agreement and London Health Sciences Centre, London, Ontario were the reported unit cost sources.

Comments

Source of funding: Canadian Institutes for Health Research post-doctoral fellowship; Michael Smith Foundation for Health Research; Heart and Stroke Foundation of
Ontario. Limitations: Uncertainty regarding the applicability of unit costs from Canada, in 2003 to current NHS context. The discount used is 5% for outcomes; however,
this was tested in a sensitivity analysis with a range of 3-7%. QALYs were not used as outcome. The health states included in the long term of the model do not include
distal DVT, CTEPH and PTS. Baseline risks as well as relative effectiveness are based on the results of a single RCT (Geerts 199634°) so by definition, not reflective of all
the evidence in this area. Both local and national unit costs were used in the analysis, so may not be generalisable.

Overall applicability:© partially applicable Overall quality® potentially serious limitations

Abbreviations: CCA: cost-consequences analysis; 95% Cl: 95% confidence interval; CTEPH: Chronic thromboembolic hypertension; da: deterministic analysis; DSA: deterministic sensitivity
analysis; DVT: deep vein thrombosis; LYG: life-years gained; ICER: incremental cost-effectiveness ratio; NR: not reported; pa: probabilistic analysis; PE: pulmonary embolism; PSA: probabilistic
sensitivity analysis; QALYs: quality-adjusted life year; PTS: post-thrombotic syndrome; RCT: randomised controlled trial.
(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in
utility between groups during treatment continue beyond the end of treatment and if so for how long.
(b) Converted using 2003 purchasing power parities’t>

(c) Directly applicable / Partially applicable / Not applicable

(d) Minor limitations / Potentially serious limitations / Very serious limitations

Abdominal surgery (excluding bariatric surgery)

Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree model was
developed based on the

[National Clinical Guideline Centre 2010°¢¢]

Population & interventions

Population:

Adult (18 years or older)

admitted for elective
abdominal surgery to
hospitals in England.

Cohort settings:
Start age: 60 years
Male: 50%

Costs

Total costs (mean per
patient):

Intervention 1: NR
Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Health outcomes

QALYs (mean per patient):

Intervention 1: NR
Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Cost-effectiveness

Incremental net benefit (INB) (pa)
Intervention 1: £488
Intervention 2: £464
Intervention 3: £408
Intervention 4: £348
Intervention 5: £347
Intervention 6: £314
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results of a systematic
literature review and a
network meta-analysis.

Perspective: UK NHS and
PSS

Time horizon: VTEs and
major bleeding

events modelled for the
acute period 10 days).
QALYs and health service
costs arising from these
events are modelled over
the patient’s lifetime
Treatment effect
duration:® 10 days
Discounting: Costs: 3.5% ;
Outcomes: 3.5%

Interventions:
1. AES

2. IPCD-FID

3. UFH+ AES

4. LMWH+ AES
5. LMWH

6. Aspirin high dose

7. UFH

8.Fondaparinux+ IPCD-FID
9.Fondaparinux

10.VKA

11.No prophylaxis
12.UFH+ Aspirin high dose

Currency & cost year:
2009 UK pounds

Cost components
incorporated:

Pharmacological prophylaxis
costs, prophylaxis testing,

nurse time, VTE diagnosis
and

treatment costs, other
events

treatment costs (i.e. stroke,
PTS, CTEPH, major bleeding,
reoperation)

Intervention 7: £241
Intervention 8: £127
Intervention 9: £104
Intervention 10: £75
Intervention 11: £0
Intervention 12: -£694

Probability cost-effective (£20K threshold):
Intervention 1: 38.3%
Intervention 2: 24.5%
Intervention 3: 4.1%
Intervention 4: 10.1%
Intervention 5: 0.3%
Intervention 6: 0.7%
Intervention 7: 0.0%
Intervention 8: 0.2%
Intervention 9: 0.5%
Intervention 10: 0.0%
Intervention 11: 0.0%
Intervention 12: 21.3%

Analysis of uncertainty:

Deterministic and probabilistic sensitivity
analyses were performed. The deterministic
SAs explored the impact of changing the
incidence of CTEPH and PTS and their costs,
including HIT, changing its incidence, lower
costs for LMWH, changing fatality rate after
PE and MB and change the cost effectiveness
threshold.

A two-way threshold analysis exploring the
impact of baseline risk for both major
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bleeding and PE was also undertaken.

There was only one situation in the
deterministic sensitivity analysis in which the
most cost effective strategy changed: high
dose aspirin alone was the most cost
effective strategy when the population
specific pulmonary embolism relative risks
were used.

The results were highly sensitive to baseline
risk of major bleeding and baseline risk of
pulmonary embolism. For patients at lowest
risk of major bleeding, combination
prophylaxis is cost-effective, rather than
mechanical prophylaxis alone.

Data sources

Health outcomes: baseline events were obtained from the no prophylaxis arm of the RCTs included in the systematic review and NMA that informed the model.
Relative treatment effects for DVT (symptomatic and asymptomatic), PE (symptomatic) and major bleeding. Quality-of-life weights: utilities based on the EQ-5D UK
tariff were sourced from the published literature and previous guidelines. Cost sources: standard sources on unit costs in the UK were used including the drug tariff, the
NHS reference costs and the BNF.

Comments

Source of funding: National Institute for Health and Care Excellence (NICE). Limitations: Some uncertainty regarding the applicability of unit costs from 2009 to current
NHS context. The relative treatment effect applied to all VTE events in the model is the relative treatment effect obtained from the DVT NMA.

Overall applicability:® Partially applicable Overall quality!® Potentially serious limitations
Abbreviations: AES: Anti-embolism stockings; BNF: British National Formulary; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility
analysis; da: deterministic analysis; da: deterministic analysis; EQ-5D: Eurogol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); FID: foot impulse
devices; HD: high dose; HIT: Heparin induced thromboembolism; ICER: incremental cost-effectiveness ratio; IPCD: intermittent pneumatic compression device; LMWH: low molecular weight
heparin; NR: not reported; NMA: network meta-analysis; pa: probabilistic analysis; PE: pulmonary embolism; QALYs: quality-adjusted life years; SA: sensitivity analysis; UFH: unfractionated
heparin; VKA: Vitamin K antagonists.
(d) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.

(e) Directly applicable / Partially applicable / Not applicable
(f) Minor limitations / Potentially serious limitations / Very serious limitations
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Study
Study details

Economic analysis: CUA
(health outcome: QALYs)

Study design: Decision
analytic model

Approach to analysis:

A decision tree model was
developed based on the
results of a systematic
literature review and a
network meta-analysis.

Perspective: UK NHS and
PSS

Time horizon: VTEs and
major bleeding

events modelled for the

acute and post discharge
period.

QALYs and health service
costs arising from these
events are modelled over
the patient’s lifetime

Treatment effect
duration:® 21 days

Discounting: Costs: 3.5% ;
QOutcomes: 3.5%

Data sources

[National Clinical Guideline Centre 2010°¢¢]

Population & interventions

Population:

Adult (18 years or older)
admitted for elective
abdominal surgery to
hospitals in England ;
randomised 10 to 12 days
after surgery (mainly cancer
surgery patients)

Cohort settings:

Start age: 60 years

Male: 50%

Intervention 1:

No post discharge
prophylaxis

Intervention 2:

LMWH initiated post
discharge and continued for
21 days.

Costs Health outcomes

Total costs (mean per
patient):
Intervention 1: NR

Intervention 1: NR
Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Intervention 2: NR
Incremental (2-1): NR
(95% Cl: NR; p=NR)

Currency & cost year:
2009 UK pounds

Cost components
incorporated:

Pharmacological prophylaxis
costs, prophylaxis testing,

nurse time, VTE diagnosis
and

treatment costs, other
events

treatment costs (i.e. stroke,
PTS, CTEPH, major bleeding,
reoperation)

QALYs (mean per patient):

Cost-effectiveness

Incremental net benefit (INB) (pa)
Intervention 1: £0 (comparator)
Intervention 2: £49

Probability cost-effective (£20K threshold):
Intervention 1: 22.5%

Intervention 2: 77.5%

Analysis of uncertainty:

Deterministic and probabilistic sensitivity
analyses were performed. The deterministic
SAs explored the impact of changing the
incidence of CTEPH and PTS and their costs,
including HIT, changing its incidence, lower
costs for LMWH, changing fatality rate after
PE and MB and change the cost effectiveness
threshold.

A two-way threshold analysis exploring the
impact of baseline risk for both major
bleeding and PE was also undertaken.

The result was consistent for all deterministic
sensitivity analyses. In the probabilistic
sensitivity analysis, LMWH was more cost-
effective in 77% of the 5000 simulations of
the probabilistic sensitivity analysis.

It was also found that life expectancy would
have to be halved for it to no longer be cost-
effective for these patients.

Health outcomes: baseline events were obtained from the no prophylaxis arm of the RCTs included in the systematic review and MA that informed the model. Relative
treatment effects for DVT (symptomatic and asymptomatic), PE (symptomatic) and major bleeding. Quality-of-life weights: utilities based on the EQ-5D UK tariff were
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sourced from the published literature and previous guidelines. Cost sources: standard sources on unit costs in the UK were used including the drug tariff, the NHS
reference costs and the BNF.

Comments

Source of funding: National Institute for Health and Care Excellence (NICE). Limitations: Some uncertainty regarding the applicability of unit costs from 2009 to current
NHS context. The relative treatment effect applied to all VTE events in the model is the relative treatment effect obtained from the DVT MA.

Overall applicability:® Directly applicable Overall quality® Potentially serious limitations

Abbreviations: AES: Anti-embolism stockings ;BNF: British National Formulary; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility
analysis; da: deterministic analysis; da: deterministic analysis; EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); FID: foot impulse

devices; HIT: Heparin induced thromboembolism; ICER: incremental cost-effectiveness ratio; LMWH: low molecular weight heparin; NR: not reported; NMA: network meta-analysis; pa:
probabilistic analysis; PE: pulmonary embolism; QALYs: quality-adjusted life years; SA: sensitivity analysis;
(a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.
(b) Directly applicable / Partially applicable / Not applicable
(c) Minor limitations / Potentially serious limitations / Very serious limitations

Study
Study details

Economic analysis: CUA
(health outcome: QALYs )

Study design: Systematic
review and economic
model, including value of
information analysis.

Approach to analysis: a
two stage modelling
approach, a decision tree
for the acute phase (up to
14 days post-surgery)
followed by Markov
models for the long term
phase with annual cycles.

[Wade 2015°%3]
Population & interventions

Population:

Patients undergoing any
general surgery (subgroups
considered were THR, TKR,
general surgery for high risk
patients, general surgery for
medium risk patients and
general surgery for low risk
patients. The results
presented here are for the
general surgery subgroups
[high, medium and low risk
patients])

Cohort settings:
Start age: 60 years

Costs

Total costs (mean per
patient):

High risk patients:
Intervention 1: £521
Intervention 2: £522
Intervention 3 : £345

Intermediate risk patients:

Intervention 1: £276
Intervention 2: £306
Intervention 3 : £230

Low risk patients:
Intervention 1: £177
Intervention 2: £217

Health outcomes

QALYs (mean per patient):

High risk patients:

Intervention 1: 12.755
Intervention 2: 12.758
Intervention 3 : 12.764

Intermediate risk patients:

Intervention 1: 12.765
Intervention 2: 12.767
Intervention 3 : 12.769

Low risk patients:
Intervention 1: 12.769
Intervention 2: 12.769

Cost-effectiveness

ICER:

High risk patients:
Intervention 1: Dominated
Intervention 2: Dominated
Intervention 3: Dominant
95% CI: NR

Probability Intervention 1 cost-effective
(£20K/30K threshold): 4%/4%

Probability Intervention 2 cost-effective
(£20K/30K threshold): 18%/18%

Probability Intervention 3 cost-effective
(£20K/30K threshold): 78%/79%

Intermediate risk patients:
Intervention 1: Dominated
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The relative effectiveness
of the interventions was
based on a systematic
review and network meta-
analysis (NMA) of
published RCTs.

Perspective: UK NHS and
PSS

Time horizon: lifetime
Treatment effect
duration:® 14 days
Discounting: Costs: 3.5% ;
Outcomes: 3.5%

Male: 50%

Intervention 1:

LMWH (which is assumed to
be the background
pharmacological prophylaxis
therapy administered to all
patients) for a duration of 7
days (standard duration).
Intervention 2:

Knee-length AES in addition
to pharmacological
prophylaxis (LMWH) for a
duration of 7 days (standard
duration).

Intervention 3:
Thigh-length AES in addition
to pharmacological
prophylaxis (LMWH) for a
duration of 7 days (standard
duration).

Intervention 3 : £182 Intervention 3 : 12.771
Currency & cost year:
2014 UK pounds

Cost components
incorporated:

Prophylaxis costs.
Monitoring tests.
Nurse time.

VTE treatment costs.

Costs of treating adverse
events, long term
consequences and
complications (CTEPH, PTS,
bleeding, stroke, re-
operation)

Intervention 2: Dominated

Intervention 3: Dominant

95% Cl: NR

Probability Intervention 1 cost-effective
(E20K/30K threshold): 5%/4%
Probability Intervention 2 cost-effective
(£20K/30K threshold): 18%/18%

Probability Intervention 3 cost-effective
(E20K/30K threshold): 78%/78%

Low risk patients:

Intervention 1: comparator
Intervention 2: Dominated

Intervention 3: £2,632

95% Cl: NR

Probability Intervention 1 cost-effective
(£20K/30K threshold): 9%/7%
Probability Intervention 2 cost-effective
(£20K/30K threshold): 18%/18%
Probability Intervention 3 cost-effective
(E20K/30K threshold): 74%/75%

Analysis of uncertainty:

Probabilistic sensitivity analysis was
conducted. Analyses were reported for two
main scenarios :

i- the base-case NMA based on the no
interaction, random-effects analysis,
using the predictive distribution
output

ii- the direct meta-analysis comparing
thigh-length AES (plus
pharmacological prophylaxis) with
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knee-length AES (plus
pharmacological prophylaxis).

Additionally, sensitivity analysis changing
the price used for AES (based on published
prices and clinical experts estimate) and the
level of patient adherence to thigh-length
stockings (90% and 75%).

The results of all scenario and sensitivity
analyses were largely consistent with the
base case results.

Data sources

Health outcomes: baseline event rates were based on the ACCP 2012 guideline, which used systematic review of RCTs published between 2003 and 2010 and meta-
analysis. LMWH was considered the baseline treatment. The relative treatment effect was based on a systematic review and NMA of RCT data. long-term events
included are PTS, CTEPH, stroke, VTE recurrence, The main health outcomes included were DVT (symptomatic), DVT (asymptomatic), PE (symptomatic) and major
bleeding. Quality-of-life weights: from published sources largely using the EQ-5D UK tariff. Cost sources: standard UK unit cost sources including NHS reference costs
and the drug tariff in addition to data from published sources and clinical expert opinions.

Comments

Source of funding: NIHR HTA. Limitations: Mixed population of all surgery types, however subgroup analysis is also presented. The model did not include some relevant
health outcomes; e.g. clinically-relevant non-major bleeding, minor bleeding and surgical site infection.

Overall applicability:*)Directly applicable  Overall quality!® Potentially serious limitations

Abbreviations: AES: anti-embolism stockings; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic analysis;

EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); ICER: incremental cost-effectiveness ratio; NMA: network-meta-analysis; NR: not
reported; pa: probabilistic analysis; PTS: post-thrombotic syndrome; QALYs: quality-adjusted life years; RCT: randomised controlled trial; TKR: total knee replacement; THR: total hip
replacement.
a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference
in utility between groups during treatment continue beyond the end of treatment and if so for how long.
b) Directly applicable / Partially applicable / Not applicable
¢) Minor limitations / Potentially serious limitations / Very serious limitations
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J233 Bariatric surgery
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Study
Study details

Economic analysis: CUA
(health outcome: QALYs )

Study design: Systematic
review and economic
model, including value of
information analysis.

Approach to analysis: a
two stage modelling
approach, a decision tree
for the acute phase (up to
14 days post-surgery)
followed by Markov
models for the long term
phase with annual cycles.
The relative effectiveness
of the interventions was
based on a systematic
review and network meta-
analysis (NMA) of
published RCTs.

Perspective: UK NHS and
PSS

Time horizon: lifetime

Treatment effect
duration:® 14 days

[Wade 2015°8%]
Population & interventions

Population:

Patients undergoing any
general surgery (subgroups
considered were THR, TKR,
general surgery for high risk
patients, general surgery for
medium risk patients and
general surgery for low risk
patients. The results
presented here are for the
general surgery subgroup-
high risk patients only.

Cohort settings:
Start age: 60 years
Male: 50%

Intervention 1:

LMWH (which is assumed to
be the background
pharmacological prophylaxis
therapy administered to all
patients) for a duration of 7
days (standard duration).
Intervention 2:

Knee-length AES in addition
to pharmacological
prophylaxis (LMWH) for a

Costs

Total costs (mean per
patient):

High risk patients:
Intervention 1: £521
Intervention 2: £522
Intervention 3 : £345

Currency & cost year:
2014 UK pounds

Cost components
incorporated:
Prophylaxis costs.
Monitoring tests.
Nurse time.

VTE treatment costs.

Costs of treating adverse
events, long term
consequences and
complications (CTEPH, PTS,
bleeding, stroke, re-
operation)

Health outcomes

QALYs (mean per patient):

High risk patients:

Intervention 1: 12.755
Intervention 2: 12.758
Intervention 3 : 12.764

Cost-effectiveness

ICER:

High risk patients:

Intervention 1: Dominated

Intervention 2: Dominated

Intervention 3: Dominant

95% Cl: NR

Probability Intervention 1 cost-effective
(£20K/30K threshold): 4%/4%
Probability Intervention 2 cost-effective
(£20K/30K threshold): 18%/18%

Probability Intervention 3 cost-effective
(£20K/30K threshold): 78%/79%

Analysis of uncertainty:

Probabilistic sensitivity analysis was
conducted. Analyses were reported for two
main scenarios :

1. the base-case NMA based on the no
interaction, random-effects analysis,
using the predictive distribution
output

2. the direct meta-analysis comparing
thigh-length AES (plus
pharmacological prophylaxis) with
knee-length AES (plus
pharmacological prophylaxis).

Additionally, sensitivity analysis changing
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216
217
218
219
220
221
222

223

J234

225

the price used for AES (based on published
prices and clinical experts estimate) and the
level of patient adherence to thigh-length
stockings (90% and 75%).

Discounting: Costs: 3.5% ;  duration of 7 days (standard
Outcomes: 3.5% duration).
Intervention 3:
Thigh-length AES in addition
to pharmacological

prophylaxis (LMWH) for a The results of all scenario and sensitivity
duration of 7 days (standard analyses were largely consistent with the
duration). base case results.

Data sources

Health outcomes: baseline event rates were based on the ACCP 2012 guideline, which used systematic review of RCTs published between 2003 and 2010 and meta-
analysis. LMWH was considered the baseline treatment. The relative treatment effect was based on a systematic review and NMA of RCT data. long-term events
included are PTS, CTEPH, stroke, VTE recurrence, The main health outcomes included were DVT (symptomatic), DVT (asymptomatic), PE (symptomatic) and major
bleeding. Quality-of-life weights: from published sources largely using the EQ-5D UK tariff. Cost sources: standard UK unit cost sources including NHS reference costs
and the drug tariff in addition to data from published sources and clinical expert opinions.

Comments

Source of funding: NIHR HTA. Limitations: Mixed population of all surgery types, however subgroup analysis is also presented. The model did not include some relevant
health outcomes; e.g. clinically-relevant non-major bleeding, minor bleeding and surgical site infection.

Overall applicability:*'Directly applicable  Overall quality® Potentially serious limitations
Abbreviations: AES: anti-embolism stockings; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic analysis;
EQ-5D: Euroqol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); ICER: incremental cost-effectiveness ratio; NMA: network-meta-analysis; NR: not
reported; pa: probabilistic analysis; PTS: post-thrombotic syndrome; QALYs: quality-adjusted life years; RCT: randomised controlled trial; TKR: total knee replacement; THR: total hip

replacement.
a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference in

utility between groups during treatment continue beyond the end of treatment and if so for how long.
b) Directly applicable / Partially applicable / Not applicable
¢) Minor limitations / Potentially serious limitations / Very serious limitations

Cardiac surgery

No relevant health economic studies were identified.
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J235 Thoracic surgery

228
229
230

Study
Study details

Economic analysis: CUA
(health outcome: QALYs )

Study design: Systematic
review and economic
model, including value of
information analysis.

Approach to analysis: a
two stage modelling
approach, a decision tree
for the acute phase (up to
14 days post-surgery)
followed by Markov
models for the long term
phase with annual cycles.
The relative effectiveness
of the interventions was
based on a systematic
review and network meta-
analysis (NMA) of
published RCTs.

Perspective: UK NHS and
PSS

[Wade 2015°%3]
Population & interventions

Population:

Patients undergoing any
general surgery (subgroups
considered were THR, TKR,
general surgery for high risk
patients, general surgery for
medium risk patients and
general surgery for low risk
patients. The results
presented here are for the
general surgery subgroups —
high risk patients only.

Cohort settings:
Start age: 60 years
Male: 50%

Intervention 1:

LMWH (which is assumed to
be the background
pharmacological prophylaxis
therapy administered to all
patients) for a duration of 7
days (standard duration).

Intervention 2:

Costs

Total costs (mean per
patient):

High risk patients:
Intervention 1: £521
Intervention 2: £522
Intervention 3 : £345

Currency & cost year:
2014 UK pounds

Cost components
incorporated:
Prophylaxis costs.
Monitoring tests.

Nurse time.

VTE treatment costs.
Costs of treating adverse
events, long term
consequences and
complications (CTEPH, PTS,
bleeding, stroke, re-
operation)

Health outcomes

QALYs (mean per patient):

High risk patients:

Intervention 1: 12.755
Intervention 2: 12.758
Intervention 3 : 12.764

Cost-effectiveness

ICER:

High risk patients:
Intervention 1: Dominated
Intervention 2: Dominated
Intervention 3: Dominant
95% CI: NR

Probability Intervention 1 cost-effective
(£20K/30K threshold): 4%/4%

Probability Intervention 2 cost-effective
(£20K/30K threshold): 18%/18%

Probability Intervention 3 cost-effective
(£20K/30K threshold): 78%/79%

Analysis of uncertainty:
Probabilistic sensitivity analysis was

conducted. Analyses were reported for two

main scenarios :

iii- the base-case NMA based on the no
interaction, random-effects analysis,

using the predictive distribution
output

iv- the direct meta-analysis comparing

thigh-length AES (plus

$3|ge)} 9IUBPIAS IIWOUO0ID Yi|edaH

sixejAydoud 3 1A



%
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

231
232
233
234
235
236
237
238

Time horizon: lifetime Knee-length AES in addition pharmacological prophylaxis) with
Treatment effect to pharmacological knee-length AES (plus
duration:® 14 days prophylaxis (LMWH) for a pharmacological prophylaxis).
Discounting: Costs: 3.5% : duration of 7 days (standard
Outcomes: 3.5% duration). Additionally, sensitivity analysis changing
Intervention 3: the price used for AES (based on published
Thigh-length AES in addition prices and clinical experts estimate) and the
to pharmacological level of patient adherence to thigh-length
prophylaxis (LMWH) for a stockings (90% and 75%).
duration of 7 days (standard
duration). The results of all scenario and sensitivity

analyses were largely consistent with the
base case results.

Data sources

Health outcomes: baseline event rates were based on the ACCP 2012 guideline, which used systematic review of RCTs published between 2003 and 2010 and meta-
analysis. LMWH was considered the baseline treatment. The relative treatment effect was based on a systematic review and NMA of RCT data. long-term events
included are PTS, CTEPH, stroke, VTE recurrence, The main health outcomes included were DVT (symptomatic), DVT (asymptomatic), PE (symptomatic) and major
bleeding. Quality-of-life weights: from published sources largely using the EQ-5D UK tariff. Cost sources: standard UK unit cost sources including NHS reference costs
and the drug tariff in addition to data from published sources and clinical expert opinions.

Comments

Source of funding: NIHR HTA. Limitations: Mixed population of all surgery types, however subgroup analysis is also presented. The model did not include some relevant
health outcomes; e.g. clinically-relevant non-major bleeding, minor bleeding and surgical site infection.

Overall applicability:*'Partially applicable Overall quality® Potentially serious limitations

Abbreviations: AES: anti-embolism stockings; 95% Cl: 95% confidence interval; CTEPH: chronic thromboembolic pulmonary hypertension; CUA: cost-utility analysis; da: deterministic analysis;

EQ-5D: Euroqgol 5 dimensions (scale: 0.0 [death] to 1.0 [full health], negative values mean worse than death); ICER: incremental cost-effectiveness ratio; NMA: network-meta-analysis; NR: not
reported; pa: probabilistic analysis; PTS: post-thrombotic syndrome; QALYs: quality-adjusted life years; RCT: randomised controlled trial; TKR: total knee replacement; THR: total hip
replacement.
a) For studies where the time horizon is longer than the treatment duration, an assumption needs to be made about the continuation of the study effect. For example, does a difference
in utility between groups during treatment continue beyond the end of treatment and if so for how long.
b) Directly applicable / Partially applicable / Not applicable
¢) Minor limitations / Potentially serious limitations / Very serious limitations
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Vascular surgery

No relevant economic studies were identified.

Head and neck surgery

Oral and maxillofacial surgery

No relevant economic studies were identified.

Ear, nose and throat (ENT) surgery

No relevant economic studies were identified.
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Appendix K:

GRADE tables

Risk assessment for people admitted to hospital

Patients admitted to hospital

No relevant clinical studies identified.

Hospital admissions

No relevant clinical studies identified.

Risk assessment tools in patients admitted to hospital

Table 1: Clinical evidence profile: Department of Health risk tool versus no risk tool for general medical patients
Quality assessment No of patients Effect
Quality [ Importance
. No Department .
No of . Risk of . . . . Other Department of . Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations| Health risk tool of Hetzlct)ll'n risk (95% Cl) Absolute
Mortality, VTE-related (90 days)
1 observational | very no serious no serious very serious?  |none 9.0059/100000 | 9.8395/100000 | Rate ratio 0 fewer per | VERY | CRITICAL
studies serious’  [inconsistency indirectness (0.009%) (0.010%) 0.92 1000 (from 0 | LOW
(0.39t0 2.15)| fewerto O
more)
Readmission, VTE-related (30 days)
1 observational [serious’  [no serious no serious no serious none 124.9600/100000(|126.5443/100000| Rate ratio 0 fewer per VERY (IMPORTANT]
studies inconsistency indirectness imprecision (0.13%) (0.13%) 0.99 1000 (from O LOW
(0.82t01.19)[ fewertoO
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264
265

266
267

more) |

Readmission, VTE-related (90 days)

1 observational

studies

serious’

no serious
inconsistency

no serious
indirectness

no serious
imprecision

none

193.9492/100000
(0.19%)

189.6753/100000
(0.19%)

Rate ratio
1.02
(0.88 to 1.19)

0 fewer per 1000
(from O fewer to

0 more)

VERY
LOW

IMPORTANT]

VTE (symptomatic or asymptomatic) (up to 90 days from hospital discharge) — no data reported
DVT (symptomatic or asymptomatic) (up to 90 days from hospital discharge) — no data reported
Pulmonary embolism (up to 90 days from hospital discharge)

Fatal pulmonary embolism (up to 90 days from hospital discharge) — no data reported

Major bleeding (up to 90 days from hospital discharge) — no data reported

Quality of life (validated scores) (up to 90 days from hospital discharge) — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 2: Department of Health risk tool: achieving >90% of admissions assessed using Department of Health risk tool versus achieving <90% assessed
using risk tool for general medical patients
Quality assessment No of patients Effect
Quality (Importance
. No Department .
No of . Risk of . . . . Other Department of . Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations | Health risk tool of Hetilgll'n risk (95% Cl) Absolute
Mortality, VTE-related post-discharge (non-surgical admissions) — length of stay >3 days (follow-up 90 days)
1 observational | serious’ [no serious no serious no serious none 1135/2590547 - RR 0.96 - LOW | CRITICAL
studies inconsistency indirectness imprecision (0.04%) (0.81to
1.14)
Mortality, VTE-related post-discharge (non-surgical admissions) — length of stay <4 days (follow-up 90 days)
1 observational | serious’ [no serious no serious serious? none 761/10719502 - RR 0.74 - VERY [ CRITICAL
studies inconsistency indirectness (0.007%) (0.6 to 0.92) LOW

Mortality, primary VTE-related post-discharge (non-surgical admissions) —length of stay >3 days (follow-up 90 days)
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1 observational | serious’ |no serious no serious serious? none 669/2590547 - RR 0.89 - VERY | CRITICAL
studies inconsistency indirectness (0.03%) (0.71t0 1.1) LOW
Mortality, primary VTE-related post-discharge (non-surgical admissions) — length of stay <4 days (follow-up 90 days)
1 observational |[serious' |no serious no serious serious? none 450/10719502 - RR 0.62 - VERY | CRITICAL
studies inconsistency indirectness (0.004%) (0.47 to LOW
0.81)
DVT (follow-up 90 days)
1 observational [serious’ [no serious no serious serious? none 30/1323 4/1569 RR 0.95 |0 fewer per 1000 [ VERY | CRITICAL
studies inconsistency indirectness (2.3%) (0.25%) (0.83to |(from O fewer to 0| LOW
1.09) fewer)
PE (follow-up 90 days)
1 observational [serious’ [no serious no serious serious? none 711323 17/1569 RR 0.79 |2 fewer per 1000 [ VERY | CRITICAL
studies inconsistency indirectness (0.53%) (1.1%) (0.67 to |(from 1 fewer to 4| LOW
0.94) fewer)
VTE (follow-up 90 days)
1 observational |[serious' |no serious no serious no serious none 236/302057 189/302057 RR 0.88 |0 fewer per 1000 | LOW | CRITICAL
studies inconsistency indirectness imprecision (0.08%) (0.06%) (0.79 to |(from O fewer to 0
0.98) fewer)
Fatal pulmonary embolism (up to 90 days from hospital discharge) — no data reported
Major bleeding (up to 90 days from hospital discharge) — no data reported
Quality of life (validated scores) (up to 90 days from hospital discharge) — no data reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 3: Padua prediction score versus no risk tool for general medical patients
Quality assessment No of patients Effect
icti Quality Importance
No of . Risk of . . - Other eaipiegiction Relative yime
X Design : Inconsistency | Indirectness (Imprecision 3 A score versus no risk (Control 5 Absolute
studies bias considerations tool (95% CI)
DVT
1 observational |very no serious no serious serious? none 20/235 61/393 |RR 0.55 (0.34| 70 fewer per 1000 | @000 | CRITICAL
studies serious’ |inconsistency indirectness (8.5%) (15.5%)| 10 0.88) (from 19 fewer to 102| VERY
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271
272
273

274

| | fewer) | LOW
PE
1 observational |very no serious no serious very none 1/235 0/393 | OR 14.47 3 @000 | CRITICAL
studies serious’ |inconsistency indirectness serious? (0.43%) (0%) (0.25to VERY
830.93) LOW
Fatal PE
1 observational |very no serious no serious very none 1/235 0/393 | OR 14.47 3 @000 | CRITICAL
studies serious’ |inconsistency indirectness serious? (0.43%) (0%) (0.25to VERY
830.93) LOW
Major bleeding
1 observational |very no serious very none 0/235 2/393 | OR 0.2 (0.01 4 fewer per 1000 @000 | CRITICAL
studies serious’ |inconsistency serious? (0%) (0.51%)| to 3.55) (from 5 fewer to 13 | VERY
more) LOW
All cause mortality
1 observational |very no serious no serious very none 4/235 6/393 |RR 1.11 (0.32| 2 more per 1000 @000 | CRITICAL
studies serious’ |inconsistency indirectness serious? (1.7%) (1.5%) to 3.91) (from 10 fewer to 44 | VERY
more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in control arm
Table 4:  Caprini risk tool versus no risk tool for surgical patients
Quality assessment No of patients Effect
Quality [Importance
LG Design il Inconsistenc Indirectness Imprecision Sy (LU L O Tl LU Absolute
studies 9 bias y P considerations | risk tool | risk tool (95% CI)
DVT (follow-up 30 days)
1 observational [serious' [no serious no serious no serious none 4/1569 30/1323 RR 0.11 20 fewer per 1000 VERY | CRITICAL
studies inconsistency indirectness imprecision (0.25%) (2.3%) |(0.04 to 0.32)| (from 15 fewer to 22 LOW

fewer)

PE (follow-up 30 days)
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276

277
278

observational
studies

serious’

no serious
inconsistency i

no serious

ndirectness

serious?

none

711323
(0.53%)

17/1569
(1.1%)

to 1.17)

RR 0.49 (0.2

6 fewer per 1000 (from
9 fewer to 2 more)

VERY
LOwW

CRITICAL

All-cause mortality (up to 90 days from hospital discharge) — no data reported
VTE (symptomatic or asymptomatic) (up to 90 days from hospital discharge) — no data reported
Fatal pulmonary embolism (up to 90 days from hospital discharge) — no data reported

Major bleeding (up to 90 days from hospital discharge) — no data reported

Quiality of life (validated scores) (up to 90 days from hospital discharge) — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 5: Department of Health risk tool: achieving >90% of admissions assessed using Department of Health risk tool versus achieving <90% assessed
using risk tool for surgical patients
Quality assessment No of patients Effect
Quality [Importance
e el Design o Inconsistency Indirectness [Imprecision Giials Dbl e el ezl AN Absolute
studies bias considerations | Health risk tool Health risk tool (95% ClI)

VTE-related mortality post-discharge (surgical admissions) - >3 days (follow-up 90 days)

1 observational |serious’ |no serious no serious serious? none 516/1550794 - RR 0.73 VERY [ CRITICAL
studies inconsistency indirectness (0.03%) (0.46 to 1.16) LOW

VTE-related mortality post-discharge (surgical admissions) - <4 days (follow-up 90 days)

1 observational |serious’ |no serious no serious serious? none 113/2851838 - RR 0.82 VERY [ CRITICAL
studies inconsistency indirectness (0.004%) (0.65 to 1.03) LOW

Primary VTE-related mortality post-discharge (surgical admissions) - >3 days (follow-up 90 days)

1 observational [serious' |no serious no serious serious? none 226/1550794 - RR 0.62 VERY [ CRITICAL
studies inconsistency indirectness (0.01%) (0.44 t0 0.89) LOW

Primary VTE-related mortality post-discharge (surgical admissions) - <4 days (follow-up 90 days)

1 observational [serious' |no serious no serious serious? none 62/2851838 - RR 0.57 (0.3 VERY [ CRITICAL
studies inconsistency indirectness (0.002%) to 1.06) LOW
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K22

286

K273

288

K3

Ksa

291

VTE (symptomatic or asymptomatic) (up to 90 days from hospital discharge) — no data reported
DVT (symptomatic or asymptomatic) (up to 90 days from hospital discharge) — no data reported
Pulmonary embolism (up to 90 days from hospital discharge) — no data reported

Fatal pulmonary embolism (up to 90 days from hospital discharge) — no data reported

Major bleeding (up to 90 days from hospital discharge) — no data reported

Quiality of life (validated scores) (up to 90 days from hospital discharge) — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Risk assessment for people having day procedures
VTE day procedures
No relevant clinical studies identified.

Major bleeding day procedures

No relevant clinical studies identified.

Risk assessment tools in patients who are having day procedures (including surgery and chemotherapy) at hospital

No relevant clinical studies identified.

Reassessment

Reassessment of people who are admitted to hospital

No relevant clinical studies identified.
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295
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297

299

301

K38

303

305

Reassessment of people who are having day procedures at hospital

No relevant clinical studies identified.

Risk assessment for pregnant women and women up to 6 weeks postpartum

No relevant clinical studies identified.

Giving information to patients and planning for discharge

No relevant clinical studies identified.

General VTE prevention for everyone in hospital

None.

Nursing care: Early mobilisation and hydration

None.

Obesity

No relevant clinical studies identified.

People using antiplatelets

No relevant clinical studies identified.
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People using anticoagulation therapy

Table 6: Clinical evidence profile: LMWH versus UFH
Quality assessment No of patients Effect
Quality |Importance
oo 1] Design A Inconsistency Indirectness Imprecision iy L Control FEIEERD Absolute
studies bias considerations [versus UFH (95% Cl)
Mortality (90 days) (follow-up 90 days)
1 randomised [serious' |no serious no serious no serious none 0/84 0% |OR 0 (-0.02 to| O fewer per 1000 (from | @®®®0 CRITICAL
trials inconsistency indirectness imprecision (0%) 0.02) 20 more to 20 more)> [MODERATE
Major bleeding (90 days) (follow-up 90 days)
1 randomised [serious' [no serious no serious serious® none 0/84 4/93 [OR 0.14 (0.02|37 fewer per 1000 (from| @®®00 CRITICAL
trials inconsistency indirectness (0%) (4.3%) to 1.04) 42 fewer to 2 more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Calculated manually in RevMan
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Acute coronary syndromes
No relevant clinical studies identified.
Acute stroke patients
Table 7: Clinical evidence profile: AES (above knee) versus no prophylaxis
Quality assessment No of patients Effect Quality [Importance
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No of . Risk of . . L. Other AES No Relative
. Design i Inconsistency | Indirectness | Imprecision . . (above- . Absolute
studies bias considerations knee) prophylaxis | (95% ClI)
Mortality, all cause (follow-up mean 30 days)
2 randomised |serious’ [no serious no serious serious? none 131/1321 114/1294 RR 1.11 10 more per 1000 LOW CRITICAL
trials inconsistency indirectness (9.9%) (8.8%) (0.88 to 1.42)| (from 11 fewer to 37
more)
DVT (symptomatic and asymptomatic) (follow-up mean 30 days)
2 randomised [serious' |no serious no serious no serious none 212/1321 231/1294 |RR 0.9 (0.76( 18 fewer per 1000 |MODERATE| CRITICAL
trials inconsistency indirectness imprecision (16%) (17.9%) to 1.07) (from 43 fewer to 12
more)
PE (follow-up mean 30 days)
2 randomised [serious' |no serious no serious no serious none 13/1321 20/1294 RR 0.65 5 fewer per 1000 [VERY LOW| CRITICAL
trials inconsistency indirectness imprecision (0.98%) (1.5%) (0.33 to 1.31)| (from 10 fewer to 5
more)
PE, fatal (follow-up mean 30 days)
1 randomised [serious' |no serious no serious very serious?  |none 1/1256 1/1262 OR 1.00 0 fewer per 1000 [VERY LOW| CRITICAL
trials inconsistency indirectness (0.08%) (0.08%) (0.06 to (from 1 fewer to 12
16.07) more)
Mechanical complications - skin breaks (follow-up mean 30 days)
1 randomised [serious' |no serious no serious no serious none 64/1256 16/1262 RR 4.02 38 more per 1000 (MODERATE|IMPORTANT]
trials inconsistency indirectness imprecision (5.1%) (1.3%)  |(2.34 to 6.91)| (from 17 more to 75
more)

Mechanical complications - foot ischaemia (follow-up mean 30 days)
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1 randomised [serious' |no serious no serious very serious?  [none 711256 2/1262 RR 3.52 4 more per 1000 |VERY LOW [IMPORTANT
trials inconsistency indirectness (0.56%) (0.16%) [(0.73 to 16.9)| (from O fewer to 25
more)
e Major bleeding (up to 45 days from hospital discharge) — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 8: Clinical evidence profile: AES (thigh length) versus AES (knee length)
Quality assessment No of patients Effect
Quality |Importance
ol Design e Inconsistency | Indirecthess | Imprecision iy AES e hifess (Berzes | TElEL e Absolute
studies bias considerations | length) length) (95% CI)
All-cause mortality (follow-up mean 30 days)
1 randomised |no serious |no serious no serious serious’ none 182/1552 | 174/1562 RR 1.05 6 more per 1000 |MODERATE| CRITICAL
trials risk of bias |inconsistency indirectness (11.7%) (11.1%) (0.87 to [ (from 14 fewer to 31
1.28) more)
DVT (symptomatic and asymptomatic) (follow-up mean 30 days)
1 randomised [serious? no serious no serious serious’ none 177/1552 | 211/1562 [RR 0.84 (0.7| 22 fewer per 1000 LOwW CRITICAL
trials inconsistency indirectness (11.4%) (13.5%) to 1.02) (from 41 fewer to 3
more)
PE (follow-up mean 30 days)
1 randomised [serious? no serious no serious no serious none 23/1552 75/1562 RR 0.31 33 fewer per 1000 [MODERATE| CRITICAL
trials inconsistency indirectness imprecision (1.5%) (4.8%) (0.19to | (from 24 fewer to 39
0.49) fewer)
Mechanical complications - discontinued due to skin concerns (follow-up mean 30 days)
1 randomised [serious? no serious no serious serious’ none 61/1552 75/1562 RR 0.82 9 fewer per 1000 LOW IMPORTANT]
trials inconsistency indirectness (3.9%) (4.8%) (0.59 to (from 20 fewer to 7

1.14)

more)
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Mechanical complications - discontinued due to discomfort (follow-up mean 30 days)

1 randomised |serious? no serious no serious no serious none 127/1552 77/1562 RR 1.66 33 more per 1000 |[MODERATE|IMPORTANT]
trials inconsistency indirectness imprecision (8.2%) (4.9%) (1.26to | (from 13 more to 58
2.18) more)

Major bleeding (up to 45 days from hospital discharge) — not reported
Fatal PE (up to 90 days from hospital discharge) — not reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

Table 9: Clinical evidence profile: IPCD (full leg) versus no prophylaxis
Quality assessment No of patients Effect
Quality | Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other IPCD (full- No Relative Absolute
studies 9 bias y P considerations leg) prophylaxis | (95% CI)
All-cause mortality (follow-up mean 30 days)
1 randomised [serious' [no serious no serious serious? none 156/1438 | 189/1438 RR 0.83 22 fewer per 1000 LOW | CRITICAL
trials inconsistency indirectness (10.8%) (13.1%) |(0.68 to 1.01)| (from 42 fewer to 1
more)
DVT (symptomatic and asymptomatic) (follow-up mean 30 days)
3 randomised [serious’ [no serious no serious serious? none 239/1451 | 310/1451 RR 0.77 49 fewer per 1000 LOW [ CRITICAL
trials inconsistency indirectness (16.5%) (21.4%) |(0.66 to 0.90)| (from 21 fewer to 73
fewer)
PE (follow-up mean 30 days)
2 randomised |very no serious no serious very serious?  [none 29/1438 35/1438 RR 0.83 |4 fewer per 1000 (from| VERY | CRITICAL
trials serious' |inconsistency indirectness (2%) (2.4%) (0.51 to 1.35)| 11 fewer to 8 more) LOW

Mechanical complications - skin breaks (follow-up mean 30 days)
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1 randomised |very no serious no serious no serious none 44/1438 20/1438 RR2.2 (1.3 17 more per 1000 LOW [IMPORTANT
trials serious’ [inconsistency indirectness imprecision (3.1%) (1.4%) to 3.71) (from 4 more to 38
more)
e Major bleeding (up to 45 days from hospital discharge) — not reported
. Fatal PE (up to 90 days from hospital discharge) — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 10: Clinical evidence profile: IPCD + AES versus UFH + AES
Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness Imprecision Other IPCD + | UFH + Relative Absolute
studies 9 bias y P considerations | AES | AES | (95% ClI)
All-cause mortality (follow-up mean 22 days)
1 randomised [serious' |[no serious no serious no serious none 0/117 | 0/120 |Not estimable3| 0 fewer per 1000 (from [MODERATE| CRITICAL
trials inconsistency indirectness imprecision (0%) (0%) 20 fewer to 20 more)3
DVT (symptomatic and asymptomatic) (follow-up mean 22 days)
1 randomised [serious' [no serious no serious very serious? none 8/117 | 5/120 | RR 1.64 (0.55 [ 27 more per 1000 (from | VERY LOW | CRITICAL
trials inconsistency indirectness (6.8%) | (4.2%) to 4.87) 19 fewer to 161 more)

Pulmonary embolism (7- 90 days from hospital discharge) — not reported
Major bleeding (up to 45 days from hospital discharge) — not reported
Fatal PE (up to 90 days from hospital discharge) — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 11: Clinical evidence profile: IPCD + AES versus AES

Quality assessment

No of patients

Effect

Quality [Importance
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No of . Risk of . . . . Other IPCD + Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations AES AES (95% Cl) Absolute
All-cause mortality (follow-up mean 22 days)
2 randomised [serious' |no serious no serious serious? none 15/191 |24/192| RR 0.65 (0.37 | 44 fewer per 1000 (from 79 LOW | CRITICAL
trials inconsistency indirectness (7.9%) [(12.5%) to 1.14) fewer to 17 more)
DVT (symptomatic and asymptomatic) (follow-up mean 22 days)
2 randomised [serious' |no serious serious® very none 11/181 [17/184| RR 0.65 (0.15 | 32 fewer per 1000 (from 79 VERY | CRITICAL
trials inconsistency serious? (6.1%) [(9.2%) to 2.79) fewer to 165 more) LOW
. Pulmonary embolism (7- 90 days from hospital discharge) — not reported
. Major bleeding (up to 45 days from hospital discharge) — not reported
e  Fatal PE (up to 90 days from hospital discharge) — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 increment 12 over 50% and sub-groups do not explain herterogeneity. Analysed using random effects model.
Table 12: Clinical evidence profile: UFH + AES versus AES
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . . Other UFH + Relative
studies Design bias Inconsistency Indirectness Imprecision considerations | AES AES (95% Cl) Absolute
All-cause mortality (follow-up mean 22 days)
1 randomised |serious’ |no serious no serious no serious none 0/120 [0/115|Not estimable3| 0 fewer per 1000 (from |MODERATE| CRITICAL
trials inconsistency indirectness imprecision (0%) | (0%) 20 fewer to 20 more)3

DVT (symptomatic or asymptomatic) (follow-up mean 22 days)
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1 randomised [serious' |no serious no serious very serious? none 5/120 [6/115|RR 0.8 (0.25 to| 10 fewer per 1000 (from |VERY LOW | CRITICAL
trials inconsistency indirectness (4.2%) ((5.2%) 2.54) 39 fewer to 80 more)
e  Pulmonary embolism (7- 90 days from hospital discharge) — not reported
. Major bleeding (up to 45 days from hospital discharge) — not reported
. Fatal PE (up to 90 days from hospital discharge) — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms. Risk difference calculated in Review Manager.
Table 13: Clinical evidence profile: UFH versus no prophylaxis
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . .. Other No Relative
studies Design bias Inconsistency Indirectness Imprecision considerations UFH prophylaxis | (95% Cl) Absolute
All-cause mortality (follow-up mean 28 days)
2 randomised |serious’ |no serious no serious serious? none 34/160 58/177 RR 0.65 115 fewer per 1000 LOW CRITICAL
trials inconsistency indirectness (21.3%)| (32.8%) [(0.45t0 0.94)| (from 20 fewer to 180
fewer)
DVT (symptomatic and asymptomatic) (follow-up mean 28 days)
3 randomised |serious’ |no serious no serious no serious none 34/195( 132/207 RR 0.29 453 fewer per 1000 |[MODERATE| CRITICAL
trials inconsistency indirectness imprecision (17.4%)| (63.8%) |(0.21 to 0.40)| (from 383 fewer to 504
fewer)

Pulmonary embolism (7- 90 days from hospital discharge) — not reported
Major bleeding (up to 45 days from hospital discharge) — not reported
Fatal PE (up to 90 days from hospital discharge) — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 14: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . . Other No Relative
studies Design bias Inconsistency Indirectness [Imprecision considerations LMWH prophylaxis (95% Cl) Absolute
All-cause mortality (follow-up 14 days)
2 randomised |serious’ [no serious no serious serious? none 14/82 5/81 RR 2.63 (1.02 | 101 more per 1000 (from | ®®00 | CRITICAL
trials inconsistency indirectness (17.1%) (6.2%) to 6.81) 1 more to 359 more) LOW
DVT (symptomatic or asymptomatic) (follow-up 14 days)
2 randomised |serious’ [serious® no serious very serious |none 21/69 32/80 RR 0.72 (0.31 | 112 fewer per 1000 (from | @000 | CRITICAL
trials indirectness (30.4%) (40%) to 1.66) 276 fewer to 264 more) | VERY
LOW
PE (follow-up 14 days)
1 randomised [serious' |no serious serious* very none 1/30 2/30 RR 0.50 (0.05 | 33 fewer per 1000 (from [ @000 | CRITICAL
trials inconsistency serious? (3.3%) (6.7%) to 5.22) 63 fewer to 281 more) VERY
LOwW
Major bleeding (follow-up 14 days)
1 randomised |serious’ [no serious no serious very none 0/52 0/51 Not estimable® |0 fewer per 1000 (from 40| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) fewer to 40 more)® VERY
LOW
Fatal PE (follow-up 14 days)
1 randomised |serious’ [no serious serious* very none 0/52 1/51 OR 0.13 (0.00 | 17 fewer per 1000 (from | @000 |[IMPORTANT]
trials inconsistency serious? (0%) (2%) to 6.69) 20 fewer to 98 more) VERY
LOW

Haemorrhagic transformation (follow-up 15 days)
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1 randomised |very no serious no serious very none 4/50 3/52 RR 1.39 (0.33 | 22 more per 1000 (from [ @000 | CRITICAL

trials serious’ |inconsistency indirectness serious? (8%) (5.8%) to 5.89) 39 fewer to 282 more) VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

312 over 50% and sub-groups do not explain heterogeneity. Downgraded for inconsistency and analysed using random effects.

4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

5 Relative effect could not be calculated as no events occurred in either group

Table 15: Clinical evidence profile: LMWH (standard dose; standard duration) versus aspirin

Quality assessment No of patients Effect
Quality |Importance
No of . . . . . . Other - Relative
studies Design Risk of bias | Inconsistency Indirectness |Imprecision considerations LMWH |Aspirin (95% CI) Absolute

Mortality, all-cause (follow-up 90 days)

1 randomised [no serious  |no serious no serious very none 60/507 | 58/491 |RR 1.00 (0.710 fewer per 1000 (from 34| ®®00 CRITICAL
trials risk of bias  |inconsistency indirectness serious' (11.8%)[(11.8%)[ to 1.41) fewer to 48 more) LOW

DVT (symptomatic and asymptomatic) (follow-up 15 days)

1 randomised |no serious  |no serious no serious serious’ none 3/507 | 9/491 [RR 0.32 (0.09| 12 fewer per 1000 (from See) CRITICAL
trials risk of bias  [inconsistency indirectness (0.59%)| (1.8%) to 1.19) 17 fewer to 3 more) [MODERATE

PE (follow-up 15 days)

1 randomised |no serious  |no serious no serious very none 4/507 | 4/491 |RR 0.97 (0.24( 0 fewer per 1000 (from6| @®00 CRITICAL
trials risk of bias  [inconsistency indirectness serious’ (0.79%)((0.81%)[ to 3.85) fewer to 23 more) LOW

Major bleeding (follow-up 15 days)

1 randomised [no serious  |no serious no serious very none 2/507 | 2/491 |RR 0.97 (0.14( 0 fewer per 1000 (from 4 [ ®®00 CRITICAL
trials risk of bias  [inconsistency indirectness serious' (0.39%)[(0.41%)[ to 6.85) fewer to 24 more) LOW
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Modified Rankin Scale (follow-up 90 days; assessed with: score 0-2) (higher score is worse)

1 randomised [no serious  |no serious no serious very none 188/507(206/491(RR 0.88 (0.76 | 50 fewer per 1000 (from @®00 [IMPORTANT]
trials risk of bias  |inconsistency indirectness serious’ (37.1%)| (42%) to 1.03) 101 fewer to 13 more) LOW

Barthel Index (follow-up 90 days; assessed with: score 60-100) (higher score is better)

1 randomised [no serious  |no serious no serious very none 313/507|320/491|RR 0.95 (0.86| 33 fewer per 1000 (from @®00 [IMPORTANT]
trials risk of bias  |inconsistency indirectness serious’ (61.7%)|(65.2%)| to 1.04) 91 fewer to 26 more) LOW

Heparin-induced thrombocytopenia (follow-up mean 90 days)

1 randomised [no serious  |no serious no serious very none 2/507 | 2/491 |RR 0.97 (0.14 0 fewer per 1000 (from 4| @®@®00 |IMPORTANT|
trials risk of bias  |inconsistency indirectness serious' (0.39%)[(0.41%)[ to 6.85) fewer to 24 more) LOwW

. Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 16: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . .. Other Relative
studies Design bias Inconsistency Indirectness Imprecision considerations LMWH UFH (95% Cl) Absolute

All-cause mortality (follow-up mean 90 days)

3 randomised |serious’ [no serious no serious no serious none 142/1262|146/1257| RR 0.96 (0.77 | 5 fewer per 1000 (from |MODERATE| CRITICAL
trials inconsistency indirectness imprecision (11.3%) | (11.6%) to 1.19) 27 fewer to 22 more)

DVT (symptomatic or asymptomatic) (follow-up mean 14 days)

2 randomised |serious’ [no serious no serious no serious none 81/742 | 142/741 |RR 0.57 (0.44 |82 fewer per 1000 (from[MODERATE| CRITICAL
trials inconsistency indirectness imprecision (10.9%) | (19.2%) to 0.73) 52 fewer to 107 fewer)

PE (follow-up mean 14 days)
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3 randomised |[serious’ [no serious no serious serious? none 3/1044 |1 11/1048 [ RR 0.33 (0.1 | 7 fewer per 1000 (from LOW CRITICAL
trials inconsistency indirectness (0.29%) | (1%) to 1.11) 9 fewer to 1 more)

Major bleeding (follow-up mean 14 days)

3 randomised |serious’ [no serious no serious very serious?  |none 15/1255|11/1251 | RR 1.34 (0.61 |3 more per 1000 (from 3| VERY LOW [IMPORTANT]
trials inconsistency indirectness (1.2%) |(0.88%) to 2.94) fewer to 17 more)

PE, fatal (follow-up mean 14 days)

3 randomised |serious’ [no serious no serious very serious?  |none 2/1044 | 5/1048 | OR 0.42 (0.1 | 3 fewer per 1000 (from |VERY LOW| CRITICAL
trials inconsistency indirectness (0.19%) | (0.48%) to 1.87) 4 fewer to 4 more)

Clinically relevant non-major bleeding (follow-up mean 14 days)

2 randomised |serious’ [no serious no serious very serious?  [none 47/983 | 54/978 |RR 0.87 (0.59| 7 fewer per 1000 (from |VERY LOW [IMPORTANT
trials inconsistency indirectness (4.8%) | (5.5%) to 1.27) 23 fewer to 15 more)

Heparin-induced thrombocytopenia (follow-up unclear)

1 randomised |serious’ [no serious serious® serious? none 1/272 | 2/273 |OR 0.51 (0.05 | 4 fewer per 1000 (from [VERY LOW |IMPORTANT]
trials inconsistency (0.37%) | (0.73%) to 4.69) 7 fewer to 26 more)

Neurological bleeds - haemorrhagic transformation only (follow-up mean 14 days)

1 randomised |serious’ [no serious serious® very serious?  [none 1/106 | 0/106 [OR 7.39 (0.15 -4 VERY LOW |IMPORTANT]
trials inconsistency (0.94%) | (0%) to 372.38)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 increment because the majority of the evidence had indirect outcomes (includes primary bleeds)
4 Absolute effects could not be calculated due to zero events in one of the arms.
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Acutely ill medical patients

Table 17: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis

Quality assessment No of patients Effect
Quality [ Importance
No of . Risk of . . o Other No Relative
studies Design bias Inconsistency Indirectness Imprecision considerations LMWH prophylaxis | (95% Cl) Absolute

All-cause mortality (follow-up not reported- 110 days)

4 randomised [serious’ |no serious serious? no serious none 285/3477| 295/3461 |[RR 0.97 (0.83| 3 fewer per 1000 (from [ LOW | CRITICAL
trials inconsistency imprecision (8.2%) (8.5%) to 1.13) 14 fewer to 11 more)

DVT (symptomatic and asymptomatic) (follow-up 110 days)

1 randomised [serious' |no serious serious? no serious none 17/272 42/263  |RR 0.39 (0.23|97 fewer per 1000 (from| LOW | CRITICAL
trials inconsistency imprecision (6.3%) (16%) to 0.67) 53 fewer to 123 fewer)

PE (symptomatic or asymptomatic) (follow-up not reported - 110 days)

3 randomised [serious' |no serious serious? very serious®  |none 8/2027 13/1986 |RR 0.6 (0.25 | 3 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency (0.39%) (0.65%) to 1.45) 5 fewer to 3 more) LOW

Major bleeding (follow-up not reported - 110 days)

3 randomised |serious’ [no serious serious? serious® none 23/2259| 15/2242 |RR 1.53 (0.80}j4 more per 1000 (from 1| VERY | CRITICAL
trials inconsistency (1%) (0.67%) to 2.92) fewer to 13 more) LOW

PE, fatal (follow-up not reported - 90 days)

3 randomised |serious’ [no serious serious? serious® none 12/2164| 20/2130 |RR 0.58 (0.31| 4 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency (0.55%) (0.94%) to 1.11) 6 fewer to 1 more) LOW

Heparin-induced thrombocytopenia (follow-up not reported)
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1 randomised [serious' |no serious serious? very serious® none 1/140 3/140 RR 0.33 (0.04|14 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency (0.71%) (2.1%) to 3.17) 21 fewer to 46 more) LOW

Clinically relevant non-major bleeding (follow-up 8 days)

1 randomised [serious’ |no serious no serious very serious®  [none 18/4171 14/4136 |RR 1.27 (0.63|1 more per 1000 (from 1| VERY |IMPORTANT]
trials inconsistency indirectness (0.43%) (0.34%) to 2.56) fewer to 5 more) LOW

Table 18: Clinical evidence profile: LMWH (high dose; standard duration) versus no prophylaxis

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . n e Other LMWH No Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations |(high dose) | prophylaxis | (95% CI) Absolute

All-cause mortality (follow-up 10 days)

1 randomised [serious' [no serious no serious very none 6/135 6/135 RR 1.00 (0.33| O fewer per 1000 (from | VERY [ CRITICAL
trials inconsistency indirectness serious? (4.4%) (4.4%) to 3.02) 30 fewer to 90 more) LOW

DVT (symptomatic and asymptomatic) (follow-up 10 days)

1 randomised [serious' [no serious no serious serious? none 4/132 12/131 RR 0.33 (0.11|61 fewer per 1000 (from| LOW [ CRITICAL
trials inconsistency indirectness (3%) (9.2%) to 1.00) 82 fewer to 0 more)

PE, fatal (follow-up 10 days)

1 randomised |serious |no serious no serious very none 1/132 3/131 RR 0.33 (0.03|15 fewer per 1000 (from| VERY [ CRITICAL
trials inconsistency indirectness serious? (0.76%) (2.3%) to 3.14) 22 fewer to 49 more) LOW

Pulmonary embolism (7-90 days from hospital discharge) — not reported

Major bleeding (up to 45 days from hospital discharge) — not reported

Table 19: Clinical evidence profile: LMWH (low dose; standard duration) versus no prophylaxis

Quality assessment

No of patients

Effect

Quality (Importance
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No of Design Risk of Inconsistency |Indirectness|imprecision Other LMWH No Relative Absolute
studies 9 bias y P considerations (low) | prophylaxis (95% Cl)

All-cause mortality (follow-up 110 days)

1 randomised [serious' [no serious serious? very none 51/351 50/362 RR 1.05 (0.73 [ 7 more per 1000 (from 37 VERY | CRITICAL
trials inconsistency serious® (14.5%) (13.8%) to 1.51) fewer to 70 more) LOW

DVT (symptomatic and asymptomatic) (follow-up 110 days)

1 randomised [serious' [no serious serious? very none 44/263 42/263 RR 1.05 (0.71 |8 more per 1000 (from 46 VERY | CRITICAL
trials inconsistency serious® (16.7%) (16%) to 1.54) fewer to 86 more) LOW

PE (follow-up 110 days)

1 randomised [serious' [no serious serious? very none 1/263 3/263 RR 0.33 (0.03 (8 fewer per 1000 (from 11| VERY [ CRITICAL
trials inconsistency serious® (0.38%) (1.1%) to 3.18) fewer to 25 more) LOW

Major bleeding (follow-up 14 days)

1 randomised [serious' [no serious serious? very none 4/351 7/362 RR 0.59 (0.17 |8 fewer per 1000 (from 16( VERY | CRITICAL
trials inconsistency serious® (1.1%) (1.9%) to 2) fewer to 19 more) LOW

PE, fatal (follow-up 110 days)

1 randomised [serious' [no serious serious? very none 1/263 1/263 OR 1.00 (0.06 | 0 fewer per 1000 (from 4 | VERY | CRITICAL
trials inconsistency serious® (0.38%) (0.38%) to 16.03 fewer to 54 more) LOW

Table 20: Clinical evidence profile: LMWH (high dose; standard duration) versus LMWH (standard dose; standard duration)

Quality assessment No of patients Effect
Quality| Importance
No ?f Design |Risk of bias| Inconsistency | Indirectness |Imprecision F)ther_ LMWH LMWH AU Absolute
studies considerations . (95% ClI)
(high (standard
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361

dose) dose)
All-cause mortality (follow-up 14 days)
1 randomised |no serious |no serious no serious very none 0/46 1/45 OR 0.13 (Oto|] 19 fewer per 1000 |®®00| CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0%) (2.2%) 6.67) (from 22 fewer to 109 | LOW
more)
Major bleeding (follow-up 14 days)
1 randomised |no serious |no serious no serious very none 0/46 0/45 See 0 fewer per 1000 (from |®@®00| CRITICAL
trials risk of bias [inconsistency indirectness serious' (0%) (0%) comment? | 40 fewer to 40 more)? | LOW
Heparin-induced thrombocytopenia (follow-up 14 days)
1 randomised |no serious |no serious no serious very none 0/46 0/45 See 0 fewer per 1000 (from |®@®00 |IMPORTANT|
trials risk of bias [inconsistency indirectness serious' (0%) (0%) comment? | 40 fewer to 40 more)? | LOW
e DVT (symptomatic and asymptomatic) — not reported
e PE — not reported
¢ Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
Table 21: Clinical evidence profile: LMWH (standard dose; standard duration) versus LMWH (low dose; standard duration)
Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of Inconsistency |Indirectness| Imprecision Other (sl;:’rl1v<:\|’:rd LMWH (low|  Relative Absolute
studies 9 bias y P considerations dose) (95% Cl)

dose)
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All-cause mortality (follow-up 110 days)

1 randomised [serious' |no serious serious? serious® none 41/360 51/351 |RR 0.78 (0.53| 32 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency (11.4%) (14.5%) to 1.15) 68 fewer to 22 more) LOW
DVT (symptomatic and asymptomatic) (follow-up 110 days)
1 randomised |serious’ [no serious serious? no serious none 17/272 44/263 [RR0.37 (0.22| 105 fewer per 1000 LOW | CRITICAL
trials inconsistency imprecision (6.3%) (16.7%) to 0.64) (from 60 fewer to 130
fewer)
PE (follow-up 110 days)
1 randomised [serious |no serious serious? very serious®  [none 0/272 1/263 |OR 0.13 (0.00|3 fewer per 1000 (from 4| VERY | CRITICAL
trials inconsistency (0%) (0.38%) to 6.59) fewer to 21 more) LOW
Major bleeding (follow-up 14 days)
1 randomised |serious’ [no serious serious? serious® none 6/360 1/351 |RR 5.85 (0.71] 14 more per 1000 (from | VERY | CRITICAL
trials inconsistency (1.7%) (0.28%) to 48.34) 1 fewer to 135 more) LOW
PE, fatal (follow-up 110 days)
1 randomised |serious’ [no serious serious? very serious®  |none 2/272 1/263  |OR 1.89 (0.20|3 more per 1000 (from 3| VERY | CRITICAL
trials inconsistency (0.74%) (0.38%) to 18.23) fewer to 61 more) LOW
Table 22: Clinical evidence profile: LMWH (standard dose; extended duration) versus LMWH (standard dose; standard duration)
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . - Other LMWH LMWH Relative
. Design . Inconsistency | Indirectness (Imprecision . . (extended (standard Absolute
studies bias considerations . . (95% Cl)
duration) duration)

All-cause mortality (follow-up 90 days)
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1 randomised |serious’ [no serious no serious serious? none 105/2159 105/2176 RR 1.01 0 more per 1000 LOW [ CRITICAL
trials inconsistency indirectness (4.9%) (4.8%) (0.77 to 1.31)| (from 11 fewer to 15
more)
PE (follow-up 90 days)
1 randomised |serious’ [no serious no serious very none 3/1818 7/1867 RR 0.44 2 fewer per 1000 VERY | CRITICAL
trials inconsistency indirectness serious? (0.17%) (0.37%) (0.11t0 1.7) | (from 3 fewer to 3 LOW
more)
PE, fatal (follow-up 90 days)
1 randomised |[serious’ |no serious no serious very none 0/1818 2/1867 OR0.14 1 fewer per 1000 VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (0.11%) (0.01 to 2.22)| (from 1 fewer to 1 LOW
more)
e Deep vein thrombosis (symptomatic and asymptomatic) (7-90 days from hospital discharge) — not reported
e  Major bleeding (up to 45 days from hospital discharge) — not reported
Table 23: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus AES
Quality assessment No of patients Effect
Quality| Importance
No of . . . . . .. Other LMWH + Relative
studies Design Risk of bias| Inconsistency Indirectness Imprecision considerations AES AES (95% Cl) Absolute
All-cause mortality (follow-up 90 days)
1 randomised |no serious |no serious no serious no serious none 348/4171 |355/4136[|RR 0.97 (0.84| 3 fewer per 1000 (from | HIGH | CRITICAL
trials risk of bias  [inconsistency indirectness imprecision (8.3%) (8.6%) to 1.12) 14 fewer to 10 more)
Major bleeding (follow-up 8 days)
1 randomised |no serious |no serious no serious very serious’ none 16/4171 [ 11/4136 |RR 1.44 (0.67| 1 more per 1000 (from | LOW [ CRITICAL
trials risk of bias  [inconsistency indirectness (0.38%) |(0.27%) to 3.10) 1 fewer to 6 more)
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Clinically relevant non-major bleeding (follow-up 8 days)

1 randomised |no serious |no serious no serious very serious’ none 18/4171 [ 14/4136 |RR 1.27 (0.63| 1 more per 1000 (from [ LOW (IMPORTANT]
trials risk of bias  [inconsistency indirectness (0.43%) |(0.34%) to 2.56) 1 fewer to 5 more)
e Deep vein thrombosis (symptomatic and asymptomatic) (7-90 days from hospital discharge) — not reported
e Pulmonary embolism (7-90 days from hospital discharge) — not reported
e  Fatal PE (up to 90 days from hospital discharge) — not reported
Table 24: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . - Other Relative
studies Design bias Inconsistency Indirectness [Imprecision considerations LMWH UFH (95% Cl) Absolute
All-cause mortality (follow-up 8 - 90 days)
5 randomised [serious' |[serious? no serious very none 113/3270|119/3226] RR 0.93 (0.59 |3 fewer per 1000 (from 15| VERY | CRITICAL
trials indirectness serious* (3.5%) | (3.7%) to 1.45) fewer to 17 more) LOW
DVT (symptomatic and asymptomatic) (follow-up 8 - 90 days)
3 randomised [serious' |no serious serious® serious* none 30/784 | 49/755 | RR 0.57 (0.37 |28 fewer per 1000 (from 8 | VERY | CRITICAL
trials inconsistency (3.8%) | (6.5%) to 0.87) fewer to 41 fewer) LOW
PE (follow-up 8 - 90 days)
5 randomised |serious' |no serious serious® serious* none 8/3077 |11/2989 | OR 0.73 (0.31 | 1 fewer per 1000 (from 3 | VERY | CRITICAL
trials inconsistency (0.26%) | (0.37%) to 1.73) fewer to 3 more) LOW

Major bleeding (follow-up 8 - 90 days)
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5 randomised [serious' |no serious serious® serious* none 15/3287 | 26/3258 | RR 0.64 (0.33 | 3 fewer per 1000 (from 5 | VERY | CRITICAL
trials inconsistency (0.46%) | (0.8%) to 1.23) fewer to 2 more) LOW

PE, fatal (follow-up not reported)

2 randomised |[serious’ [no serious serious® very none 1/1049 | 1/992 | OR 0.92 (0.06 | O fewer per 1000 (from 1 | VERY [ CRITICAL
trials inconsistency serious* (0.1%) | (0.1%) to 14.82) fewer to 14 more) LOW

Heparin-induced thrombocytopenia (follow-up 90 days)

3 randomised [serious' |no serious serious® serious* none 1/1831 | 4/1835 | OR 0.31 (0.05 | 2 fewer per 1000 (from 2 | VERY | CRITICAL
trials inconsistency (0.05%) | (0.22%) to 1.79) fewer to 2 more) LOW

Table 25: Clinical evidence profile: LMWH (standard dose; standard duration) versus apixaban

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . Other . Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations LMWH |Apixaban (95% Cl) Absolute

All-cause mortality (follow-up 30 days)

1 randomised |serious’ |no serious no serious very none 3/3273 | 2/3255 | RR 1.49 (0.25 | 0 more per 1000 (from 0 | VERY [ CRITICAL
trials inconsistency indirectness serious? (0.09%)| (0.06%) t0 8.92) fewer to 5 more) LOW

PE (follow-up 30 days)

1 randomised |serious’ |no serious no serious very none 8/3266 | 7/3251 | RR 1.14 (0.41 | 0 more per 1000 (from 1 | VERY [ CRITICAL
trials inconsistency indirectness serious? (0.24%)| (0.22%) to 3.13) fewer to 5 more) LOW

Major bleeding (including fatal bleeding) (30 days) (follow-up 30 days)

1 randomised |serious’ |no serious no serious serious? none 6/3217 | 15/3184 |RR 0.4 (0.15 to| 3 fewer per 1000 (from 4 | LOW | CRITICAL
trials inconsistency indirectness (0.19%)| (0.47%) 1.02) fewer to 0 more)

Major plus clinically relevant non-major bleeding (follow-up 30 days)
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1 randomised [serious' [no serious no serious serious? none 67/3217| 85/3184 | RR 0.78 (0.57 | 6 fewer per 1000 (from 11| LOW [ CRITICAL
trials inconsistency indirectness (2.1%) | (2.7%) to 1.07) fewer to 2 more)
e Deep vein thrombosis (symptomatic and asymptomatic) (7-90 days from hospital discharge) — not reported
e  Fatal PE (up to 90 days from hospital discharge) — not reported
Table 26: Clinical evidence profile: Rivaroxaban versus LMWH (standard dose; standard duration)
Quality assessment No of patients Effect
Quality |Importance
No of - - - - . _ Other . Relative
studies Design |Risk of bias| Inconsistency | Indirectness Imprecision T S Rivaroxaban| LMWH (95% Cl) Absolute
All-cause mortality (follow-up 35 days)
1 randomised [no serious [no serious no serious serious’ none 159/3096 |153/3169] RR 1.06 3 more per 1000 |[MODERATE| CRITICAL
trials risk of bias [inconsistency indirectness (5.1%) (4.8%) |(0.86 to 1.32)[ (from 7 fewer to 15
more)
DVT (symptomatic and asymptomatic) (follow-up 35 days)
1 randomised [serious? no serious serious® serious’ none 116/2967 |148/3057| RR 0.81 9 fewer per 1000 |VERY LOW | CRITICAL
trials inconsistency (3.9%) (4.8%) ((0.64 to 1.02)| (from 17 fewer to 1
more)
PE (follow-up 35 days)
1 randomised [serious? no serious serious® serious’ none 10/2967 |14/3057 | RR0.74 1 fewer per 1000 |VERY LOW | CRITICAL
trials inconsistency (0.34%) | (0.46%) |(0.33 to 1.65) (from 3 fewer to 3
more)
Major bleeding (follow-up 35 days)
1 randomised [no serious [no serious no serious no serious none 43/3997 |14/4001| RR3.07 7 more per 1000 HIGH CRITICAL
trials risk of bias [inconsistency indirectness imprecision (1.1%) (0.35%) |(1.68 to 5.61)| (from 2 more to 16
more)

Fatal PE (up to 90 days from hospital discharge) — not reported
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Table 27: Clinical evidence profile: Fondaparinux versus no prophylaxis

more)

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . Other . No Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations Fondaparinux prophylaxis |  (95% CI) Absolute
All-cause mortality (follow-up 30 days)
1 randomised |serious’ [no serious no serious serious? none 14/425 25/414 RR 0.55 (0.29| 27 fewer per 1000 LOW | CRITICAL
trials inconsistency indirectness (3.3%) (6%) to 1.03) (from 43 fewer to 2
more)
DVT (symptomatic and asymptomatic) (follow-up 15 days)
1 randomised |serious’ [no serious no serious serious? none 18/321 29/323 RR 0.62 (0.35| 34 fewer per 1000 LOW | CRITICAL
trials inconsistency indirectness (5.6%) (9%) to1.1) (from 58 fewer to 9
more)
PE (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 1/425 4/414 RR 0.24 (0.03|7 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency indirectness serious? (0.24%) (0.97%) to 2.17) 9 fewer to 11 more) LOW
Major bleeding (follow-up 15 days)
1 randomised |serious’ [no serious no serious very none 1/425 1/414 OR 0.97 (0.06( 0 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency indirectness serious? (0.24%) (0.24%) to 15.60) 2 fewer to 34 more) LOW
PE, fatal (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 3/425 71414 RR 0.42 (0.11| 10 fewer per 1000 VERY [ CRITICAL
trials inconsistency indirectness serious? (0.71%) (1.7%) to 1.6) (from 15 fewer to 10 LOW
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Cancer

Table 28: Clinical evidence profile: LMWH (standard dose) versus no VTE prophylaxis

more)*

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . - Other PR Eandand Relative
5 Design o Inconsistency | Indirectness | Imprecision : q dose) versus no (Control 0 Absolute
studies bias considerations . (95% ClI)
prophylaxis
All-cause mortality (follow-up 6 months)
3 randomised |serious’ [no serious no serious serious? none 88/538 14.5% | RR 1.04 6 more per 1000 ®DO0 CRITICAL
trials inconsistency indirectness (16.4%) (0.8 t0 1.37)| (from 29 fewer to LOW
54 more)
DVT (follow-up 6 months)
3 randomised |serious’ [no serious no serious serious? none 20/533 6.1% RR 0.6 24 fewer per 1000 ®DO0 CRITICAL
trials inconsistency indirectness (3.8%) (0.35to | (from 40 fewer to 2 LOW
1.04) more)
PE (follow-up 3-6 months)
4 randomised [serious’ [no serious no serious serious? none 5/693 1.7% | RRO0.41 |10 fewer per 1000 @P00 CRITICAL
trials inconsistency indirectness (0.72%) (0.15 to 1.1)| (from 14 fewer to 2 LOW
more)
Major bleeding (follow-up 3-6 months)
4 randomised |serious’ [no serious no serious serious? none 23/698 1.1% | RR1.94 [ 10 more per 1000 | @®®00 CRITICAL
trials inconsistency indirectness (3.3%) (0.98 to | (from O fewer to 31 LOW
3.84) more)
Heparin induced thrombocytopenia (follow-up 3-6 months)
2 randomised |serious’ [no serious no serious no serious none 0/447 0/451 3 0 fewer per 1000 ®P®0 [IMPORTANT]
trials inconsistency indirectness imprecision (0%) (0%) (from 10 more to 10|MODERATE

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Cannot be calculated due to zero events in both arms
4 Absolute difference calculated manually in RevMan

Table 29: Clinical evidence profile: LMWH (high dose) versus no VTE prophylaxis

Quality assessment

No of patien

ts

Effect

Quality Importance
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LMWH (high dose) .
2 ?f Design [Risk of bias| Inconsistency | Indirectness |Imprecision (_)ther_ versus no Control Reloatlve Absolute
studies considerations m (95% CI)
prophylaxis
All-cause mortality (follow-up median 111-113 days)
1 randomised |no serious |no serious no serious very none 33/769 4.2% RR 1.02 1 more per 1000 | ®@®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (4.3%) (0.57 to 1.83)| (from 18 fewer to 35| LOW
more)
DVT (follow-up median 111-113 days)
1 randomised [serious? no serious serious® very none 14/496 4.4% |[RR0.64 (0.3| 16 fewer per 1000 | @000 | CRITICAL
trials inconsistency serious’ (2.8%) to 1.35) (from 31 fewer to 15| VERY
more) LOW
PE (follow-up median 111-113 days)
1 randomised |serious? no serious serious® very none 3/496 1.1% RR 0.54 5 fewer per 1000 | @000 | CRITICAL
trials inconsistency serious’ (0.6%) (0.11 to 2.68)| (from 10 fewer to 18 | VERY
more) LOW
Major bleeding (follow-up median 111-113 days)
1 randomised [serious? no serious no serious serious’ none 5/496 0% OR4.72 -4 ®®00 | CRITICAL
trials inconsistency indirectness (1%) (0.75 to LOW
29.73)

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
4 Absolute risk difference cannot be calculated due to zero events in the control arm

Table 30: Clinical evidence profile: LMWH (standard dose) versus aspirin

Qualltylassessment No of patients Effect
Quality Importance
pokcl Design e Inconsistency | Indirectness | Imprecision Othen AR Relative
studies bias considerations dose) versus Control (95% Cl) Absolute
aspirin °
All-cause mortality (follow-up median 20-25 months)
2 randomised [serious’ |no serious no serious very serious?  |none
trials inconsistency indirectness 1/385 0.2% |OR 1 (0.06 to| O fewer per 1000 @000 | CRITICAL
(0.26%) 16.11) (from 2 fewer to 29 | VERY
more) LOW

PE (follow-up median 20-25 months)
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2 randomised [serious’ |no serious serious® no serious none
trials inconsistency imprecision 0/385 1.8% OR0.14 15 fewer per 1000 | @®00 | CRITICAL
(0%) (0.03 t0 0.61)| (from 7 fewer to 17 LOW
fewer)
Major bleeding (follow-up median 20-25 months)
2 randomised [serious’ |no serious no serious very serious?  |none
trials inconsistency indirectness 0/385 0.7% OR0.13 6 fewer per 1000 @000 | CRITICAL
(0%) (0.01t01.3)| (from 7 fewer to 2 VERY
more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

Table 31: Clinical evidence profile: Apixaban versus no VTE prophylaxis

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . o Other bl (Bl Clse) Relative
- Design ; Inconsistency | Indirectness [Imprecision 5 . versus no Control 5 Absolute
studies bias considerations 5 (95% ClI)
prophylaxis
All-cause mortality (follow-up mean 70 days)
1 randomised [no serious [no serious no serious very none 1/93 6.9% OR 0.09 62 fewer per 1000 | @®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (1.1%) (0.01 to 1.31)| (from 68 fewer to 19 | LOW
more)
PE (follow-up mean 70 days)
1 randomised [no serious [no serious no serious very none 0/93 3.5% | OR0.01 (0 | 35 fewer per 1000 [ ®®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0%) to 1.49) (from 35 fewer to 16 | LOW
more)
Major bleeding (follow-up mean 70 days)
1 randomised [no serious [no serious no serious very none 2/93 3.5% OR 0.58 14 fewer per 1000 | ®®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (2.2%) (0.04 to 8.53)|(from 34 fewer to 201| LOW
more)
CRNMB (follow-up mean 70 days)
1 randomised |no serious [no serious serious? very none 4/93 0% OR 3.84 3 @000 [IMPORTANT]
trials risk of bias [inconsistency serious’ (4.3%) (0.37 to VERY
39.51) LOwW

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
3 Absolute risk difference cannot be calculated due to zero events in the control arm
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Table 32: Clinical evidence profile: VKA versus no VTE prophylaxis

Quality assessment No of patients Effect
Quality [Importance
kel Design Blskicl Inconsistency |Indirectness| Imprecision ST MU Control Rolatlys Absolute
studies 9 bias y P considerations prophylaxis (95% ClI)
All-cause mortality (follow-up mean 199 days)
1 randomised |serious' |no serious serious? no serious none 87/152 62.3% |RR 0.92 (0.77(50 fewer per 1000 (from| @®00 | CRITICAL
trials inconsistency imprecision (57.2%) to 1.1) 143 fewer to 62 more) [ LOW
PE (follow-up mean 199 days)
1 randomised |serious' |no serious serious? very serious®  |none 1/152 0.6% [OR 1.05 (0.07|0 more per 1000 (from 6| @000 | CRITICAL
trials inconsistency (0.66%) to 16.81) fewer to 86 more) VERY
LOW
Major bleeding (follow-up mean 199 days)
1 randomised [serious’ |no serious serious? very serious®  [none 1/152 1.3% |OR 0.53 (0.06| 6 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency (0.66%) to 5.18) 12 fewer to 51 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Patients with central venous catheters
Table 33: Clinical evidence profile: LMWH (standard dose; standard duration) versus no VTE prophylaxis
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . - Other LMWH no VTE Relative
5 Design A Inconsistency | Indirectness |Imprecision - q (standard - 3 Absolute
studies bias considerations dose) prophylaxis (95% Cl)
All-cause mortality (follow-up 30 - 112 days)
5 randomised |serious’ |[serious? no serious very none 30/751 34/598 RR 0.82 (0.51| 10 fewer per 1000 VERY | CRITICAL
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trials indirectness serious® (4%) (5.7%) to 1.32) (from 28 fewer to 18 | LOW
more)
DVT (follow-up 30 - 90 days)
2 randomised |serious’ |no serious serious® serious® none 63/268 87/249 RR 0.65 (0.5 | 122 fewer per 1000 | VERY | CRITICAL
trials inconsistency (23.5%) (34.9%) to 0.85) (from 52 fewer to 175 | LOW
fewer)
PE (follow-up 90 - 112 days)
2 randomised |[serious’ |no serious no serious very none 1/432 1/280 OR 0.69 (0.04 |1 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency indirectness serious® (0.23%) (0.36%) to 11.98) 3 fewer to 38 more) LOW
PE, fatal (follow-up 90 days)
1 randomised |[serious’ |no serious no serious very none 0/191 0/194 Not estimable*|0 fewer per 1000 (from| VERY | CRITICAL
trials inconsistency indirectness serious® (0%) (0%) 10 fewer to 10 more)* | LOW
Major bleeding (follow-up 30 - 112)
5 randomised |serious’ |[serious? very serious®  |very none 2/671 1/522 OR 1.14 (0.11]0 more per 1000 (from| VERY |CRITICAL
trials serious® (0.3%) (0.19%) to 12.13) 2 fewer to 21 more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 or 2 increments because the point estimate varies widely across studies, unexplained by subgroup analysis
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Zero events in both arms. Risk difference calculated in Review Manager.
5 The majority of the evidence had indirect outcomes
Table 34: Clinical evidence profile: LMWH (low dose; standard duration) versus no VTE prophylaxis
Quality assessment No of patients Effect
Quality | Importance
o el Design i Inconsistenc Indirectness |Imprecision i AR D= e Absolute
studies g bias y P considerations [(low dose)| prophylaxis | (95% CI)
Major bleeding (follow-up 21 days)
1 randomised [serious' [no serious no serious very none 0/56 0/57 Not 0 fewer per 1000 (from | VERY | CRITICAL
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trials |inconsistency |indirectness serious? | (0%) (0%) | estimable® | 30 fewer to 30 more)® | LOW
Clinically relevant non-major bleeding (follow-up 21 days)
1 randomised [serious' [no serious no serious very none 0/56 0/57 Not 0 fewer per 1000 (from | VERY [IMPORTANT
trials inconsistency indirectness serious® (0%) (0%) estimable® | 30 fewer to 30 more)® | LOW
Heparin-induced thrombocytopenia (follow-up 21 days)
1 randomised [serious' [no serious no serious very none 0/56 0/57 Not 0 fewer per 1000 (from | VERY [IMPORTANT
trials inconsistency indirectness serious? (0%) (0%) estimable® | 30 fewer to 30 more)® | LOW
All-cause mortality — no data reported
DVT - no data reported
PE — no data reported
PE, fatal — no data reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms. Risk difference calculated in Review Manager.
Table 35: Clinical evidence profile: VKA versus no VTE prophylaxis
Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . Other no VTE Relative
studies Design bias Inconsistency Indirectness Imprecision considerations VKA prophylaxis (95% Cl) Absolute
All-cause mortality (follow-up 30 days)
1 randomised |very no serious no serious very serious®  [none 14/114 11/114 RR 1.27 (0.6 | 26 more per 1000 (from | @000 | CRITICAL
trials serious’ |inconsistency indirectness (12.28%) (9.65%) to 2.68) 39 fewer to 162 more) | VERY
LOwW

DVT (follow-up 30 days)
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1 randomised |serious' |no serious serious? no serious none 25/114 60/114 RR 0.39 (0.28| 321 fewer per 1000 @®00 | CRITICAL
trials inconsistency imprecision (21.9%) (52.6%) to 0.55) (from 237 fewer to 379 | LOW
fewer)
Major bleeding (follow-up 30 days)
1 randomised |very no serious no serious very serious®  [none 0/114 0/114 See comment| 0 fewer per 1000 (from | @000 | CRITICAL
trials serious’ |inconsistency indirectness (0%) (0%) 20 fewer to 20 more)* | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 36: Clinical evidence profile: LMWH (standard dose; standard duration) versus VKA

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . Other Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations LMWH| VKA (95% Cl) Absolute

All-cause mortality (follow-up 30 weeks)

1 randomised |very no serious no serious very none 12/120( 14/114 [RR 0.81 (0.39 to| 23 fewer per 1000 (from 75 | VERY | CRITICAL
trials serious’ |[inconsistency indirectness serious? (10%) |(12.3%), 1.68) fewer to 84 more) LOW

DVT (follow-up 30 days)

1 randomised |serious’ |no serious serious® serious? none 48/120|25/114 |RR 1.82 (1.21 to| 180 more per 1000 (from 46 | VERY | CRITICAL
trials inconsistency (40%) 1(21.9%), 2.75) more to 384 more) LOW

Major bleeding (follow-up 30 days)

1 randomised  [|very no serious no serious very none 0/120 | 0/114 | Not estimable* | 0 fewer per 1000 (from 20 | VERY | CRITICAL
trials serious’  |inconsistency indirectness serious? (0%) | (0%) fewer to 20 more)* LOW

PE - no data reported
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PE, fatal — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
4 Zero events in both arms. Risk difference calculated in Review Manager.

Palliative care

No relevant clinical studies identified.

Critical care

People who are not contraindicated to pharmacological or mechanical prophylaxis

Table 37: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH

Quality assessment No of patients Effect
Quality |Importance
Dalteparin UFH
e i Design Riskiof Inconsistency (Indirectness| Imprecision Othen FEEURD Absolute
studies bias considerations |5000 IU once| 5000 IU (95% Cl)
daily twice daily
All-cause mortality (follow-up up to 100 days)
1 randomised |no serious |no serious serious® no serious none 698/1873 763/1873 RR 0.91 37 fewer per 1000 |[MODERATE| CRITICAL
trials risk of bias |inconsistency imprecision (37.3%) (40.7%) (0.84 to (from 4 fewer to 65
0.99) fewer)

DVT, any (follow-up at time of death. discharge or at 100 days if patients were still hospitalised)
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1 randomised |serious’ no serious serious® serious? none 138/1873 161/1873 RR 0.86 12 fewer per 1000 |VERY LOW/| CRITICAL
trials inconsistency (7.4%) (8.6%) (0.69 to (from 27 fewer to 6
1.07) more)
PE (follow-up at time of death. discharge or at 100 days if patients were still hospitalised)
1 randomised |no serious |no serious serious® serious? none 18/1873 28/1873 RR 0.64 5 fewer per 1000 [MODERATE| CRITICAL
trials risk of bias [inconsistency (0.96%) (1.5%) (0.36 to (from 10 fewer to 2
1.16) more)
Major bleeding (follow-up at time of death. discharge or at 100 days if patients were still hospitalised)
1 randomised [no serious |no serious serious® serious? none 103/1873 105/1873 RR 0.98 1 fewer per 1000 |MODERATE| CRITICAL
trials risk of bias [inconsistency (5.5%) (5.6%) (0.75to | (from 14 fewer to 16
1.28) more)
Heparin-induced thrombocytopenia (follow-up at time of death. discharge or at 100 days if patients were still hospitalised)
1 randomised |no serious |no serious serious® serious? none 5/1873 12/1873 RR 0.42 4 fewer per 1000 |[MODERATE(IMPORTANT]
trials risk of bias |inconsistency (0.27%) (0.64%) (0.15to (from 5 fewer to 1
1.18) more)
Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
People who are contraindicated to pharmacological prophylaxis
Table 38: Clinical evidence profile: IPC (half-leg) + AES versus AES alone
Quality assessment No of patients Effect
Quality [Importance
ke i Design iy Inconsistency [Indirectness|imprecision Othen 7S — TR Absolute
studies bias considerations AES only (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 6 days)
1 randomised |serious’ |no serious serious® very none 10/179 | 16/183 | RR 0.64 (0.3 to | 31 fewer per 1000 (from 61 VERY | CRITICAL
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|tria|s | |inconsistency serious® | (5.6%) | (8.7%) | 1.37) | fewer to 32 more) | LOW

PE, symptomatic (follow-up 6 days)

1 randomised |serious’ |no serious serious® serious? none 0/204 | 1/202 | OR0.13 (0 to 4 fewer per 1000 (from 5 VERY | CRITICAL
trials inconsistency (0%) | (0.5%) 6.75) fewer to 28 more) LOW

Fatal PE (follow-up 6 days)

1 randomised |serious’ |no serious serious® very none 0/204 | 0/202 | See comment4 | 0 fewer per 1000 (from 10 LOW | CRITICAL
trials inconsistency serious? (0%) (0%) fewer to 10 more)4

All-cause mortality — this outcome was reported in the study and was assessed at 90 days. This was not extracted as the study’s aim was investigate the short-term effects of using mechanical

prophylaxis. After the mechanical prophylaxis was used for 6 days, pharmacological prophylaxis could have been introduced, introducing potential confounding.

Major bleeding — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.

Pregnant women and women up to 6 weeks postpartum

Table 39: UFH versus AES (length unspecified)

Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistency |Indirectness|imprecision Other UFH versus GCS Control Relative Absolute
studies 9 bias y P considerations (undefined) (95% Cl)
DVT (follow-up discharge from hospital)

1 randomised |serious' [no serious serious? very none 1/50 RR 1 (0.06 to |0 fewer per 1000 (from 19| @000 | CRITICAL

trials inconsistency serious® (2%) 15.55) fewer to 291 more) VERY

LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 40: UFH versus LMWH (standard dose, standard duration)
Quality assessment No of patients Effect
Quality {Importance
No of Design Risk of Inconsistenc Indirectness|lmprecision Other UFH versus LMWH Control Relative Absolute
studies 9 bias y P considerations (standard dose) (95% ClI)
DVT (follow-up discharge from hospital)
1 randomised  [serious' |no serious serious? very none 1/50 0/50 [ OR7.39 (0.15to - @000 | CRITICAL
trials inconsistency serious® (1.8%) (0%) 372.38) VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Risk difference calculated in Review Manager
Table 41: LMWH (low dose, standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality Importance
LG Design il Inconsistenc Indirectness (Imprecision Sy LMV‘\::S::’ niose) Control Relative Absolute
studies 9 bias y P considerations prophylaxis (95% Cl)

PE (follow-up 42 days)
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1 randomised [serious' [no serious no serious very none 0/39 0/37 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment®*# |50 fewer to 50 more)**| VERY
LoOwW
Major bleeding (follow-up 42 days)
1 randomised [very no serious no serious very none 0/39 1/37 |OR0.13 (0 to| 23 fewer per 1000 | @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (2.7%) 6.47) (from 27 fewer to 125 | VERY
more) LOwW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Could not be calculated as there were no events in the intervention or comparison group
4 Risk difference calculated in Review Manager

Table 42: LMWH (standard dose, standard duration) versus AES (length unspecified)

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistency |Indirectness|imprecision Other LMWH versus AES Control Relative Absolute
studies 9 bias y P considerations | (length unspecified) (95% ClI)
DVT (follow-up discharge from hospital)

1 randomised |[serious' |no serious serious? very none 0/50 1/50 [ OR 0.14 (0 |17 fewer per 1000 (from| ®000 | CRITICAL

trials inconsistency serious® (0%) (2%) to 6.82) 20 fewer to 102 more) | VERY

LOw

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 43: LMWH (high dose, extended duration) versus LMWH (high dose, standard duration)

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . - Other LMWH (ext duration) Relative
X Design . Inconsistency | Indirectness |Imprecision . . versus LMWH (st [Control Absolute
studies bias considerations . (95% ClI)
duration)
PE (follow-up 90 days)
1 randomised [serious' [no serious no serious very none 0/335 0/311 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious® (0%) (0%) | comment |10 fewer to 10 more)*®| VERY
LOw

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Could not be calculated as there were no events in the intervention or comparison group
5 Risk difference calculated in Review Manager

People with psychiatric illness

No relevant clinical studies identified.

Anaesthesia

None.
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Lower limb immobilisation

Table 44: Clinical evidence profile: IPCD (below knee) versus no VTE prophylaxis

Quality assessment No of patients Effect
Quality Importance
- IPCD (below knee) -
No of . Risk of . . . . Other Relative
studies Design bias Inconsistency | Indirectness [Imprecision considerations versus no \{TE Control (95% Cl) Absolute
prophylaxis
PE (follow-up 41 days)
1 randomised |serious’ [no serious no serious very none 0/69 0/71 [Not estimable| 0 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from 30 fewer to 30 [ VERY
more)® LOW
DVT (follow-up 42 days
2 randomised |serious’ [no serious no serious very none 44/79 39/83 RR 1.19 89 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (55.7%) (47%) [(0.88 to 1.61)(from 56 fewer to 287 VERY
more) LOW
All-cause mortality — no data
Fatal PE — no data
Major bleeding — no data
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated manually in RevMan
Table 45: Clinical evidence profile: LMWH (standard prophylactic dose) versus no VTE prophylaxis
Quality assessment No of patients Effect Quality |Importance
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LMWH (standard

No of . Risk of . . o Other Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations dose) versus no VTE |Control (95% Cl) Absolute
prophylaxis
All-cause mortality (follow-up 42 days)
2 randomised [serious' [no serious no serious very serious? [none 0/188 0/189 Not 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) estimable | (from 10 fewer to |VERY LOW
10 more)®
Fatal PE (follow-up 38-42 days)
3 randomised [serious' [no serious no serious very serious? |none 0/287 0/295 Not 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) | estimable | (from 10 fewer to |VERY LOW
10 more)®
PE (follow-up 38-40 days)
7 randomised [serious' [no serious serious* serious? none 3/1445 9/1454 ORO0.37 | 4 fewer per 1000 @000 CRITICAL
trials inconsistency (0.21%) (0.62%)((0.12 to 1.14)]| (from 5 fewer to 1 | VERY LOW
more)
DVT (follow-up 38-40 days)
8 randomised [serious' [no serious no serious no serious none 78/972 146/962 RR 0.53 |71 fewer per 1000 @®®®0 CRITICAL
trials inconsistency indirectness imprecision (8%) (15.2%)[(0.41 to 0.68)| (from 49 fewer to |[MODERATE|
90 fewer)
Major bleeding (follow-up 38-90 days)
6 randomised [serious’ [no serious no serious very serious? |none 2/1386 1/1375| OR 1.99 1 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.14%) (0.07%)[ (0.21to |(from 1 fewer to 13| VERY LOW
19.23) more)
Heparin-induced thrombocytopenia (follow-up 90 days)
1 randomised [serious' [no serious no serious very serious? [none 1/130 1/128 OR 0.98 0 fewer per 1000 @®000 |IMPORTANT
trials inconsistency indirectness (0.77%) (0.78%)| (0.06 to (from 7 fewer to |VERY LOW
15.83) 103 more)
Clinically relevant non-major bleeding (follow-up 38 days)
1 randomised [serious' [no serious serious* very serious? |none 1/719 0/716 OR 7.36 0 more per 1000 @®000 |IMPORTANT
trials inconsistency (0.14%) (0%) (0.15to (from 2 fewer to 5 | VERY LOW
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370.84)

more)?

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Risk difference calculated manually in Review Manager
4 Downgraded by 1 or 2 increments due to intervention indirectness because the majority of the evidence was from a study that had mixed standard or high doses of LMWH

Table 46: Clinical evidence profile: Fondaparinux versus LMWH (standard prophylactic dose)

0.51)

55 fewer)

Quality assessment No of patients Effect
Quality |Importance
. Fondaparinux versus .
A ?f Design R's.k 2 Inconsistency | Indirectness | Imprecision ('Jther' LMWH (standard |Control Retie Absolute
studies bias considerations doze) (95% Cl)
All-cause mortality (follow-up 21-45 days)
1 randomised [serious' |no serious no serious very serious?  [none 1/621 0/622 |OR 7.4 (0.15 - ®000 CRITICAL
trials inconsistency indirectness (0.16%) (0%) | to 372.99) VERY LOW
PE (follow-up 21-45 days)
2 randomised |serious’ |no serious no serious very serious? |none 2/713 0/6716| OR 7.41 3 @000 CRITICAL
trials inconsistency indirectness (0.28%) (0%) (0.46 to VERY LOW
118.65)
DVT (follow-up 21-45 days)
2 randomised [serious' |no serious no serious no serious none 12/674 44/677 | RR0.27 |47 fewer per 1000 D@0 CRITICAL
trials inconsistency indirectness imprecision (1.8%) (6.5%)| (0.15t0 (from 32 fewer to [MODERATE
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Major bleeding (follow-up 21-45 days)

2 randomised [serious' |no serious no serious very serious? |none 1/766 0/762 | OR7.35 3 @000 CRITICAL

trials inconsistency indirectness (0.13%) (0%) (0.15to VERY LOW

370.19)

Clinically relevant non-major bleeding (follow-up 21-45 days)
1 randomised [serious' |no serious no serious very serious? [none 1/674 3/670 | ORO0.36 3 fewer per 1000 @000 CRITICAL

trials inconsistency indirectness (0.15%) (0.45%)|(0.05 to 2.6) | (from 4 fewer to 7 | VERY LOW

more)

Heparin-induced thrombocytopenia (follow-up 21-45 days)
1 randomised [serious' |no serious no serious very serious? [none 0/674 1/670 | OR0.13 (0 | 1 fewer per 1000 @000 |IMPORTANT]

trials inconsistency indirectness (0%) (0.15%)| t06.78) (from 1 fewer to 9 |VERY LOW

more)
Fatal PE — no data
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Absolute effects could not be calculated due to zero events in the control arm
Table 47: Clinical evidence profile: Fondaparinux versus no VTE prophylaxis
Quality assessment No of patients Effect
Quality |Importance
pelel Design RESEy Inconsistenc Indirectness | Imprecision Rl el B ST Control UL Absolute
studies 9 bias y P considerations | no VTE prophylaxis (95% ClI)
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PE (follow-up 40 days)

1 randomised [serious [no serious no serious very serious' |none 0/92 2/94 OR0.14 18 fewer per 1000 @000 CRITICAL

trials inconsistency indirectness (0%) (2.1%) [(0.01 to 2.2)|(from 21 fewer to 24 | VERY LOW

more)

DVT (follow-up 40 days)
1 randomised [serious? |no serious no serious no serious none 1/92 11/94 | RR0.09 [ 106 fewer per 1000 BP0 CRITICAL

trials inconsistency indirectness imprecision (1.1%) (11.7%)| (0.01to (from 34 fewer to |MODERATE

0.71) 116 fewer)

Major bleeding (follow-up 40 days)
1 randomised [serious? |no serious no serious no serious none 0/92 0/94 - 0 fewer per 1000 BP0 CRITICAL

trials inconsistency indirectness imprecision (0%) (0%) (from 20 fewer to 20 MODERATE

more)®
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
3 Risk difference calculated manually in Review Manager
Fragility fractures of the pelvis, hip and proximal femur
Table 48: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality [ Importance
No of . Risk of . . . Other LMWH No Relative
X Design i Inconsistency | Indirectness |Imprecision . . (standard . Absolute
studies bias considerations dose) prophylaxis [ (95% CI)
All-cause mortality (follow-up 84 days)
2 randomised |serious’ |no serious no serious very none 4/156 4/149 RR 1.17 (0.33|5 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (2.6%) (2.7%) to 4.19) 18 fewer to 86 more) | VERY
LOW
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DVT (symptomatic and asymptomatic) (follow-up 14 days)

2 randomised |[serious’ [no serious no serious serious? none 20/156 36/149 RR 0.59 (0.37| 99 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (12.8%) (24.2%) to 0.96) (from 10 fewer to 152 | LOW
fewer)
PE (follow-up 84 days)
1 randomised [very no serious serious® very none 0/30 1/38 OR0.17 (Oto| 22 fewer per 1000 @000 | CRITICAL
trials serious’ [inconsistency serious? (0%) (2.6%) 8.65) (from 26 fewer to 163 | VERY
more) LOW
Major bleeding (follow-up time-point not reported)
1 randomised |[serious' [no serious serious® very none 0/126 0/111 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency serious? (0%) (0%) comment* | 20 fewer to 20 more)* | VERY
LOW
Wound infection (follow-up 84 days)
1 randomised |[serious’ [no serious no serious very none 2/30 2/38 RR 1.27 (0.19] 14 more per 1000 @000 |IMPORTANT]
trials inconsistency indirectness serious? (6.7%) (5.3%) to 8.47) (from 43 fewer to 393 | VERY
more) LOW
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.
Table 49: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness Imprecision Other (sI;aerlv::'d UFH Relative Absolute
studies 9 bias y P considerations dose) (95% ClI)
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All-cause mortality (follow-up time-point not reported)

1 randomised [serious’ [no serious serious? very serious®  [none 2/46 3/44 |RR 0.64 (0.11| 25 fewer per 1000 @000 CRITICAL
trials inconsistency (4.3%) (6.8%)| to 3.64) (from 61 fewer to 180 |VERY LOW
more)
PE (follow-up 8 days)
1 randomised |serious’ |no serious no serious no serious none 6/46 0/44 |OR 7.95 (1.53 - @DD0 CRITICAL
trials inconsistency indirectness imprecision (13%) (0%) | to41.29) MODERATE
. DVT (symptomatic and asymptomatic) — not reported
. Major bleeding — not reported
e  Fatal PE - not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Absolute effects could not be calculated due to zero events in the control arm
Table 50: Clinical evidence profile: LMWH (standard dose; standard duration) versus fondaparinux
Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other (sl;:’rl1v<:\|’:rd Fondaparinux Relative Absolute
studies 9 bias y 3 considerations = (95% Cl)
dose)
All-cause mortality (follow-up 49 days)
1 randomised |no serious |no serious no serious very serious' |none 42/842 38/831 RR 1.09 4 more per 1000 @®00 CRITICAL
trials risk of bias [inconsistency indirectness (5%) (4.6%) (0.71to  [(from 13 fewer to 31 LOW
1.67) more)

DVT (symptomatic and asymptomatic) (follow-up 11 days)
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1 randomised |[serious? no serious no serious no serious none 117/623 49/624 RR 2.39 | 109 more per 1000 SETe) CRITICAL
trials inconsistency indirectness imprecision (18.8%) (7.9%) (1.75to (from 59 more to [MODERATE
3.28) 179 more)
PE (follow-up 11 days)
1 randomised |[serious? no serious no serious very serious' |none 1/831 1/840 RR 1.01 0 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.12%) (0.12%) (0.06 to | (from 1 fewer to 18 | VERY LOW
16.13) more)
Major bleeding (follow-up 11 days)
1 randomised |no serious |no serious no serious very serious' |none 19/842 18/831 RR 1.04 1 more per 1000 @00 CRITICAL
trials risk of bias [inconsistency indirectness (2.3%) (2.2%) (0.55to0 |[(from 10 fewer to 21 LOW
1.97) more)
Fatal PE (follow-up 11 days)
1 randomised |serious? no serious no serious very serious' [none 2/840 2/831 RR 0.99 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0.24%) (0.24%) (0.14to | (from 2 fewer to 14 [ VERY LOW
7.01) more)
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
Table 51: Clinical evidence profile: LMWH (standard dose; standard duration) followed by rivaroxaban versus rivaroxaban
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . - Other LMWH + . Relative
studies Design bias Inconsistency | Indirectness |Imprecision considerations | rivaroxaban Rivaroxaban (95% Cl) Absolute
All-cause mortality (follow-up 30 days)
1 randomised [no serious |no serious no serious very none 1/96 0/96 OR 7.39 (0.15 2 @®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (1%) (0%) to 372.38) LOwW
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DVT (symptomatic and asymptomatic) (follow-up 30 days)

1 randomised [no serious |no serious serious® very none 9/96 5/96 RR 1.8 (0.63 | 42 more per 1000 [ @000 | CRITICAL
trials risk of bias |inconsistency serious’ (9.4%) (5.2%) to 5.17) (from 19 fewer to 217 [ VERY
more) LOW
PE (follow-up 30 days)
1 randomised [no serious |no serious no serious very none 2/96 1/96 RR 2 (0.18to| 10 more per 1000 | @®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (2.1%) (1%) 21.69) (from 9 fewer to 216 | LOW
more)
Fatal PE (follow-up 30 days)
1 randomised [no serious |no serious no serious very none 1/96 0/96 OR 7.39 (0.15 2 @®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (1%) (0%) to 372.38) LOwW

. Major bleeding — not reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Absolute effects could not be calculated due to zero events in one of the arms.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 52: Clinical evidence profile: LMWH (standard dose; standard duration) followed by rivaroxaban versus LMWH (standard dose; extended

duration)
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . . Other LMWH + LMWH Relative
. Design . Inconsistency |Indirectness|imprecision . . . (extended Absolute
studies bias considerations | rivaroxaban . (95% Cl)
duration)
All-cause mortality (follow-up 30 days)
1 randomised |no serious [no serious serious? very none 1/96 1/95 RRO0.99 (0.06( 0O fewer per 1000 @000 | CRITICAL
trials risk of bias |inconsistency serious’ (1%) (1.1%) to 15.59) |(from 10 fewer to 154 | VERY
more) LOW
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DVT (symptomatic and asymptomatic) (follow-up 30 days)

1 randomised |no serious [no serious very serious?|very none 9/96 12/95 RR 0.74 33 fewer per 1000 | ®000 | CRITICAL

trials risk of bias [inconsistency serious’ (9.4%) (12.6%) (0.33 to 1.68)| (from 85 fewer to 86 | VERY

more) LOW

PE (follow-up 30 days)
1 randomised [no serious [no serious serious? very none 1/96 2/95 RR 0.49 11 fewer per 1000 | @000 | CRITICAL

trials risk of bias [inconsistency serious’ (1%) (2.1%) (0.05 to 5.37)| (from 20 fewer to 92 | VERY

more) LOW

Fatal PE (follow-up 30 days)
1 randomised [no serious [no serious serious? very none 1/96 1/95 RR 0.99 0 fewer per 1000 @000 | CRITICAL

trials risk of bias [inconsistency serious’ (1%) (1.1%) (0.06to [(from 10 fewer to 154 [ VERY

15.59) more) LOW
. Major bleeding — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 53: Clinical evidence profile: LMWH (standard dose; extended duration) versus rivaroxaban
Quality assessment No of patients Effect
Quality [Importance
LMWH .
No ?f Design |Risk of bias| Inconsistency [Indirectness|imprecision .Other. (extended |Rivaroxaban Relative Absolute
studies considerations . (95% ClI)
duration)

All-cause mortality (follow-up 30 days)
1 randomised [no serious [no serious serious® very none 1/95 0/96 OR 7.47 (0.15 -2 @000 | CRITICAL

trials risk of bias |inconsistency serious’ (1.1%) (0%) to 376.35) VERY

LOw

DVT (symptomatic and asymptomafic) (follow-up 30 days)
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1 randomised |no serious [no serious very serious® [serious’ none 12/95 5/96 RR 2.43 (0.89| 74 more per 1000 @000 | CRITICAL
trials risk of bias [inconsistency (12.6%) (5.2%) t0 6.62) (from 6 fewer to 293 | VERY
more) LOW
PE (follow-up 30 days)
1 randomised |no serious [no serious serious® very none 2/95 1/96 RR 2.02 (0.19| 11 more per 1000 @000 | CRITICAL
trials risk of bias |[inconsistency serious’ (2.1%) (1%) t0 21.92) (from 8 fewer to 218 | VERY
more) LOW
Fatal PE (follow-up 30 days)
1 randomised |no serious [no serious serious® very none 1/95 0/96 OR 7.47 (0.15 -2 @000 | CRITICAL
trials risk of bias |inconsistency serious’ (1.1%) (0%) to 376.35) VERY
LOwW
e  Major bleeding — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Absolute effects could not be calculated due to zero events in one of the arms.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 54: Clinical evidence profile: Fondaparinux (extended duration) versus fondaparinux (standard duration)
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . . Other Fondaparinux Fondaparinux Relative
. Design . Inconsistency | Indirectness | Imprecision . . (extended (standard Absolute
studies bias considerations . . (95% Cl)
duration) duration)
All-cause mortality (follow-up 25-31 days)
1 randomised |no serious |no serious no serious very serious' [none 6/327 8/329 RR 0.75 |6 fewer per 1000 ®@®00 CRITICAL
trials risk of bias|inconsistency |indirectness (1.8%) (2.4%) (0.26 to |(from 18 fewer to LOW
2.15) 28 more)

DVT (symptomatic and asymptomatic) (follow-up 25-32 days)
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1 randomised |serious? [no serious no serious no serious none 3/208 74/218 RR 0.04 326 fewer per SETe) CRITICAL
trials inconsistency  |indirectness  [imprecision (1.4%) (33.9%) (0.01to | 1000 (from 295 [MODERATE
0.13) fewer to 336
fewer)
PE (follow-up 25-31 days)
1 randomised |no serious |no serious no serious very serious’ [none 0/326 2/330 OR 0.14 |5 fewer per 1000 @®00 CRITICAL
trials risk of bias|inconsistency  |indirectness (0%) (0.61%) (0.01to |(from 6 fewer to 7 LOW
2.19) more)
Major bleeding (follow-up 25-31 days)
1 randomised |no serious [no serious no serious serious'’ none 8/327 2/329 RR 4.02 18 more per DDD0 CRITICAL
trials risk of bias|inconsistency [indirectness (2.4%) (0.61%) (0.86 to 1000 (from 1 |MODERATE
18.81) fewer to 108
more)
Fatal PE (follow-up 25-31 days)
1 randomised [no serious |no serious no serious very serious’ |none 0/326 1/330 OR 0.14 (0|3 fewer per 1000 @®®00 CRITICAL
trials risk of bias|inconsistency [indirectness (0%) (0.3%) t06.9) | (from 3 fewer to LOW
18 more)
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
Table 55: Clinical evidence profile: UFH versus no prophylaxis
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . A Other No Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations UFH prophylaxis | (95% Cl) Absolute
All-cause mortality (follow-up time-point not reported)
2 randomised |serious’ |no serious serious? serious® none 30/115 17/115 RR 1.76 112 more per 1000 @000 CRITICAL
(from 6 more to 297
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trials inconsistency (26.1%)| (14.8%) |(1.04 to 3.01) more) VERY LOW

DVT (symptomatic and asymptomatic) (follow-up 14 days)

4 randomised |serious’ |no serious no serious no serious none 42/211 79/209 RR 0.53 178 fewer per 1000 DDDO CRITICAL
trials inconsistency indirectness imprecision (19.9%)| (37.8%) [(0.38 to 0.73)| (from 102 fewer to 234 IMODERATE

fewer)

PE (follow-up time-point not reported)

3 randomised [serious’ [no serious serious? very serious®  |none 6/146 5/144 RR 1.16 (0.4 | 6 more per 1000 (from @000 CRITICAL
trials inconsistency (4.1%) (3.5%) to 3.38) 21 fewer to 83 more) |VERY LOW

Fatal PE (follow-up time-point not reported)

1 randomised [serious’ [no serious very serious? very serious®  |none 1/65 1/65 OR 1 (0.06 to| O fewer per 1000 (from @000 CRITICAL
trials inconsistency (1.5%) (1.5%) 16.16) 14 fewer to 186 more) |VERY LOW

Wound infection (follow-up time-point not reported)

2 randomised [serious' [no serious serious? very serious®  |none 9/75 10/75 RR 0.9 (0.3913 fewer per 1000 (from| @000 [IMPORTANT]
trials inconsistency (12%) (13.3%) to 2.08) 81 fewer to 144 more) |VERY LOW

. Major bleeding — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 56: Clinical evidence profile: UFH + AES (length unspecified) versus AES (length unspecified)

Quality assessment No of patients Effect
Quality [Importance
LG Design L Inconsistenc Indirectness |Imprecision Sl Ul:::: :\:S AES (length Relative Absolute
studies 9 bias y P considerations unspec?ified) unspecified) (95% ClI)
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All-cause mortality (follow-up time-point not reported)

1 randomised |serious’ |no serious serious? serious® none 0/29 3/23 OR 0.1 (0.01 | 116 fewer per 1000 | ®000 | CRITICAL
trials inconsistency (0%) (13%) t0 0.97) |(from 3 fewer to 129 VERY
fewer) LOW
DVT (symptomatic and asymptomatic) (follow-up 10 days)
1 randomised |[serious’ |no serious no serious very none 10/29 8/23 RR 0.99 (0.47 3 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious® (34.5%) (34.8%) to 2.1) (from 184 fewer to | VERY
383 more) LOW
PE (follow-up time-point not reported)
1 randomised |very no serious serious? very none 2/29 1/23 RR 1.59 (0.15 26 more per 1000 | @000 | CRITICAL
trials serious' |inconsistency serious® (6.9%) (4.3%) to 16.42) (from 37 fewerto | VERY
670 more) LOwW
Major bleeding (follow-up time-point not reported)
1 randomised |very no serious very serious?  |very none 0/29 0/23 See 0 fewer per 1000 | @000 | CRITICAL
trials serious’ |inconsistency serious® (0%) (0%) comment* |(from 70 fewer to 70| VERY
more)* LOW
Fatal PE (follow-up time-point not reported)
1 randomised |very no serious very serious?  |very none 0/29 1/23 OR 0.1 (0 to [ 39 fewer per 1000 | @000 | CRITICAL
trials serious’ |inconsistency serious® (0%) (4.3%) 5.39) (from 43 fewerto | VERY
153 more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

4 Absolute effects could not be calculated due to zero events in the control arm

Table 57: Clinical evidence profile: VKA versus no prophylaxis

Quality assessment

No of patients

Effect

Quality

Importance
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No of . Risk of . . L. Other No Relative
studies Design bias Inconsistency | Indirectness Imprecision considerations VKA prophylaxis | (95% Cl) Absolute

All-cause mortality (follow-up 90 days)

3 randomised [serious' |no serious no serious serious? none 39/218 52/218 RR 0.75 |60 fewer per 1000 (from| @®®00 CRITICAL
trials inconsistency indirectness (17.9%)| (23.9%) [(0.52 to 1.08)| 114 fewer to 19 more) LOwW

DVT (symptomatic and asymptomatic) (follow-up 10 days)

3 randomised |[serious’ [no serious no serious no serious none 35/213 741211 RR 0.47 186 fewer per 1000 ODD0 CRITICAL
trials inconsistency indirectness imprecision (16.4%)| (35.1%) [(0.34 to 0.64)| (from 126 fewer to 231 |[MODERATE

fewer)

PE (follow-up 90 days)

2 randomised [very no serious serious® very serious?  |none 2/180 4/180 OR 0.51 (0.1(11 fewer per 1000 (from| @000 CRITICAL
trials serious’ [inconsistency (1.1%) (2.2%) to 2.55) 20 fewer to 33 more) [VERY LOW

Major bleeding (follow-up time-point not reported)

2 randomised |very no serious serious® serious? none 19/118 11/118 RR 1.73 |68 more per 1000 (from| @000 CRITICAL
trials serious’ [inconsistency (16.1%) (9.3%) (0.88 to 3.37)| 11 fewer to 221 more) |VERY LOW

Fatal PE (follow-up 90 days)

1 randomised [serious' |no serious no serious serious? none 1/100 7/100 RR 0.14 |60 fewer per 1000 (from| ®®00 CRITICAL
trials inconsistency indirectness (1%) (7%) (0.02 to 1.14)| 69 fewer to 10 more) LOW

Deep wound infection (follow-up time-point not reported)

1 randomised [serious' |no serious serious® very serious?  [none 3/38 4/38 RR 0.75 |26 fewer per 1000 (from{ @000 [IMPORTANT]
trials inconsistency (7.9%)| (10.5%) [(0.18 to 3.13)| 86 fewer to 224 more) |VERY LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
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Table 58: Clinical evidence profile: Aspirin (+ other prophylaxis) versus no prophylaxis (+ other prophylaxis)

Quality assessment No of patients Effect
Quality |Importance
No of . . . . . _ Other i No Relative
studies Design Risk of bias| Inconsistency [Indirectness| Imprecision considerations Aspirin e (95% Cl) Absolute

All-cause mortality (follow-up 35 days)

1 randomised [no serious |no serious serious? no serious none 447/6679|461/6677 [RR 0.97 (0.85|2 fewer per 1000 (from | @®®0 CRITICAL
trials risk of bias  |inconsistency imprecision (6.7%) | (6.9%) to 1.1) 10 fewer to 7 more) [MODERATE

PE (follow-up 35 days)

1 randomised [no serious |no serious serious? serious’ none 28/6679 | 38/6677 |RR 0.74 (0.45| 1 fewer per 1000 (from | @®®00 CRITICAL
trials risk of bias  |inconsistency (0.42%) | (0.57%) t01.2) 3 fewer to 1 more) LOW

Fatal PE (follow-up 35 days)

1 randomised |no serious  |no serious serious? no serious none 18/6679 | 43/6677 |RR 0.42 (0.24|4 fewer per 1000 (from See) CRITICAL
trials risk of bias  |inconsistency imprecision (0.27%) | (0.64%) t0 0.72) 2 fewer to 5 fewer) [MODERATE

Wound infection (follow-up 35 days)

1 randomised [no serious |no serious serious? serious’ none 98/6679 | 84/6677 |RR 1.17 (0.87| 2 more per 1000 (from @®00 [IMPORTANT]
trials risk of bias  [inconsistency (1.5%) | (1.3%) to 1.56) 2 fewer to 7 more) LOW

. DVT (symptomatic and asymptomatic) — not reported
. Major bleeding — not reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 59: Clinical evidence profile: IPCD versus no prophylaxis

Quality assessment No of patients Effect Quality (Importance
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No of . Risk of . . L. Other No Relative
studies Design bias Inconsistency Indirectness Imprecision considerations IPCD prophylaxis | (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up mean 14 days)
1 randomised |[serious’ [no serious no serious no serious none 0/145 9/159 OR 0.14 (0.04(48 fewer per 1000 (from| @®®0 CRITICAL
trials inconsistency indirectness imprecision (0%) (5.7%) to 0.53) 26 fewer to 54 fewer) [MODERATE
PE (follow-up 5-10 days)
1 randomised [serious’ |no serious no serious very serious?  [none 2/145 6/159 RR 0.37 (0.07)|24 fewer per 1000 (from| @000 CRITICAL
trials inconsistency indirectness (1.4%)[ (3.8%) to 1.78) 35 fewer to 29 more) |VERY LOW
e  All-cause mortality — not reported
. Major bleeding — not reported
e  Fatal PE - not reported
530 " Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
531 2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
532
Ks23 Elective hip replacement
534  Table 60: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality | Importance
. LWMH .
e ?f Design R's.k e Inconsistency | Indirectness | Imprecision (l)ther. (standard e . Reloatlve Absolute
studies bias considerations dose) prophylaxis | (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 90 days)
3 randomised |very no serious no serious no serious none 42/207 75/184 RR 0.46 220 fewer per 1000 | @00 | CRITICAL
trials serious’ |inconsistency indirectness imprecision (20.3%) (40.8%) |(0.33 to 0.63)|(from 151 fewer to 273 LOW
fewer)
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Major bleeding (follow-up 11-12 days)

4 randomised |very no serious no serious no serious none 14/457 1/457 OR 5.92 11 more per 1000 | @®00 | CRITICAL
trials serious’ |inconsistency indirectness imprecision (3.1%) (0.22%) (2.13to (from 2 more to 33 LOW
16.46) more)
Wound haematoma (follow-up 10-12 days)
2 randomised [serious' [no serious no serious serious? none 36/161 21/158 RR 1.65 86 more per 1000 | ®®00 |IMPORTANT]
trials inconsistency indirectness (22.4%) (13.3%) [(1.06 to 2.59)| (from 8 more to 211 LOW
more)
PE (follow-up 90 days)
3 randomised |very no serious serious?® no serious none 3/207 8/184 RR 0.15 37 fewer per 1000 | @000 | CRITICAL
trials serious’ |inconsistency imprecision? (1.4%) (4.3%) (0.04 to 0.58)| (from 18 fewer to 42 | VERY
fewer) LOW
Wound infection (follow-up timepoint not reported)
1 randomised |[serious' [no serious no serious very serious?  [none 2/58 0/54 OR 7.02 4 @000 [IMPORTANT
trials inconsistency indirectness (3.4%) (0%) (0.43 to VERY
113.83) LOwW
All-cause mortality — no data reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Absolute effects could not be calculated due to zero events in the control arm
Table 61: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . - Other Relative
studies Design bias Inconsistency Indirectness (Imprecision considerations LMWH UFH (95% Cl) Absolute

(standard
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dose)
All-cause mortality (follow-up 7 days)
1 randomised |serious’ [no serious no serious very none 0/136 2/142 |OR 0.14 (0.01| 12 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.4%) to 2.25) 14 fewer to 17 more) VERY
LOw
DVT (symptomatic and asymptomatic) (follow-up 7-14 days)
4 randomised |serious’ |serious® serious* serious? none 63/398 77/386 |RR 0.74 (0.42| 52 fewer per 1000 (from [ @000 | CRITICAL
trials (15.8%) (19.9%)| to 1.30) 116 fewer to 60 more) | VERY
LOW
PE (follow-up 7 days)
4 randomised |serious’ [no serious serious* serious? none 2/474 8/467 |OR 0.30 (0.09( 12 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency (0.42%) (1.7%) to 1.04) 16 fewer to 1 more) VERY
LOW
Major bleeding (follow-up 7 days)
3 randomised |serious’ |serious® serious* very none 6/390 18/384 |OR 0.36 (0.16| 29 fewer per 1000 (from | @000 | CRITICAL
trials serious? (1.5%) (4.7%) to0 0.82) 8 fewer to 39 fewer) VERY
LOw
Wound haematoma > 5 cm (follow-up not reported)
1 randomised [serious’ |no serious no serious very none 2/67 7/68 |RR 0.29 (0.06| 73 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (3%) (10.3%)| to1.35) 97 fewer to 36 more) VERY
LOwW

. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.

4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
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Table 62: Clinical evidence profile: LMWH (standard dose; standard duration) versus VKA

Quality assessment No of patients Effect
Quality | Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other (sl;awrliv::rd VKA Relative Absolute
studies 9 bias y P considerations (95% Cl)
dose)
DVT (symptomatic and asymptomatic) (follow-up 9 days)
1 randomised |very no serious no serious serious? none 49/190 28/192|RR 1.77 (1.16[112 more per 1000 (from| @000 | CRITICAL
trials serious' [inconsistency indirectness (25.8%) (14.6%)| to02.69) 23 more to 246 more) | VERY
LOW
Major bleeding (follow-up 9 days)
1 randomised |very no serious no serious very none 6/271 4/279 |RR 1.54 (0.44| 8 more per 1000 (from 8 | @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (2.2%) (1.4%)| to5.41) fewer to 63 more) VERY
LOwW
Wound haematoma (follow-up 9 days)
1 randomised |very no serious no serious serious? none 71271 2/279 |RR 1.77 (1.16| 6 more per 1000 (from 1| @000 |IMPORTANT]
trials serious’ [inconsistency indirectness (2.6%) (0.72%)| to 2.69) more to 12 more) VERY
LOwW
e  All-cause mortality — not reported
. PE - not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 63: Clinical evidence profile: LMWH (standard dose; standard duration) versus dabigatran
Quality assessment No of patients Effect Quality |Importance
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more)

No of Design Risk of Inconsistenc Indirectness [Imprecision Other (sI;:’rllv::rd Dabigatran Relative Absolute
studies 9 bias y P considerations dose) 9 (95% ClI)
All-cause mortality (follow-up 35 days)
1 randomised |no serious |no serious no serious very none 1/992 0/1001 OR 7.46 -2 @®@d00 CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0.1%) (0%) (0.15to LOwW
375.79)
DVT (symptomatic and asymptomatic) (follow-up 35 days)
2 randomised |serious® no serious no serious serious’ none 124/1680 105/1671 |RR 1.18 (0.92[ 11 more per 1000 ®@®00 CRITICAL
trials inconsistency indirectness (7.4%) (6.3%) to 1.51) (from 5 fewer to 32 LOW
more)
PE (follow-up 35 days)
2 randomised [serious® no serious no serious very none 5/1889 6/1881 [RR 0.82 (0.25( 1 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness serious’ (0.26%) (0.32%) to 2.69) (from 2 fewerto 5 [VERY LOW
more)
Major bleeding (28-35 days)
2 randomised |no serious |no serious no serious serious’ none 27/2157 37/2156 |RR 0.73 (0.45| 5 fewer per 1000 D@0 CRITICAL
trials risk of bias [inconsistency indirectness (1.3%) (1.7%) to 1.19) (from 9 fewer to 3 |MODERATE
more)
Clinically relevant non-major bleeding (28-35 days)
1 randomised [no serious |no serious no serious very none 20/1003 23/1010 |[RR 0.88 (0.48| 3 fewer per 1000 @®00 |IMPORTANT
trials risk of bias |inconsistency indirectness serious’ (2%) (2.3%) to 1.58) [(from 12 fewer to 13 LOW

Fatal PE — not reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Absolute effects could not be calculated due to zero events in the control arm
3 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

$9|del1 3avys
sixejAydoud 3 1A



L0T
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

553

Table 64: Clinical evidence profile: LMWH (standard dose; standard duration) versus apixaban

Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other (sl;awrliv::rd [Apixaban Relative Absolute
studies 9 bias y P considerations P (95% ClI)
dose)
All-cause mortality (follow-up 32-38 days)
1 randomised |no serious [no serious no serious very serious'  [none 1/2699 3/2708 OR 0.37 1 fewer per 1000 @®00 CRITICAL
trials risk of bias |inconsistency indirectness (0.04%) (0.11%) (0.05to (from 1 fewer to 2 LOwW
2.62) more)
DVT (symptomatic and asymptomatic) (follow-up 32-38 days)
1 randomised |no serious [no serious no serious no serious none 68/1911 22/1944 | RR 3.14 24 more per 1000 OOOD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (3.6%) (1.1%) (1.95to | (from 11 more to 46 HIGH
5.06) more)
PE (follow-up 32-38 days)
1 randomised |no serious [no serious no serious very serious'  [none 5/2699 3/2708 |RR 1.67 (0.4| 1 more per 1000 @®00 CRITICAL
trials risk of bias |inconsistency indirectness (0.19%) (0.11%) to 6.99) (from 1 fewer to 7 LOW
more)
Major bleeding (follow-up 32-38 days)
1 randomised |no serious [no serious no serious very serious'  [none 18/2659 22/2673 | RR0.82 1 fewer per 1000 @®®00 CRITICAL
trials risk of bias [inconsistency indirectness (0.68%) (0.82%) (0.44 to (from 5 fewer to 4 LOwW
1.53) more)
Fatal PE (follow-up 32-38 days)
1 randomised [no serious [no serious no serious very serious’  |none 0/2699 1/2708 | OR0.14 (0 | O fewer per 1000 ®®00 CRITICAL
trials risk of bias [inconsistency indirectness (0%) (0.04%) to 6.84) (from O fewer to 2 LOW
more)
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Clinically relevant non-major bleeding (follow-up 32-38 days)

1 randomised |no serious [no serious no serious serious' none 120/2659 (109/2673| RR 1.11 4 more per 1000 @®®0 [IMPORTANT]
trials risk of bias |inconsistency indirectness (4.5%) (4.1%) (0.86 to (from 6 fewer to 18 [MODERATE
1.43) more)
Heparin-induced thrombocytopenia (follow-up 32-38 days)
1 randomised |no serious [no serious no serious very serious'  [none 3/2659 2/2673 RR 1.51 0 more per 1000 @®00 |IMPORTANT
trials risk of bias |inconsistency indirectness (0.11%) (0.07%) (0.25to (from 1 fewer to 6 LOwW
9.02) more)
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 65: Clinical evidence profile: LMWH (standard dose; standard duration) versus rivaroxaban
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH . Relative
. Design L Inconsistency | Indirectness | Imprecision . . (standard [Rivaroxaban Absolute
studies bias considerations X (95% CI)
duration)
All-cause mortality (follow-up 30-42 days)
1 randomised [serious' no serious no serious no serious none 81/869 17/864 RR 4.74 | 74 more per 1000 D@0 CRITICAL
trials inconsistency indirectness imprecision (9.3%) (2%) (2.83 to (from 36 more to |MODERATE
7.92) 136 more)
DVT (symptomatic and asymptomatic) (follow-up 30-42 days)
1 randomised |serious’ no serious no serious no serious none 71/869 14/864 RR 5.04 | 65 more per 1000 SEe) CRITICAL
trials inconsistency indirectness imprecision (8.2%) (1.6%) (2.86 to (from 30 more to |MODERATE
8.87) 128 more)

$9|del1 3avys
sixejAydoud 3 1A



60T
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

557
558
559

560

PE (follow-up 30-42 days)

1 randomised |serious’ no serious no serious very serious® |none 4/869 1/864 OR 3.31 3 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.46%) (0.12%) (0.57 to | (from O fewer to 21 |VERY LOW
19.15) more)
Major bleeding (follow-up 41 days)
1 randomised [serious’ no serious no serious very serious? [none 19/1257 23/1252 RR 0.82 3 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (1.5%) (1.8%) (0.45to [ (from 10 fewer to 9 |VERY LOW
1.50) more)
Clinically relevant non-major bleeding (follow-up 41 days)
1 randomised [serious' no serious serious® very serious? [none 33/1229 40/1228 RR 0.82 6 fewer per 1000 @000 |IMPORTANT]
trials inconsistency (2.7%) (3.3%) (0.52t0 1.3)| (from 16 fewer to |VERY LOW
10 more)
Wound infection (follow-up 41 days)
1 randomised |no serious |no serious no serious very serious? |none 6/1229 8/1228 RR 0.75 2 fewer per 1000 @®00 [IMPORTANT]
trials risk of bias |inconsistency indirectness (0.49%) (0.65%) (0.26 to (from 5 fewer to 7 LOwW
2.15) more)

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 66: Clinical evidence profile: LMWH (standard dose; standard duration) versus IPCD

dose)

Quality assessment No of patients Effect
LMWH
No of Other Relative
. . . . . . . Absol
studies Design Risk of bias| Inconsistency Indirectness (Imprecision considerations (standard IPCD (95% Cl) bsolute

Quality|lmportance
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DVT (symptomatic and asymptomatic) (follow-up 84 days)

1 randomised [no serious  |no serious no serious very none 8/190 8/196 | RR 1.03 (0.4 | 1 more per 1000 (from |®®00 | CRITICAL
trials risk of bias  |inconsistency indirectness serious’ (4.2%) (4.1%)| to2.69) 24 fewer to 69 more) | LOW
PE (follow-up 84 days)
1 randomised |no serious  |no serious no serious very none 2/196 2/194 [RR 0.99 (0.14|0 fewer per 1000 (from 9|®®00 | CRITICAL
trials risk of bias  |inconsistency indirectness serious’ (1%) (1%) to 6.96) fewer to 61 more) LOW
e All-cause mortality — not reported
. Fatal PE — not reported
1 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Absolute effects could not be calculated due to zero events in the control arm
Table 67: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus no prophylaxis
Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other LMWH + No Relative Absolute
studies 9 bias y P considerations | AES |prophylaxis | (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 8-12 days)
1 randomised |[no serious [no serious no serious no serious none 8/32 13/14 RR 0.27 678 fewer per 1000 DODD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (25%) (92.9%) |(0.15 to 0.5) |(from 464 fewer to 789 HIGH
fewer)
PE (follow-up 8-12 days)
1 randomised |[no serious [no serious no serious serious ' none 2/32 5/14 RR 0.17 296 fewer per 1000 SCT0) CRITICAL
trials risk of bias |inconsistency indirectness (6.3%) (35.7%) (0.04 to (from 71 fewer to 343 [MODERATE
0.80) fewer)

All-cause mortality — not reported
Major bleeding — not reported
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Fatal PE — not reported

1 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 68: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus AES alone

Quality assessment No of patients Effect
Quality |Importance
No of . . . . . .. Other LMWH + Relative
studies Design Risk of bias | Inconsistency Indirectness |Imprecision considerations AES AES (95% CI) Absolute
All-cause mortality (follow-up 90 days)
1 randomised [no serious no serious no serious very none 0/78 0/75 | Not estimable? |0 fewer per 1000 (from 30 ®®00 | CRITICAL
trials risk of bias' [inconsistency indirectness serious* (0%) (0%) fewer to 30 more)? LOW
DVT (symptomatic and asymptomatic) (follow-up 14 days)
3 randomised |serious’ serious® no serious serious* none 60/236 |97/239 | RR 0.63 (0.48 | 154 fewer per 1000 (from | @000 | CRITICAL
trials indirectness (25.4%) |(40.6%) to 0.82) 28 fewer to 235 fewer) VERY
LOw
PE (follow-up 90 days)
3 randomised |serious’ no serious no serious very none 2/236 | 2/239 [OR 1.02 (0.14 | 0 more per 1000 (from 7 | @000 | CRITICAL
trials inconsistency indirectness serious* (0.85%) |(0.84%) to 7.30) fewer to 50 more) VERY
Low

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Zero events in both arms. Risk difference calculated in Review Manager.
3 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
4 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 69: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus LMWH (standard dose; standard duration)

Quality assessment

No of patients

Effect

Quality|lmportance
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No of . . . . . . . Other LMWH + Relative
studies Design Risk of bias | Inconsistency Indirectness [Imprecision considerations AES LMWH (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 8-12 days)
1 randomised |no serious no serious no serious very none 8/32 12/32 [RR 0.67 (0.32| 124 fewer per 1000 (from |®@®00 | CRITICAL
trials risk of bias  [inconsistency indirectness serious' (25%) |(37.5%) to1.41) 255 fewer to 154 more) LOW
PE (follow-up 8-12 days)
1 randomised |no serious no serious no serious very none 2/32 3/32 [RR0.67 (0.12 31 fewer per 1000 (from 83 |®®00 | CRITICAL
trials risk of bias  [inconsistency indirectness serious' (6.3%) |[(9.4%) to 3.73) fewer to 256 more) LOW
e  All-cause mortality — not reported
. Major bleeding — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 70: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus fondaparinux + AES
Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other LMWH + | Fondaparinux +| - Relative Absolute
studies 9 bias y P considerations AES AES (95% CI)
All-cause mortality (follow-up 49 days)
1 randomised [serious' |no serious no serious very none 4/1133 2/1140 RR 2.01 (0.37| 2 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0.35%) (0.18%) to 10.96) 1 fewer to 17 more) | VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 49 days)
1 randomised |serious' |no serious no serious very none 83/918 36/908 RR 2.28 (1.56 51 more per 1000 (from| @000 | CRITICAL

VERY
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trials inconsistency indirectness serious? (9%) (4%) to 3.34) 22 more to 93 more) LOW
PE (follow-up 49 days)
1 randomised |serious' |no serious no serious very none 3/1123 3/1129 OR 1.01 (0.2 | 0 more per 1000 (from [ @000 | CRITICAL
trials inconsistency indirectness serious? (0.27%) (0.27%) to 4.99) 2 fewer to 10 more) | VERY
LOw
Fatal PE (follow-up 49 days)
1 randomised [serious' |no serious no serious very none 1/1123 0/1129 OR 1.01 (0.06| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0.09%) (0.09%) to 16.08) 1 fewer to 13 more) | VERY
LOW
Major bleeding (follow-up 49 days)
1 randomised |serious' |no serious serious® serious? none 32/1133 47/1140 RR 0.69 (0.44| 13 fewer per 1000 @000 | CRITICAL
trials inconsistency (2.8%) (4.1%) to 1.07) (from 23 fewer to 3 VERY
more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 71: Clinical evidence profile: LMWH + IPCD + AES versus IPCD+ AES
Quality assessment No of patients Effect
Quality|lmportance
No of . . . . . . . Other LMWH + | IPCD + Relative
studies Design Risk of bias| Inconsistency Indirectness |Imprecision considerations |IPCD + AES| AES (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 11 days)
1 randomised [no serious  |no serious no serious very none 6/83 | RR0.83 (0.26 | 12 fewer per 1000 (from |®@®00 | CRITICAL
trials risk of bias  |inconsistency indirectness serious’ (7.2%) to 2.62) 53 fewer to 117 more) | LOW

PE (follow-up 11 days)
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1 randomised |no serious  |no serious no serious very none 0/83 0/83 [Not estimable?| 0 fewer per 1000 (from |@®®00 | CRITICAL

trials risk of bias  |inconsistency indirectness serious’ (0%) (0%) 20 fewer to 20 more)? | LOW

e  All-cause mortality — not reported
e  Fatal PE - not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
Table 72: Clinical evidence profile: LMWH (standard dose; standard duration) versus fondaparinux
Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . - Other Sl (eI Relative
5 Design o Inconsistency | Indirectness (Imprecision - q dose) versus Control 0 Absolute
studies bias considerations P - (95% ClI)
‘'ondaparinux

Major bleeding (follow-up 11-49 days)
2 randomised |serious’ no serious serious? serious® none 32/1216 47/1224 RR 0.69 12 fewer per 1000 | @000 | CRITICAL

trials inconsistency (2.6%) (3.8%) | (0.44to | (from 22 fewerto 3 | VERY

1.07) more) LOW

Wound haematoma (follow-up 11 days)
1 randomised [no serious |no serious no serious very none 3/83 3/84 RR 1.01 0 more per 1000 | ®®00 [IMPORTANT]

trials risk of bias |[inconsistency indirectness serious® (3.6%) (3.6%)| (0.21to (from 28 fewer to LOwW

4.87) 138 more)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 The majority of the evidence was based on indirect comparisons.
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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Table 73: Clinical evidence profile: LMWH + IPCD + AES versus fondaparinux + IPCD + AES

Quality assessment No of patients Effect
Quality|lmportance
+
No of Design Risk of Inconsistenc Indirectness |Imprecision Other LII\:(‘;VDH+ Fondaparinux + Relative Absolute
studies 9 bias y P considerations | - IPCD + AES (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 11 days)
1 randomised |no serious |no serious no serious very none 5/83 6/84 RR 0.84 (0.27| 11 fewer per 1000 |®®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious' (6%) (7.1%) to 2.66) |(from 52 fewer to 119 LOW
more)
PE (11 days) (follow-up 11 days)
1 randomised [no serious |no serious no serious very none 0/83 0/84 Not 0 fewer per 1000 [®@00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (0%) (0%) estimable® | (from 20 fewer to 20 | LOW
more)?
e All-cause mortality — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
Table 74: Clinical evidence profile: LMWH (standard dose; standard duration) versus foot pump
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH Foot Relative
X Design i Inconsistency | Indirectness |Imprecision . . (standard Absolute
studies bias considerations dose) pump (95% Cl)

DVT (symptomatic and asymptomatic) (follow-up 90 days)
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1 randomised |[serious’ |no serious no serious very none 18/138 24/136 [RR 0.74 (0.42}46 fewer per 1000 (from| @000 CRITICAL
trials inconsistency indirectness serious? (13%) (17.6%) to 1.3) 102 fewer to 53 more) | VERY LOW
PE (follow-up 90 days)
1 randomised |[serious’ |no serious no serious very none 0/138 1/136 |OR 0.13 (0 to | 6 fewer per 1000 (from @000 CRITICAL
trials inconsistency indirectness serious? (0%) (0.74%) 6.72) 7 fewer to 40 more) |VERY LOW
Fatal PE (follow-up 90 days)
1 randomised |[serious’ |no serious no serious very none 0/138 0/136 |Not estimable? 0 fewer per 1000 (from | @®®®0 CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 10 fewer to 10 more)® [MODERATE
e  All-cause mortality — not reported
. Major bleeding — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
Table 75: Clinical evidence profile: LMWH (standard dose; extended duration) versus LMWH (standard dose; standard duration)
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH LMWH Relative
X Design i Inconsistency | Indirectness | Imprecision X . (extended (standard Absolute
studies bias considerations . . (95% Cl)
duration) duration)
All-cause mortality (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very serious® [none 0/90 0/89 Not 0 fewer per 1000 @®®00 CRITICAL
trials risk of bias |inconsistency indirectness (0%) (0%) estimable’ | (from 20 fewer to LOW
20 more)'
DVT (symptomatic and asymptomatic) (follow-up 23-35 days)
3 randomised |serious®  [no serious no serious no serious none 26/350 68/328 RR 0.36 |133 fewer per 1000| ®®®0 CRITICAL
trials inconsistency indirectness imprecision (7.4%) (20.7%) (0.23 to 0.55)( (from 93 fewer to
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160 fewer) MODERATE
PE (follow-up 23-35 days)
3 randomised |[serious?  |no serious no serious very serious® |none 0/382 1/368 OR0.12 2 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0.27%) (0.00 to 6.19)|(from 3 fewer to 14| VERY LOW
more)
Major bleeding (follow-up 23-35 days)
3 randomised |serious?  [no serious no serious very serious® [none 0/454 1/441 OR0.14 2 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0.23%) |(0.00 to 6.87)|(from 2 fewer to 13| VERY LOW
more)
Heparin-induced thrombocytopenia (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very serious® [none 3/224 2/211 RR 1.41 4 more per 1000 ®D00 [IMPORTANT]
trials risk of bias |inconsistency indirectness (1.3%) (0.95%) [(0.24 to 8.37)|(from 7 fewer to 70 LOW
more)
Wound haematoma (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very serious® [none 1/90 1/89 OR 0.99 0 fewer per 1000 @®00 [IMPORTANT]
trials risk of bias |inconsistency indirectness (1.1%) (1.1%) (0.06 to (from 11 fewer to LOwW
15.93) 142 more)

Fatal PE — not reported

1 Zero events in both arms. Risk difference calculated in Review Manager.
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 76: Clinical evidence profile: LMWH (standard dose; extended duration) + AES versus LMWH (standard dose; standard duration) + AES

Quality assessment No of patients Effect
No of Design Risk of Inconsistenc Indirectness lImorecision Other LMWH (extended|LMWH (standard| Relative Absolute
studies 9 bias y P considerations | duration) + AES | duration) + AES | (95% CI)

Quality|lmportance
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DVT (symptomatic and asymptomatic) (follow-up 35 days)

1 randomised |serious' |no serious no serious serious? none 22/114 33/104 RR 0.61 124 fewer per 1000 (®@@00 | CRITICAL
trials inconsistency indirectness (19.3%) (31.7%) (0.38to  |(from 10 fewer to 197 | LOW
0.97) fewer)
PE (follow-up 35 days)
1 randomised |serious' |no serious no serious serious? none 0/111 3/106 OR0.13 25 fewer per 1000 [@®@00 | CRITICAL
trials inconsistency indirectness (0%) (2.8%) (0.01 to (from 28 fewerto 6 | LOW
1.23) more)

e  All-cause mortality — not reported
Major bleeding — not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 77: Clinical evidence profile: LMWH (standard dose; extended duration) versus rivaroxaban

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH . Relative
. Design . Inconsistency | Indirectness | Imprecision . . (extended |Rivaroxaban Absolute
studies bias considerations . (95% CI)
duration)
All-cause mortality (follow-up mean 70 days)
1 randomised |[serious’ |no serious no serious very serious?  |none 0/1558 1/1595 OR0.14 (0 | 1 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0.06%) to 6.98) (from 1 fewer to 4 [VERY LOW
more)
DVT (symptomatic and asymptomatic) (follow-up mean 36 days)
1 randomised |[serious’ |no serious no serious no serious none 53/1558 12/1595 RR 4.52 | 26 more per 1000 @O®0 CRITICAL
trials inconsistency indirectness imprecision (3.4%) (0.75%) (2.43to [(from 11 more to 56 [MODERATE
8.43) more)
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PE (follow-up mean 36 days)

1 randomised [serious’ |no serious no serious very serious?  |none 1/1558 4/1595 OR 0.31 2 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0.06%) (0.25%) (0.05 to (from 2 fewer to 2 |VERY LOW
1.78) more)
Major bleeding (follow-up mean 36 days)
1 randomised |[serious’ |no serious no serious very serious?  [none 33/2275 40/2266 RR 0.82 3 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (1.5%) (1.8%) (0.52 to (from 8 fewer to 5 [VERY LOW
1.30) more)
Clinically relevant non-major bleeding (follow-up mean 36 days)
1 randomised [serious' |no serious no serious serious? none 54/2224 65/2209 RR 0.83 5 fewer per 1000 @®®00 [IMPORTANT]
trials inconsistency indirectness (2.4%) (2.9%) (0.58 to | (from 12 fewer to 5 LOW
1.18) more)
Wound infection (follow-up mean 36 days)
1 randomised |[serious’ |no serious no serious very serious?  |none 8/2224 8/2209 RR 0.99 0 fewer per 1000 @000 |IMPORTANT]
trials inconsistency indirectness (0.36%) (0.36%) (0.37 to (from 2 fewer to 6 |VERY LOW
2.64) more)

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 78: Clinical evidence profile: LMWH (standard dose; extended duration) versus LMWH (standard dose; standard duration) followed by aspirin

(extended duration)

Quality

Quality assessment No of patients Effect
No of . Risk of . . .. Other LMWH Aspirin Relative
. Design . Inconsistency | Indirectness [Imprecision . . (extended (extended Absolute
studies bias considerations . . (95% Cl)
duration) duration)

Importance
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All-cause mortality (follow-up 90 days)

26 more)

1 randomised |no serious [no serious no serious very none 1/400 0/385 OR7.12 (0.14 -2 ®@®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0.25%) (0%) to 358.94) LOW

PE (follow-up 90 days)

1 randomised |[serious® no serious no serious very none 3/398 0/380 OR7.1(0.74 -2 @000 | CRITICAL
trials inconsistency indirectness serious’ (0.75%) (0%) to 68.48) VERY

LOW

Fatal PE (follow-up 90 days)

1 randomised |no serious [no serious no serious very none 0/400 0/385 Not estimable*| 0 fewer per 1000 | ®®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0%) (0%) (from O fewerto 0 [ LOW

more)-*

Major bleeding (follow-up 90 days)

1 randomised |no serious [no serious no serious very none 1/400 0/385 OR7.12 (0.14 - ®@®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (0.25%) (0%) to 358.94) LOW

Clinically relevant non-major bleeding (follow-up 90 days)

1 randomised [no serious [no serious no serious very none 4/400 2/385 Not estimable*| 5 more per 1000 | ®@®00 [IMPORTANT]
trials risk of bias [inconsistency indirectness serious’ (1%) (0.52%) (from 3 fewer to 41| LOW

more)

Wound infection (90 days) (follow-up 90 days)

1 randomised |no serious [no serious no serious very none 10/400 12/385 RR 0.8 (0.35 | 6 fewer per 1000 | @200 |IMPORTANT
trials risk of bias |inconsistency indirectness serious’ (2.5%) (3.1%) to 1.83) (from 20 fewerto | LOW

All-cause mortality — not reported
DVT (symptomatic and asymptomatic) — not reported
Major bleeding — not reported
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" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

2 Absolute effects could not be calculated due to zero events in one of the arms
3 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 79: Clinical evidence profile: LMWH (high dose; standard duration) versus no prophylaxis

more)

Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other L(‘II::MI:-' No Relative Absolute
studies 9 bias y P considerations doge) prophylaxis | (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 11 days)
1 randomised |serious' |no serious no serious no serious none 4/37 20/39 RR 0.21 (0.08( 405 fewer per 1000 @DD0 CRITICAL
trials inconsistency indirectness imprecision (10.8%) (51.3%) to 0.56)  |(from 226 fewer to 472|MODERATE
fewer)
PE (follow-up 11 days)
1 randomised |serious' |no serious serious? very serious*  [none 0/50 0/50 Not 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency (0%) (0%) estimable® | 40 fewer to 40 more)® | VERY LOW
Major bleeding (follow-up 11 days)
1 randomised [serious’ [no serious no serious very serious*  |none 1/50 2/50 OR 0.51 (0.05| 19 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (2%) (4%) to 4.98) (from 38 fewer to 132 | VERY LOW

All-cause mortality — not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Zero events in both arms. Risk difference calculated in Review Manager.
4 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
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Table 80: Clinical evidence profile: LMWH (high dose; standard duration) versus UFH

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . . Other LMWH (high Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations dose) UFH (95% Cl) Absolute
All-cause mortality (follow-up 7 days)
1 randomised [serious' [no serious no serious serious? none 71136 2/142 | RR 3.65 (0.77 | 37 more per 1000 (from 3| @®00 | CRITICAL
trials inconsistency indirectness (5.1%) (1.4%) to 17.28) fewer to 229 more) LOW
DVT (symptomatic and asymptomatic) (follow-up 10-14 days)
3 randomised [serious' [serious® no serious serious? none 67/495 |106/521| RR 0.57 (0.33 |87 fewer per 1000 (from 4| @000 | CRITICAL
trials indirectness (13.5%) |(20.3%) to 0.98) fewer to 136 fewer) VERY
LOW
PE (follow-up 10-14 days)
3 randomised [serious' [no serious serious* very none 2/652 7/676 [ OR 0.31 (0.05 |7 fewer per 1000 (from 10| @000 | CRITICAL
trials inconsistency serious? (0.31%) (1%) to 1.81) fewer to 8 more) VERY
LOw
Major bleeding (follow-up 10-14 days)
2 randomised [serious' [no serious serious* serious? none 19/528 32/541 | RR 0.61 (0.35 | 23 fewer per 1000 (from [ @000 | CRITICAL
trials inconsistency (3.6%) (5.9%) to 1.06) 38 fewer to 4 more) VERY
LOW
Fatal PE (follow-up 10-14 days)
1 randomised [serious' [no serious no serious very none 1/149 1/149 | OR 1.00 (0.06 | O fewer per 1000 (from 6 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.67%) [(0.67%)| to 16.06) fewer to 91 more) VERY
LOW

Wound haematoma (follow-up 28 days)

$9|del1 3avys
sixejAydoud 3 1A



€T
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

617
618
619
620

621

1 randomised [serious’ [no serious no serious very none 8/125 7/149 | RR 1.36 (0.51 | 17 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (6.4%) (4.7%) to 3.65) 23 fewer to 124 more) VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 81: Clinical evidence profile: LMWH (high dose; standard duration) versus LMWH (standard dose; standard duration)
Quality assessment No of patients Effect
Quality [ Importance
. LMWH .
No of . Risk of . . A Other LMWH Relative
studies Design bias Inconsistency Indirectness [Imprecision considerations |(high dose) (st::sdea;rd (95% Cl) Absolute
All-cause mortality (follow-up 7 days)
1 randomised [serious' [no serious no serious very none 1/136 0/136 OR 7.39 (0.15 - @000 | CRITICAL
trials inconsistency indirectness serious? (0.74%) (0%) to 372.38) VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 15 days)
2 randomised [serious' |serious® no serious serious? none 13/214 40/286 RR 0.45 (0.17| 77 fewer per 1000 | ®000 | CRITICAL
trials indirectness (6.1%) (14%) to 1.24) (from 116 fewer to 34 [ VERY
more) LOW
PE (follow-up 7 days)
1 randomised [serious' [no serious no serious very none 0/195 1/203 OR 0.14 (0 to |4 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0.49%) 7.1) 5 fewer to 29 more) | VERY
LOW
Major bleeding (follow-up 7 days)
1 randomised [serious' [no serious no serious very none 8/195 3/203 RR 2.78 (0.75]26 more per 1000 (from| @000 |IMPORTANT]
trials inconsistency indirectness serious? (4.1%) (1.5%) to 10.31) 4 fewer to 138 more) | VERY
LOW
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Wound haematoma (follow-up 15 days)

1 randomised |serious' [no serious no serious very none 6/50 3/50 RR 2 (0.53 to [60 more per 1000 (from| @000 [IMPORTANT
trials inconsistency indirectness serious? (12%) (6%) 7.56) 28 fewer to 394 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
4 Absolute effects could not be calculated due to zero events in the control arm
Table 82: Clinical evidence profile: LMWH (high dose; standard duration) versus fondaparinux
Quality assessment No of patients Effect
Quality|lmportance
No of - Risk of - . - Other *LMWH (high dose) Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations | versus fondaparinux Control (95% Cl) Absolute
Major bleeding (follow-up 49 days)
1 randomised [serious' [no serious no serious serious? none 11/1129 20/1128] RR 0.55 8 fewer per 1000 |®®00 | CRITICAL
trials inconsistency indirectness (0.97%) (1.8%) [(0.26 to 1.14)| (from 13 fewerto 2 | LOW
more)

All-cause mortality — not reported
DVT - not reported

PE - not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 83: Clinical evidence profile: LMWH (high dose; standard duration) + AES versus fondaparinux + AES

Quality assessment

No of patients

Effect

Quality Importance
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No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (high | Fondaparinux +| - Relative Absolute
studies 9 bias y P considerations | dose) + AES AES (95% Cl)
All-cause mortality (follow-up 49 days)
1 randomised [serious' |no serious no serious very none 3/1129 6/1128 RR 0.5 (0.13 | 3 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.27%) (0.53%) to 1.99) (from 5 fewerto 5 | VERY
more) LOW
DVT (symptomatic and asymptomatic) (follow-up 49 days)
1 randomised [serious' |no serious no serious serious? none 65/796 44/784 RR 1.46 (1.01| 26 more per 1000 | ®@®00 | CRITICAL
trials inconsistency indirectness (8.2%) (5.6%) to 2.11) (from 1 moreto 62 | LOW
more)
PE (follow-up 49 days)
1 randomised [serious' [no serious no serious serious? none 0/1128 5/1126 OR 0.13 (0.02| 4 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (0%) (0.44%) t0 0.78) (from 1 fewer to 4 LOW
fewer)
Major bleeding (follow-up 49 days)
1 randomised [serious' |no serious serious® very none 11/1129 20/1128 RR 0.55 (0.26( 8 fewer per 1000 | @000 | CRITICAL
trials inconsistency serious? (0.97%) (1.8%) to 1.14) (from 13 fewerto 2 | VERY
more) LOwW
Fatal PE (follow-up 49 days)
1 randomised [serious' |no serious no serious very none 1/1128 0/1126 OR 7.38 (0.15 - @000 | CRITICAL
trials inconsistency indirectness serious? (0.09%) (0%) to 371.73) VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Absolute effects could not be calculated due to zero events in the control arm
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Table 84: Clinical evidence profile: LMWH (high dose; standard duration) versus VKA

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . . Other LMWH (high Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations dose) VKA (95% Cl) Absolute
All-cause mortality (follow-up 43-63 days)
1 randomised |serious’ [no serious no serious very none 9/1516  [10/1495| RR 0.89 (0.36 | 1 fewer per 1000 (from 4| @000 | CRITICAL
trials inconsistency indirectness serious? (0.59%) |((0.67%) to 2.18) fewer to 8 more) VERY
LOW
PE (follow-up 42-63 days)
1 randomised |serious’ [no serious no serious very none 6/1516 9/1495 [RR 0.66 (0.23 |2 fewer per 1000 (from 5 @000 | CRITICAL
trials inconsistency indirectness serious? (0.4%) (0.6%) to 1.84) fewer to 5 more) VERY
LOW
Major bleeding (follow-up time-point not reported)
1 randomised [serious' [no serious serious® very none 6/1516 4/1495 | RR 1.48 (0.42 | 1 more per 1000 (from 2| @000 | CRITICAL
trials inconsistency serious? (0.4%) (0.27%) to 5.23) fewer to 11 more) VERY
LOW

. DVT (symptomatic and asymptomatic) — not reported
. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 85: Clinical evidence profile: LMWH (high dose; extended duration) versus VKA

Quality assessment

No of patients

Effect

Quality Importance
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fewer)

No of . Risk of . . . Other LMWH (high dose; Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations |extended duration) VKA (95% Cl) Absolute
All-cause mortality (follow-up 42-63 days)
1 randomised [serious' |no serious no serious very serious?  [none 0/643 2/636 RR 0.13 3 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness (0%) (0.31%)|(0.01 to 2.14)| (from 3 fewer to 4 VERY
more) LOW
DVT (symptomatic and asymptomatic) (follow-up 42-63 days)
1 randomised [serious' |no serious no serious very serious?  [none 15/643 20/636 ( RRO0.74 8 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness (2.3%) (3.1%) ((0.38 to 1.44)| (from 19 fewer to 14 | VERY
more) LOwW
PE (follow-up 90 days)
2 randomised [serious' |no serious no serious serious? none 6/2149 13/2131] RR0.48 3 fewer per 1000 | ®@®00 | CRITICAL
trials inconsistency indirectness (0.28%) (0.61%)|(0.19 to 1.21)| (from 5 fewer to 1 LOW
more)
Major bleeding (follow-up 42-63 days)
1 randomised [serious' |no serious serious® no serious none 10/643 37/636 ( RR0.27 42 fewer per 1000 | ®@00 | CRITICAL
trials inconsistency imprecision (1.6%) (5.8%) [(0.13 to 0.53)| (from 27 fewer to 51 | LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 86: Clinical evidence profile: LMWH (low dose; pre-operation) versus VKA

Quality assessment

No of patients

Effect

Quality

Importance
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No of . Risk of . . . Other LMWH (low Relative
studies Design bias Inconsistency Indirectness Imprecision considerations |dose; pre-op) VKA (95% Cl) Absolute
All-cause mortality (follow-up 8 days)
1 randomised |serious’ [no serious no serious very serious?  [none 2/496 2/489 |RR 0.99 (0.14 | O fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness (0.4%) (0.41%)| to 6.97) 4 fewer to 24 more) VERY
LOw
DVT (symptomatic and asymptomatic) (follow-up 8 days)
1 randomised |very no serious no serious no serious none 36/337 81/338 |RR 0.45 (0.31| 132 fewer per 1000 @®00 | CRITICAL
trials serious' |inconsistency indirectness imprecision (10.7%) (24%) to 0.64) (from 86 fewer to 165 | LOW
fewer)
PE (follow-up 8 days)
1 randomised |[serious’ [no serious no serious very serious?  [none 0/496 0/489 |Not estimable®| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness (0%) (0%) 0 fewer to 0 more)-® VERY
LOwW
Major bleeding (follow-up 8 days)
1 randomised [serious' |no serious no serious serious? none 44/496 22/489| RR 1.97 (1.2 |44 more per 1000 (from| ®®00 | CRITICAL
trials inconsistency indirectness (8.9%) (4.5%) to 3.24) 9 more to 101 more) LOW
Wound haematomas (follow-up 8 days)
1 randomised |serious’ [no serious no serious very serious?  [none 2/496 1/489 | OR 1.92 (0.2 |2 more per 1000 (from 2[ @000 [IMPORTANT]
trials inconsistency indirectness (0.4%) (0.2%)| to 18.53) fewer to 35 more) VERY
LoOwW

. Fatal PE — not

reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
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Table 87: Clinical evidence profile: LMWH (low dose; post-operation) versus VKA

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . _ Other LMWH (low Relative
studies Design bias Inconsistency Indirectness [Imprecision considerations |dose; post-op) VKA (95% Cl) Absolute
All-cause mortality (follow-up 8 days)
1 randomised [serious' [no serious no serious very none 0/487 2/489 | OR 0.14 (0.01 |4 fewer per 1000 (from 4 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0.41%) to 2.17) fewer to 5 more) VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 8 days)
1 randomised |very no serious no serious serious? none 44/336 81/338 | RR 0.55 (0.39 |108 fewer per 1000 (from| @000 | CRITICAL
rials serious’ [inconsistency indirectness 1% o 0 0. ewer to ewer) | VERY
trial ious' |i ist indirect (13.1%) (24%) to 0.76) 58 fi to 146 fi )
LOW
PE (8 days) (follow-up 8 days)
1 randomised |serious' |no serious no serious very none 0/487 0/489 |Not estimable®|0 fewer per 1000 (from 0| ®000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) fewer to 0 more)- VERY
LOW
Major bleeding (follow-up 8 days)
1 randomised |serious’ |no serious no serious serious? none 32/487 22/489 | RR 1.46 (0.86 | 21 more per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (6.6%) (4.5%) to 2.48) 6 fewer to 67 more) LOwW
Wound haematomas (follow-up 8 days)
1 randomised |serious’ |no serious no serious very none 2/487 1/489 | OR 1.96 (0.2 | 2 more per 1000 (from 2 [ @000 |IMPORTANT]
trials inconsistenc indirectness serious’ 0.41% 0.2% to 18.87 fewer to 35 more VERY
Yy
Low

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
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Table 88: Clinical evidence profile: LMWH (low dose; pre-operation) versus LMWH (low dose; post-operation)

Quality assessment No of patients Effect
Quality [ Importance
No of Design Risk of Inconsistenc Indirectness [Imprecision Other LMWH (low Ic;'c\f:ZH (cl;::t Relative Absolute
studies 9 bias y P considerations (dose; pre-op) o,p}; (95% CI)
All-cause mortality (follow-up 8 days)
1 randomised |serious’ |no serious no serious very none 2/496 0/487 OR 7.27 (0.45 3 @000 | CRITICAL
trials inconsistency indirectness serious? (0.4%) (0%) to 116.42) VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 8 days)
1 randomised |very no serious no serious serious? none 36/337 44/336 RR 0.82 (0.54 | 24 fewer per 1000 | @000 | CRITICAL
trials serious’ [inconsistency indirectness (10.7%) (13.1%) to 1.23) (from 60 fewer to 30 | VERY
more) LOW
PE (follow-up 8 days)
1 randomised [serious’ [no serious no serious very none 0/496 0/487 Not estimable*| 0 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from O fewer to O VERY
more)4 LOW
Major bleeding (follow-up 8 days)
1 randomised |serious’ |no serious no serious serious? none 44/496 32/487 RR 1.35 (0.87 | 23 more per 1000 | @200 | CRITICAL
trials inconsistency indirectness (8.9%) (6.6%) to 2.09) (from 9 fewer to 72 LOW
more)
Wound haematomas (follow-up 8 days)
1 randomised [serious’ |no serious no serious very none 2/496 2/487 OR0.98 (0.14 | 0 fewer per 1000 @000 |IMPORTANT]
trials inconsistency indirectness serious? (0.4%) (0.41%) to 6.99) (from 4 fewer to 24 | VERY
more) LOW
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e  Fatal PE - not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in the control arm
4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 89: Clinical evidence profile: LMWH (low dose; standard duration) versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other LMWH (low No Relative Absolute
studies 9 bias y P considerations dose) prophylaxis (95% CI)
Major bleeding (follow-up 15 days)
1 randomised  [serious' |no serious no serious very none 1/100 0/101 OR 7.46 (0.15 to @000 | CRITICAL
trials inconsistency indirectness serious? (1%) (0%) 376.15)° VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in one of the arms
Table 90: Clinical evidence profile: LMWH (low dose) + AES versus AES (above-knee)
Quality assessment No of patients Effect
Quality [Importance
. AES .
LG Design L Inconsistenc Indirectness |Imprecision Sy o (above Relative Absolute
studies 9 bias y P considerations | dose) + AES knes) (95% CI)

DVT (symptomatic and asymptomatic) (follow-up 8-10 days)
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1 randomised [serious' |no serious no serious serious? none 29/93 44/97 RR 0.69 (0.47 [ 141 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (31.2%) (45.4%) to 1.00) (from 240 fewer to 0 LOW
more)
PE (follow-up 8-10 days)
1 randomised |serious’ [no serious no serious very none 1174 1/183 OR 1.04 (0.06 | 0 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0.57%) (0.55%) to 16.81) 5 fewer to 79 more) VERY
LOW
Fatal PE (follow-up 90 days)
1 randomised |serious’ [no serious no serious very none 1/93 0/97 OR 7.71 (0.15 -3 @000 | CRITICAL
trials inconsistency indirectness serious? (1.1%) (0%) to 398.09)° VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in the control arm

Table 91: Clinical evidence profile: LMWH (low dose; standard duration) + AES versus AES (length unspecified)

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (low | AES (length Relative Absolute
studies 9 bias y P considerations (dose) + AES| unspecified) (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised [serious’ |no serious no serious serious? none 21/81 36/86 RR 0.62 (0.40[ 159 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (25.9%) (41.9%) to 0.97) (from 13 fewer to 251 [ LOW
fewer)

PE (follow-up 90 days)
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1 randomised |[serious’ [no serious no serious very none 0/81 0/86 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 20 fewer to 20 more)® [ VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 92: Clinical evidence profile: LMWH (low dose; standard duration) versus LMWH (standard dose; standard duration)

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness [Imprecision Other LMWH (st:,rl:i’:rd Relative Absolute
studies 9 bias y p considerations |(low dose) dozs) (95% CI)
Major bleeding (Copy) (follow-up 15 days)
1 randomised [serious’ [no serious no serious very none 1/100 2/102 OR 0.52 (0.05( 9 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (1%) (2%) to 5.06) 19 fewer to 72 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 93: Clinical evidence profile: LMWH (low dose; standard duration) + AES versus LMWH (standard dose; standard duration) + AES
Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (low LMWH (standard) = Relative Absolute
studies 9 bias y P considerations |dose) + AES | dose) + AES (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 90 days)
1 randomised [serious' [no serious no serious serious? none 21/81 27/80 RR 0.77 78 fewer per 1000 | @®00 | CRITICAL

(from 176 fewer to 81
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676
677

678

679
680
681
682
683

684

trials inconsistency indirectness (25.9%) (33.8%) (0.48 to 1.24) more) LOW
PE (follow-up 90 days)
1 randomised [serious' |no serious no serious very none 0/81 1/80 OR 0.13 (Oto| 11 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.3%) 6.74) (from 13 fewer to 66 | VERY
more) LOW
e All-cause mortality — not reported
. Major bleeding — not reported
e  Fatal PE - not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 94: Clinical evidence profile: LMWH (variable dose; standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality [Importance
el Design s Inconsistency |Indirectness|iImprecision Cilicr AR RIS C e Control FEELTE Absolute
studies bias considerations | versus no prophylaxis (95% Cl)
Major bleeding (follow-up 45 days)
1 randomised |serious’ [no serious serious? very none 0/100 0/100 See 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious® (0%) (0%) | comment* | 20 fewer to 20 more)® | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 The majority of the evidence was based on indirect comparisons

3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

4 Zero events in both arms
5 Risk difference calculated in Review Manager

Table 95: Clinical evidence profile: LMWH (variable dose; standard duration) + AES versus foot pump + AES

Quality assessment

No of patients

Effect

Quality [Importance
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686
687
688
689

No of Design Risk of Inconsistenc Indirectness |Imprecision Other LMWH (variable E:|°t+ Relative Absolute
studies 9 bias y P considerations | dose) + AES pAEg (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 45 days)
1 randomised [serious’ [no serious no serious very none 6/94 3/97 RR 2.06 (0.53 [ 33 more per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (6.4%) (3.1%) to 8.01) (from 15 fewer to 217 | VERY
more) LOW
PE (follow-up 45 days)
1 randomised [serious’ [no serious serious® very none 0/100 0/100 | Not estimable* |0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)* | VERY
LOW
Fatal PE (follow-up 45 days)
1 randomised [serious' [no serious serious® very none 0/100 0/100 | Not estimable* |0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)* | VERY
LOwW
Heparin-induced thrombocytopenia (45 days)
1 randomised [serious’ [no serious no serious very none 1/100 0/100 |[OR7.39(0.15 S @000 | CRITICAL
trials inconsistency indirectness serious? (1%) (0%) to 372.38) VERY
Low

e All-cause mortality — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.
5 Absolute effects could not be calculated due to zero events in control arm
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696

Table 96: Clinical evidence profile: UFH versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . . Other No Relative
studies Design bias Inconsistency [Indirectness| Imprecision considerations UFH prophylaxis (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up not reported)
2 randomised [serious' |serious* serious? serious® none 36/116 64/127 RR 0.62 (0.31 | 191 fewer per 1000 (from | @000 | CRITICAL
trials (31%) (50.4%) to 1.23) 348 fewer to 116 more) | VERY
LOW
Major bleeding (follow-up not reported)
2 randomised [serious' |serious* serious? very serious®  [none 3/83 0/84 OR 7.20 (0.72 -5 ®000 | CRITICAL
trials (3.6%) (0%) to 71.86)5 VERY
LOW
Wound haematomas (follow-up not reported)
1 randomised [serious' |no serious serious no serious none 12/68 1/75 RR 13.24 (1.77| 74 more per 1000 (from | ®®00 |[IMPORTANT]
trials inconsistency imprecision (17.6%) (1.3%) t0 99.12) 17 more to 217 more) LOW

All-cause mortality — not reported
PE - not reported
Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
5 Absolute effects could not be calculated due to zero events in control arm

Table 97: Clinical evidence profile: UFH (extended duration) versus UFH (standard duration)

Quality assessment

No of patients

Effect

Quality Importance
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No of Design Risk of Inconsistenc Indirectness |Imprecision Other UFH (extended|UFH (standard| ~ Relative Absolute
studies 9 bias y P considerations duration) duration) (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 45 days)
1 randomised |serious’ [no serious no serious very none 4/33 6/28 RR 0.57 (0.18 92 fewer per 1000 [ @000 | CRITICAL
trials inconsistency indirectness serious? (12.1%) (21.4%) to 1.81) |(from 176 fewer to 174| VERY
more) LOW
Major bleeding (follow-up 45 days)
1 randomised |serious’ [no serious no serious very none 0/33 0/33 Not estimable|0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 60 fewer to 60 more)® | VERY
LOW

e  All-cause mortality — not reported
. PE - not reported

. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 98: Clinical evidence profile: UFH versus aspirin

Quality assessment N‘.) of Effect
patients
Quality |Importance
No of . Risk of . . - Other - Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations UFH|Aspirin (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 7 days)
1 randomised |serious’ |no serious no serious serious? none 2/25| 4/12 |RR 0.24 (0.05 to[253 fewer per 1000 (from 317| ®®00 | CRITICAL
trials inconsistency indirectness (8%)|(33.3%) 1.13) fewer to 43 more) LOwW
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702
703

704

PE (follow-up 7 days)

1 randomised [serious’ [no serious serious® very none 0/25| 1/12 | OR0.10 (Oto | 74 fewer per 1000 (from 83 | @000 | CRITICAL
trials inconsistency serious? (0%)| (8.3%) 5.16) fewer to 236 more) VERY
LOW
Fatal PE (follow-up 7 days)
1 randomised |serious’ |no serious serious® very none 1/25( 1/12 |RR0.76 (0.05 to] 20 fewer per 1000 (from 79 | @000 | CRITICAL
trials inconsistency serious? (4%)] (8.3%) 11.39) fewer to 866 more) VERY
LOw
e  All-cause mortality — not reported
. Major bleeding — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 99: Clinical evidence profile: UFH + AES (length unspecified) versus AES (length unspecified)
Quality assessment No of patients Effect
Quality [Importance
No of . . . . . . Other UFH + Relative
studies Design Risk of bias| Inconsistency Indirectness Imprecision considerations | AES AES (95% Cl) Absolute
All-cause mortality (follow-up time-point not reported)
1 randomised [no serious  |no serious serious’ very serious?  |none 0/35 0/32 |See comment?|0 fewer per 1000 (from 60| 000 | CRITICAL
trials risk of bias  |inconsistency (0%) | (0%) fewer to 60 more)® VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 10 days)
1 randomised [no serious  |no serious no serious no serious none 8/32 | 19/28 [RR 0.37 (0.19 | 427 fewer per 1000 (from | @®@®® | CRITICAL
trials risk of bias  |inconsistency indirectness imprecision (25%) |(67.9%) to0.71) 197 fewer to 550 fewer) | HIGH

$9|del1 3avys
sixejAydoud 3 1A



6ET
'S1YB1J JO 9110N 01 1931qNS "PAAISSAU SIYBH IV LTOZ IDIN @

705
706
707
708
709
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PE (follow-up time-point not reported)

1 randomised |no serious |no serious serious' very serious? none 3/35 1/32 | RR2.74 (0.3 | 54 more per 1000 (from [ @000 | CRITICAL
trials risk of bias  |inconsistency (8.6%) | (3.1%) to 25.05) 22 fewer to 752 more) VERY
LOW

Fatal PE — not reported

" Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
4 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
5 Absolute effects could not be calculated due to zero events in one of the arms

Table 100: Clinical evidence profile: Fondaparinux versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
. .
No of - Risk of - - A Other AETCETEITES Versus no Relative
. Design g Inconsistency | Indirectness |Imprecision . . pharmacological Control 5 Absolute
studies bias considerations 5 (95% Cl)
prophylaxis
Major bleeding (follow-up 11-17 days)
2 randomised [serious’ no serious no serious very none 2/165 0/165 | OR7.57 - @000 | CRITICAL
trials inconsistency indirectness serious? (1.2%) (0%) (0.47 to VERY
122.16) LOW
Wound haematoma (follow-up 11 days)
1 randomised |no serious |no serious no serious very none 3/84 1/83 RR 2.96 |24 more per 1000 [ @®00 [IMPORTANT]
trials risk of bias |inconsistency indirectness serious? (3.6%) (1.2%)| (0.31to (from 8 fewerto [ LOW
27.92) 324 more)

All-cause mortality — no data reported
DVT- no data reported
PE- no data reported

Fatal PE — no data reported
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" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 101: Clinical evidence profile: Fondaparinux + AES versus AES alone

Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other Fondaparinux +| AES Relative Absolute
studies 9 bias y P considerations AES alone | (95% CI)
All-cause mortality (follow-up 17 days)
1 randomised [serious' |no serious no serious very none 0/81 0/82 Not 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious® (0%) (0%) | estimable? | 20 fewer to 20 more)?> | VERY
LOW
. DVT (symptomatic and asymptomatic) — not reported
. PE - not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Zero events in both arms. Risk difference calculated in Review Manager.
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Absolute effects could not be calculated due to zero events in the control arm
Table 102: Clinical evidence profile: Fondaparinux + IPCD + AES versus IPCD + AES
Quality assessment No of patients Effect
Quality|lmportance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other Fondaparinux + | IPCD + Relative Absolute
studies 9 bias Y o considerations |  IPCD + AES AES | (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 11 days)
1 randomised |no serious |no serious no serious very none 6/84 6/83 |RR0.99 (0.33|1 fewer per 1000 (from|®®00 | CRITICAL
trials risk of bias [inconsistency indirectness serious’ (7.1%) (7.2%) to 2.94) 48 fewer to 140 more)| LOW
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719
720

721

PE (follow-up 11 days)

1 randomised [no serious [no serious no serious very none 0/84 0/83 |Not estimable?|0 fewer per 1000 (from|@®®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (0%) (0%) 20 fewer to 20 more)® | LOW
e  All-cause mortality — not reported
. Major bleeding — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
Table 103: Clinical evidence profile: Fondaparinux + AES versus fondaparinux
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . .. Other Fondaparinux + . Relative
studies Design bias Inconsistency | Indirectness |Imprecision considerations AES Fondaparinux (95% Cl) Absolute
All-cause mortality (follow-up 35-49 days)
1 randomised |very no serious no serious very none 1/391 3/404 OR0.38 5 fewer per 1000 @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0.26%) (0.74%) (0.05t02.7) | (from 7 fewerto 12 | VERY
more) LOW
Major bleeding (follow-up 35-49 days)
1 randomised |very no serious no serious very none 0/391 1/404 OR 0.14 (O to| 2 fewer per 1000 @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (0.25%) 7.05) (from 2 fewer to 15 | VERY
more) LOW
Fatal PE (follow-up 35-49 days)
1 randomised |very no serious no serious very none 0/391 0/404 Not 3 @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (0%) estimable VERY
LOW
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723
724

725

726

Clinically relevant non-major bleeding (follow-up 35-49 days)

1 randomised |very no serious no serious very none 16/391 20/404 OR0.14 (Oto| 42 fewer per 1000 | @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (4.1%) (5%) 7.05) (from 50 fewer to 219 | VERY
more) LOW

e  DVT (symptomatic and asymptomatic) — not reported

. PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 104: Clinical evidence profile: Fondaparinux + IPCD + AES versus VKA + IPCD + AES

Quality assessment No of patients Effect
Quality [Importance
. . VKA + .
No of Design Risk of Inconsistenc Indirectness (Imprecision Other Fondaparinux + IPCD + Relative Absolute
studies 9 bias y P considerations |  IPCD + AES AEs | 95%CD
All-cause mortality (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/64 0/54 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 30 fewer to 30 more)® [ VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/64 0/54 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 30 fewer to 30 more)® | VERY
LOwW
PE (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/64 0/54 See 0 fewer per 1000 (from| @000 | CRITICAL
VERY
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727
728
729

730
731

732

733
734

trials

inconsistency

indirectness

serious?

(0%)

(0%)

comment®

30 fewer to 30 more)®

LOW

Major bleeding — not reported
Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 105: Clinical evidence profile: IPCD versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . .. Other No Relative
studies Design bias Inconsistency Indirectness Imprecision considerations IPCD prophylaxis | (95% CI) Absolute
DVT (symptomatic and asymptomatic) (follow-up 7-14 days)
2 randomised |serious’ |no serious no serious no serious none 51/195| 102/205 |RR0.53 (0.4 234 fewer per 1000 @DD0 CRITICAL
trials inconsistency indirectness imprecision (26.2%)| (49.8%) to 0.69) (from 154 fewer to 299 [MODERATE
fewer)
PE (follow-up 14 days)
1 randomised [serious' [no serious no serious very serious?  |none 1/152 1/158 OR 1.04 |0 more per 1000 (from 6 @000 CRITICAL
trials inconsistency indirectness (0.66%)| (0.63%) |(0.06to 16.7)[ fewer to 90 more) VERY LOW

All-cause mortality — not reported
Major bleeding — not reported
Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
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736
737
738
739

740

Table 106: Clinical evidence profile: VKA versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
ol Design e Inconsistency Indirectness |Imprecision iy e Control 20 EUITE Absolute
studies bias considerations prophylaxis (95% ClI)
Major bleeding (follow-up 10 days)
1 randomised [serious' [no serious no serious very none 0/72 0/66 See 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment® | 30 fewer to 30 more)® | VERY
LOwW
Clinically relevant non-major bleeding (follow-up 7 days)
1 randomised [serious' [no serious Serious* very none 0/45 0/50 See 0 fewer per 1000 (from [ @000 |[IMPORTANT
trials inconsistency serious? (0%) (0%) | comment® [ 40 fewer to 40 more)® | VERY
LOW
e All-cause mortality — not reported
. DVT - not reported
. PE - not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms. Risk difference calculated in Review Manager
4 The majority of the evidence was based on indirect comparisons
Table 107: Clinical evidence profile: VKA (extended duration) versus VKA (standard duration)
Quality assessment No of patients Effect
Quality Importance
LG Design il Inconsistenc Indirectness |Imprecision Sl R e S S o | e U Absolute
studies 9 bias y P considerations duration) duration) (95% CI)

All-cause mortality (follow-up 28 days)
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742
743
744
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1 randomised [serious’ |no serious no serious very none 0/184 0/176 Not estimable?| 0 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious® (0%) (0%) (from 10 fewer to 10 [ VERY
more)? LOW
DVT (symptomatic and asymptomatic) (follow-up 28 days)
1 randomised [serious' |no serious no serious very none 3/184 8/176 RR 0.36 (0.1 to| 29 fewer per 1000 [ @000 | CRITICAL
trials inconsistency indirectness serious® (1.6%) (4.5%) 1.33) (from 41 fewer to 15 [ VERY
more) LOW
PE (follow-up 28 days)
1 randomised |serious’ [no serious no serious very none 0/184 1/176 ORO0.13(0to [ 5 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious® (0%) (0.57%) 6.52) (from 6 fewer to 30 | VERY
more) LOW
Major bleeding (follow-up 28 days)
1 randomised |serious’ [no serious no serious very none 1/184 0/176 OR 7.07 (0.14 -4 @000 | CRITICAL
trials inconsistency indirectness serious® (0.54%) (0%) to 356.89) VERY
LOW
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Zero events in both arms. Risk difference calculated in Review Manager.
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Absolute effects could not be calculated due to zero events in the control arm.
Table 108: Clinical evidence profile: IPCD versus VKA
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . .. Other Relative
studies Design bias Inconsistency Indirectness (Imprecision considerations IPCD | VKA (95% Cl) Absolute

DVT (symptomatic and asymptomatic) (follow-up 10 days)
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747
748

749

750
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1 randomised |serious’ |no serious no serious very none 11/66 | 12/72 | RR 1 (0.47 to | O fewer per 1000 (from 88 | @000 | CRITICAL

trials inconsistency indirectness serious? (16.7%)|(16.7%) 2.11) fewer to 185 more) VERY

LOW

PE (follow-up 10 days)
1 randomised [serious' [no serious no serious very none 0/66 | 0/72 [Not estimable®| 0 fewer per 1000 (from 30 | @000 | CRITICAL

trials inconsistency indirectness serious? (0%) | (0%) fewer to 30 more)® VERY

LOW
e  All-cause mortality — not reported
e  Fatal PE - not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
Table 109: Clinical evidence profile: IPCD + AES versus VKA + AES
Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other IPCD + | VKA + Relative Absolute
studies 9 bias y P considerations AES AES (95% CI)

DVT (symptomatic and asymptomatic) (follow-up 8 days)
2 randomised [serious' [serious? no serious very none 29/148 | 44/148 | RR 0.49 (0.13 [152 fewer per 1000 (from 259| @000 | CRITICAL

trials indirectness serious® (19.6%) | (29.7%) to 1.83) fewer to 247 more) VERY

LOW

All-cause mortality — not reported

PE — not reported
Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
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3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

5 Zero events in both arms. Risk difference calculated in Review Manager.

Table 110: Clinical evidence profile: Foot pump + AES versus AES alone

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . . Other Foot pump| AES Relative
studies Design bias Inconsistency Indirectness Imprecision considerations + AES alone | (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 6-9 days)
1 randomised [serious' |no serious no serious no serious none 4/39 16/40 RR 0.26 (296 fewer per 1000 (from| @®®0 CRITICAL
trials inconsistency indirectness imprecision (10.3%) | (40%) [ (0.09 to 0.7) | 120 fewer to 364 fewer) IMODERATE
e All-cause mortality — not reported
. PE — not reported
. Major bleeding — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
Table 111: Clinical evidence profile: Foot pump + AES versus UFH + AES
Quality assessment No of patients Effect
Quality|lmportance
LG Design L Inconsistenc Indirectness [Imprecision Sl Foot pump | UFH + Relative Absolute
studies 9 bias y P considerations + AES AES (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 42 days)
1 randomised |[serious’ |no serious no serious serious’ none 9/67 23/65 |RR0.38 (0.19| 219 fewer per 1000 (from [®@®00 | CRITICAL
trials inconsistency indirectness (13.4%) | (35.4%) to 0.76) 85 fewer to 287 fewer) LOW

All-cause mortality — not reported
PE - not reported

$9|del1 3avys
sixejAydoud 3 1A



YT
'S1YB1J JO 110N 01 1931qNS "PIAIBSAU SIYBH IV LTOZ IDIN @

758

K724

760

e  Major bleeding — not reported
. Fatal PE — not reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Elective knee replacement

Table 112: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . Al Other LMWH No Relative
. Design . Inconsistency Indirectness | Imprecision . . (standard . Absolute
studies bias considerations doze) prophylaxis | (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |serious’ |no serious inconsistency|no serious no serious  [none 6/110 24/189 RR 0.25 | 164 fewer per @O®0 CRITICAL
trials indirectness imprecision (5.5%) (21.8%) (0.11to | 1000 (from 89 [MODERATE|
0.59) fewer to 194
fewer)
PE (follow-up 30 days)
1 randomised [serious' [no serious inconsistency|no serious very serious? |none 0/110 1/110 OR0.14 8 fewer per @000 CRITICAL
trials indirectness (0%) (0.91%) (0.00 to 1000 (from 9 |VERY LOW
6.82) fewer to 50
more)
Major bleeding (follow-up 30 days)
3 randomised [serious' serious® serious* very serious? [none 4/268 4/262 OR 0.98 0 fewer per ®000 CRITICAL
trials (1.5%) (1.5%) (0.24to | 1000 (from 12 |VERY LOW
3.95) fewer to 42
more)

Wound haematomas (follow-up 8 days)
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1 randomised [serious’ [no serious no serious  |very serious? [none 2/108 0/111 OR 7.67 -4 @000 CRITICAL
trials inconsistency |indirectness (1.9%) (0%) (0.48 to VERY LOW
123.42)
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised |serious’ |no serious inconsistency|serious® very serious? [none 0/110 0/110 Not 0 fewer per @000 |IMPORTANT
trials (0%) (0%) estimable® | 1000 (from 20 | VERY LOW
fewer to 20
more)®
Wound infection (follow-up 30 days)
1 randomised |serious’ |no serious inconsistency|no serious very serious? [none 0/110 2/110 OR0.13 16 fewer per @000 |IMPORTANT]
trials indirectness (0%) (1.8%) (0.01to | 1000 (from 18 |VERY LOW
2.16) fewer to 20
more)
e  All-cause mortality — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Absolute effects could not be calculated due to zero events in the control arm
5 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.
8 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
Table 113: Clinical evidence profile: LMWH (standard dose; standard duration) versus apixaban
Quality assessment No of patients Effect
Quality |Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other (slt-:’rl1vt:|’a|l-lrd Apixaban Relative Absolute
studies g bias y P considerations P (95% Cl)
dose)
All-cause mortality (follow-up 60 days)
1 randomised [no serious [no serious no serious very serious'  [none 1/1529 3/1528 OR 0.37 1 fewer per 1000 @00 CRITICAL
(0.05 to (from 2 fewer to 3
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more)

trials risk of bias [inconsistency indirectness (0.07%) (0.2%) 2.61) more) LOW
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised [serious? no serious no serious no serious none 243/997 142/971 RR 1.67 98 more per 1000 DDDO CRITICAL
trials inconsistency indirectness imprecision (24.4%) (14.6%) (1.38 to  |(from 56 more to 148[MODERATE
2.01) more)
PE (follow-up 14 days)
1 randomised [serious? no serious no serious very serious'  [none 1/1529 6/1528 RR 0.17 3 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0.07%) (0.39%) (0.02 to (from 4 fewerto 1 |VERY LOW
1.38) more)
Major bleeding (follow-up 14 days)
1 randomised |no serious |no serious no serious very serious'  [none 14/1508 9/1501 RR 1.55 3 more per 1000 ®®00 CRITICAL
trials risk of bias |inconsistency indirectness (0.93%) (0.6%) (0.67 to (from 2 fewer to 15 LOwW
3.57) more)
Fatal PE (follow-up 14 days)
1 randomised |no serious |no serious no serious very serious'  [none 0/1529 1/1528 | OR0.14 (0 | 1 fewer per 1000 ®®00 CRITICAL
trials risk of bias |inconsistency indirectness (0%) (0.07%) to 6.82) (from 1 fewer to 4 LOwW
more)
Clinically relevant non-major bleeding (follow-up 14 days)
1 randomised |no serious |no serious no serious serious’ none 58/1508 44/1501 RR 1.31 9 more per 1000 @®®0 |IMPORTANT
trials risk of bias |inconsistency indirectness (3.8%) (2.9%) (0.89 to (from 3 fewer to 27 |MODERATE|
1.93) more)
Wound haematoma (follow-up 14 days)
1 randomised [no serious [no serious no serious very serious'  |none 0/1508 1/1501 | OR0.13 (0 | 1 fewer per 1000 @®00 |IMPORTANT
trials risk of bias |inconsistency indirectness (0%) (0.07%) t0 6.79) (from 1 fewer to 4 LOW

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
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Table 114: Clinical evidence profile: LMWH (standard dose; standard duration) versus dabigatran

more)

Quality assessment No of patients Effect
Quiality| Importance
. LMWH .
No of . Risk of . n - Other n Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations (st::sdea;rd Dabigatran (95% Cl) Absolute
All-cause mortality (follow-up 13 days)
2 randomised [no serious |no serious no serious very serious’  [none 1/720 1/730 |OR 1.01 (0.06] 0 more per 1000 |®@00| CRITICAL
trials risk of bias [inconsistency indirectness (0.14%) (0.14%) to 16.24) (from 1 fewer to 20 | LOW
more)
DVT (symptomatic and asymptomatic) (follow-up 13 days)
1 randomised [no serious |no serious no serious no serious none 192/685 182/675 [RR 1.04 (0.87| 11 more per 1000 |®®@®| CRITICAL
trials risk of bias |inconsistency indirectness imprecision (28%) (27%) to 1.24) (from 35 fewer to 65 | HIGH
more)
PE (follow-up 13 days)
2 randomised [no serious |no serious no serious very serious'  [none 0/730 0/720 2 2 @®@®00| CRITICAL
trials risk of bias [inconsistency indirectness (0%) (0%) LOwW
Major bleeding (follow-up 13 days)
2 randomised |no serious |no serious no serious very serious'  [none 11/739 13/724 |RR 0.83 (0.38 3 fewer per 1000 [®®00| CRITICAL
trials risk of bias |inconsistency indirectness (1.5%) (1.8%) to 1.84) (from 11 fewer to 15 | LOW
more)
Fatal PE (follow-up 13 days)
1 randomised [no serious |no serious no serious very serious'  [none 1/685 0/675 |OR 7.28 (0.14 3 @®®00| CRITICAL
trials risk of bias |inconsistency indirectness (0.15%) (0%) to 367.03) LOW
Clinically relevant non-major bleeding (follow-up 13 days)
2 randomised |no serious [no serious no serious very serious’  |none 44/739 48/724 [RR0.9(0.61| 7 fewerper 1000 [®®00 [IMPORTANT]
trials risk of bias |inconsistency indirectness (6%) (6.6%) to 1.33) (from 26 fewer to 22 | LOW
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' Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

2 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.

3 Absolute effects could not be calculated due to zero events in the control arm

Table 115: Clinical evidence profile: LMWH (standard dose; standard duration) versus rivaroxaban

more)

Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH . Relative
. Design L Inconsistency | Indirectness | Imprecision . . (standard |Rivaroxaban Absolute

studies bias considerations dose) (95% Cl)
All-cause mortality (follow-up 35 days)
1 randomised [serious' [no serious no serious serious? none 4/1217 0/1201 OR 7.31 - Se00 CRITICAL

trials inconsistency indirectness (0.33%) (0%) (1.03 to LOW

51.96)

DVT (symptomatic and asymptomatic) (follow-up 28 days)
2 randomised [serious' [no serious no serious no serious none 174/990 82/926 RR 1.99 88 more per 1000 @DD0 CRITICAL

trials inconsistency indirectness imprecision (17.6%) (8.9%)  |(1.55 to 2.54)|(from 49 more to 136[MODERATE

more)

PE (follow-up 17 days)
2 randomised [serious' [no serious no serious serious? none 4/1329 0/1303 OR 7.31 3 @00 CRITICAL

trials inconsistency indirectness (0.3%) (0%) (1.03 to LOW

51.96)

Major bleeding (follow-up 17 days)
1 randomised [serious' [no serious no serious very serious?  [none 6/1239 711220 RR 0.84 1 fewer per 1000 @000 CRITICAL

trials inconsistency indirectness (0.48%) (0.57%) |(0.28to 2.5)( (from 4 fewerto 9 [VERY LOW

Clinically relevant non-major bleeding (follow-up 35 days)

$9|del1 3avys
sixejAydoud 3 1A



€ST
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

775
776
777

778

1 randomised [serious' [no serious no serious very serious®  [none 28/1239 33/1220 RR 0.84 4 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (2.3%) (2.7%)  |(0.51 to 1.37)| (from 13 fewer to 10 | VERY LOW
more)
Wound infection (follow-up 17 days)
1 randomised [serious' [no serious no serious very serious?  |none 11/1239 711220 RR 1.55 (0.6] 3 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.89%) (0.57%) to 3.98) (from 2 fewer to 17 [VERY LOW
more)
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in the control arm
Table 116: Clinical evidence profile: LMWH (standard dose; standard duration) versus aspirin
Quality assessment No of patients Effect
Quality |Importance
ekt Design AESC Inconsistenc Indirectness |Imprecision ULy (slt-:r:vc\::'d Aspirin AT Absolute
studies 9 bias y P considerations P (95% ClI)
dose)
DVT (symptomatic and asymptomatic) (follow-up 28 days)
1 randomised |[serious’ |no serious no serious very none 14/112 18/110 [ RR 0.76 (0.4 | 39 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (12.5%) (16.4%)| to 1.46) 98 fewer to 75 more) VERY
LOwW
PE (follow-up 28 days)
1 randomised |[serious’ |no serious serious® very none 0/112 0/110 [Not estimable*| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)* | VERY
LOw

All-cause mortality — not reported
Major bleeding — not reported

Fatal PE — not reported
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" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

4 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.

Table 117: Clinical evidence profile: LMWH (standard dose; standard duration) versus AES

Quality assessment No of patients Effect
Quality | Importance
et Design A0 Inconsistenc Indirectness |Imprecision UL (slt-:rl:;’:'d AES AL Absolute
studies 9 bias y P considerations (95% ClI)
dose)
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |[serious' |no serious no serious serious? none 6/110 14/110 | RR 0.43 (0.17 |73 fewer per 1000 (from| ®®00 | CRITICAL
trials inconsistency indirectness (5.5%) (12.7%) to 1.07) 106 fewer to 9 more) LOW
PE (follow-up 30 days)
1 randomised |[serious’ |no serious no serious very none 0/110 1/110 [ OR 0.14 (0 to (8 fewer per 1000 (from 9] @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0.91%) 6.82) fewer to 50 more) VERY
LOwW
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised |[serious® |no serious serious* very none 0/110 0/110 | Not estimable® | 0 fewer per 1000 (from | @000 |IMPORTANT
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)® | VERY
LoOwW
Wound infection (follow-up 30 days)
1 randomised |[serious’ |no serious no serious very none 0/110 2/110 [ OR 0.13 (0.01 |16 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.8%) to 2.16) 18 fewer to 20 more) | VERY
LOow

e  All-cause mortality — not reported
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e  Fatal PE - not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

5 Absolute effects could not be calculated due to zero events in the control arm
6 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.

Table 118: Clinical evidence profile: LMWH (standard dose; standard duration) versus IPCD

Quality assessment No of patients Effect
Quality | Importance
No of Design Risk of Inconsistenc Indirectness [Imprecision Other (s:awrliv::rd IPCD Relative Absolute
studies 9 bias y P considerations (95% Cl)
dose)
DVT (symptomatic and asymptomatic) (follow-up 30 days)
2 randomised [serious' |no serious no serious serious? none 221177 43/173 | RR 0.49 (0.32 (127 fewer per 1000 (from| @®00 | CRITICAL
trials inconsistency indirectness (12.4%) (24.9%)| 100.76) 60 fewer to 169 fewer) LOW
PE (follow-up 30 days)
2 randomised [serious' |no serious no serious very none 0/177 0/173 |Not estimable®| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 20 fewer to 20 more)® | VERY
LoOwW
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised |serious' |no serious serious* very none 0/110 0/110 |Not estimable®| 0 fewer per 1000 (from | @000 |IMPORTANT
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)® | VERY
LOw
Wound infection (follow-up 30 days)
1 randomised [serious' |no serious no serious very none 0/110 1/110 [ OR 0.14 (0 to |8 fewer per 1000 (from 9| @000 |IMPORTANT
trials inconsistency indirectness serious? (0%) (0.91%) 6.82) fewer to 50 more) VERY
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LOW

e  All-cause mortality — not reported
e  Fatal PE - not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
5 Absolute effects could not be calculated due to zero events in the control arm

Table 119: Clinical evidence profile: LMWH (standard dose; standard duration) versus foot pump + AES

Quality assessment No of patients Effect
Quality [Importance
Rkl Design s Inconsistenc Indirectness |Imprecision S (sl;:c\v::rd LU U T Absolute
studies 9 bias y P considerations p— +AES | (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 10 days)
1 randomised |serious’ [no serious no serious serious? none 0/14 4/15 OR 0.11 228 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (0%) (26.7%) |((0.01 t0 0.91)( (from 18 fewer to 263 LOW
fewer)
Fatal PE (follow-up timepoint not reported)
1 randomised |serious’ [no serious serious® very none 0/14 115 OR 0.14 (0 to| 57 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency serious? (0%) (6.7%) 7.31) 67 fewer to 276 more) | VERY
LOW

All-cause mortality — not reported
PE - not reported
Major bleeding — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
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Table 120: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus foot pump + AES

Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other LMWH (standard|Foot pump| ~ Relative Absolute
studies 9 bias y P considerations dose) + AES + AES (95% Cl)
DVT (symptomatic and asymptomatic) (follow-up 8 days)
1 randomised |serious’ |no serious no serious serious? none 48/89 57/99 RR 0.94 35 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (53.9%) (57.6%) [(0.73 to 1.21)| (from 155 fewer to 121 | LOW
more)
Fatal PE (follow-up 8 days)
1 randomised [serious' [no serious serious® very none 0/89 2/99 OR0.15 17 fewer per 1000 ®000 | CRITICAL
trials inconsistency serious? (0%) (2%) (0.01 to 2.40)| (from 20 fewer to 27 | VERY
more) LOW
e  All-cause mortality — not reported
. PE — not reported
. Major bleeding — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Absolute effects could not be calculated due to zero events in the control arm
Table 121: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality | Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (standard | UFH + Relative Absolute
studies 9 bias y o considerations dose) + AES AES (95% ClI)

Wound haematoma (7-9 days)
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1 randomised |serious’ [no serious no serious very none 8/91 12/93 RR 0.68 41 fewer per 1000 @000 |IMPORTANT]
trials inconsistency indirectness serious? (8.8%) (12.9%) |(0.29 to 1.59)| (from 92 fewerto 76 | VERY
more) LOW
e  All-cause mortality — not reported
. DVT- not reported
. PE — not reported
. Major bleeding — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.
Table 122: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus UFH + AES
Quality assessment No of patients Effect
Quality [ Importance
No of Design B Inconsistenc Indirectness |Imprecision Ll Ll (SRR | RIS Relative Absolute
studies 9 bias y P considerations | dose)+AES | AES | (95% Cl)
DVT (symptomatic and asymptomatic) (7-9 days)
1 randomised [serious’ [no serious no serious very none 21/91 25/93 [RR 0.86 (0.52 |38 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (23.1%) (26.9%) to 1.42) 129 fewer to 113 more)| VERY
LOW
PE (7-9 days)
1 randomised |serious' |no serious no serious very none 0/91 0/93  |Not estimable®| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 20 fewer to 20 more)® | VERY
LOW
Wound infection (7-9 days)
1 randomised [serious' [no serious no serious very none 1/91 3/93 [RR 0.34 (0.04 |21 fewer per 1000 (from| @000 |IMPORTANT
trials inconsistency indirectness serious? (1.1%) (3.2%) to 3.21) 31 fewer to 71 more) | VERY

LOW
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e  All-cause mortality — not reported
e  Major bleeding — not reported
. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 123: Clinical evidence profile: LMWH (standard dose; extended duration) versus LMWH (standard dose; standard duration)

Quality assessment No of patients Effect
Quality| Importance
No of . Risk of . . . Other LMWH LMWH Relative
. Design . Inconsistency | Indirectness (Imprecision . . (extended (standard Absolute
studies bias considerations . . (95% ClI)
duration) duration)
DVT (symptomatic and asymptomatic) (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very none 33/155 37/144 RR 0.83 44 fewer per 1000 |®@00| CRITICAL
trials risk of bias [inconsistency indirectness serious’ (21.3%) (25.7%) (0.55to [(from 116 fewer to 64| LOW
1.25) more)
PE (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very none 0/217 2/221 ORO0.14 8 fewer per 1000 |@®00| CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0.9%) (0.01 to (from 9 fewer to 11 | LOW
2.20) more)
Major bleeding (follow-up 27-29 days)
1 randomised |no serious [no serious no serious very none 0/217 1/221 ORO0.14 (0 | 4 fewer per 1000 |®®00| CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0.45%) to 6.95) (from 5 fewer to 26 | LOW
more)
Heparin-induced thrombocytopenia (follow-up 27-29 days)
1 randomised [no serious [no serious no serious very none 2/217 2/221 RR 1.02 0 more per 1000 [@®®00 [IMPORTANT
trials risk of bias |inconsistency indirectness serious’ (0.92%) (0.9%) (0.14 to (from 8 fewer to 56 | LOW
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7.17) more)

e  All-cause mortality — not reported
e  Fatal PE - not reported
814 " Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

815  Table 124: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus LMWH (low dose; standard duration) + AES

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other (stanlalzll"’c‘lliose) LMWH (low Relative Absolute
studies 9 bias y P considerations + AES dose) + AES | (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised |[serious’ |no serious no serious serious? none 25/74 34/78 RR 0.78 96 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (33.8%) (43.6%) [(0.52 to 1.16)| (from 209 fewer to 70 [ LOW
more)
PE (follow-up 90 days)
1 randomised |[serious’ |no serious no serious very none 1174 1/78 RR 1.05 |1 more per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (1.4%) (1.3%) (0.07 to 12 fewer to 199 more)| VERY
16.55) LOW
e  All-cause mortality — not reported
. Major bleeding — not reported
. Fatal PE — not reported
816 " Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

817 2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

818  Table 125: Clinical evidence profile: LMWH (standard dose; standard duration) + AES versus AES

Quality assessment No of patients Effect Quality [Importance
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No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (standard AES Relative Absolute
studies 9 bias y P considerations dose) + AES (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |serious’ [no serious no serious serious? none 26/74 48/79 [RR 0.58 (0.40(255 fewer per 1000 (from| @®00 | CRITICAL
trials inconsistency indirectness (35.1%) (60.8%)| to0.83) 103 fewer to 365 fewer) | LOW
PE (follow-up 90 days)
1 randomised |serious’ [no serious no serious very none 1/74 1/79 |OR 1.07 (0.07|1 more per 1000 (from 12| @000 | CRITICAL
trials inconsistency indirectness serious? (1.4%) (1.3%)| to17.26) fewer to 169 more) VERY
LOW
e  All-cause mortality — not reported
e  Major bleeding - not reported
. Fatal PE — not reported
819 " Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
820 2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

821  Table 126: Clinical evidence profile: LMWH (standard dose; standard duration) versus LMWH (low dose; standard duration)

Quality assessment No of patients Effect
Quality [Importance
poto Design Biskiel Inconsistenc Indirectness |Imprecision el S Standard ((INLISS RO lAbsolute
studies 9 bias y P considerations dose) dose) (95% CI)
Major bleeding (follow-up 14 days)

1 randomised |serious’ [no serious no serious very none 1/91 0/89 OR 7.23 (0.14 to 3 @®000 | CRITICAL

trials inconsistency indirectness serious? (1.1%) (0%) 364.38) VERY

LOW

All-cause mortality — not reported

DVT (symptomatic and asymptomatic) — not reported
PE - not reported

Fatal PE — not reported
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822
823
824

825

826

827
828
829
830

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

3 Absolute effects could not be calculated due to zero events in the control arm

Table 127: Clinical evidence profile: LMWH (standard dose; standard duration) + CPM versus CPM

Quality assessment No of patients Effect
Quality [Importance
No of . . . . . . . Other LMWH (standard Relative
studies Design Risk of bias| Inconsistency Indirectness |Imprecision considerations dose) + CPM CPM (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 6-10 days)
1 randomised |no serious  |no serious no serious very none 0/25 1/25|OR 0.14 (0.00 (34 fewer per 1000 (from| @®00 | CRITICAL
trials risk of bias  |inconsistency indirectness serious® (0%) (4%) to 6.82) 40 fewer to 181 more) | LOW
PE (follow-up time-point not reported)
1 randomised |[serious’ no serious very serious?  |very none 0/25 0/25|Not estimable*| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious® (0%) (0%) 70 fewer to 70 more)* | VERY
LOW
Major bleeding (follow-up time-point not reported)
1 randomised |serious’ no serious serious? very none 0/25 0/25|Not estimable*| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious® (0%) (0%) 70 fewer to 70 more)* | VERY
LOwW

e All-cause mortality — not reported

. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

4 Zero events in both arms. Risk difference calculated in Review Manager.
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832
833

834

Table 128: Clinical evidence profile: LMWH (low dose; standard duration) versus no pharmacological prophylaxis

Quality assessment No of patients Effect
Quality Importance
No of Risk of Other Eubili No pharmacological | Relative
studies Design bias Inconsistency | Indirectness [Imprecision considerations d(:)osv;) prophylaxis (95% Cl) Absolute
Major bleeding (follow-up 14 days)
1 randomised [serious’ [no serious no serious very none 0/89 4/89 OR0.13 39 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (4.5%) (0.02 to (from 3 fewer to 44 | VERY
0.94) fewer) LOW
e  All-cause mortality — not reported
e  DVT (symptomatic and asymptomatic) — not reported
. PE - not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 129: Clinical evidence profile: LMWH (low dose; standard duration) + AES versus AES
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other LMWH (low Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations | dose) + AES AES (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised [serious’ |no serious no serious serious? none 34/78 48/79 |[RR 0.72 (0.53 | 170 fewer per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (43.6%) (60.8%)| to 0.98) 12 fewer to 286 fewer) LOwW
PE (follow-up 90 days)
1 randomised |serious’ |no serious no serious very none 1/78 1/79 |RR 1.01 (0.06 |0 more per 1000 (from 12 @000 | CRITICAL
VERY
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835
836

837

838
839

trials

inconsistency

indirectness

serious?

(1.3%)

(1.3%)

to 15.91)

fewer to 189 more)

LOW

e  All-cause mortality — not reported
e  Major bleeding — not reported
. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 130: Clinical evidence profile: LMWH (high dose; standard duration) versus no prophylaxis

more)

Quality assessment No of patients Effect
Qualitylmportance
No of - Risk of - . i Other LM.WH No Relative yime
. Design . Inconsistency | Indirectness | Imprecision . . (high . 3 Absolute
studies bias considerations dose) prophylaxis | (95% CI)
All-cause mortality (follow-up 14 days)
1 randomised |no serious |no serious no serious very serious'  [none 0/66 0/65 Not estimable?| 0 fewer per 1000 (from | @®00 | CRITICAL
trials risk of bias [inconsistency indirectness (0%) (0%) 30 fewer to 30 more)? [ LOW
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised |no serious |no serious no serious no serious none 11/65 37/64 RR 0.29 (0.16( 410 fewer per 1000 |®@®® | CRITICAL
trials risk of bias [inconsistency indirectness imprecision (16.9%) (57.8%) to 0.52) (from 278 fewer to 486 | HIGH
fewer)
Major bleeding (follow-up 14 days)
1 randomised |no serious [no serious no serious very serious’  |none 0/66 1/65 OR0.13(0to| 13 fewerper1000 |®®00| CRITICAL
trials risk of bias [inconsistency indirectness (0%) (1.5%) 6.72) (from 15 fewer to 80 | LOW

. PE - not reported
. Fatal PE — not

reported

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
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841
842
843
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Table 131: Clinical evidence profile: LMWH (high dose; standard duration) versus UFH

Quality assessment No of patients Effect
No of Risk of Oth LMWH (high Relati Quality Importance
(o Xo) . isk o . . . er ig elative
studies Design bias Inconsistency Indirectness [Imprecision considerations dose) UFH (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 15 days)
1 randomised [serious’ |no serious no serious serious? none 56/145 77/143|RR 0.72 (0.56 | 151 fewer per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (38.6%) [(53.8%) 1t00.93) 38 fewer to 237 fewer) LOW
PE (follow-up 15 days)
1 randomised [serious’ |no serious no serious very none 0/145 1/143 [OR 0.13 (0.00| 6 fewer per 1000 (from 7 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0.7%) t0 6.73) fewer to 38 more) VERY
LOW
Major bleeding (follow-up 15 days)
1 randomised [serious’ |no serious serious® very none 3/228 3/225 | RR 0.99 (0.2 | 0 fewer per 1000 (from 11 | @000 | CRITICAL
trials inconsistency serious? (1.3%) (1.3%) to 4.84) fewer to 51 more) VERY
LOw
e  All-cause mortality — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 132: Clinical evidence profile: LMWH (high dose; standard duration) versus VKA
Quality assessment No of patients Effect
Quality |Importance
No of . . . . . — Other LMWH Relative
studies Design |Risk of bias| Inconsistency Indirectness |Imprecision considerations |(high dose) VKA (95% Cl) Absolute
All-cause mortality (follow-up 15 days)
3 randomised [no serious |no serious no serious very none 1/618 3/619 [ OR 0.37 (0.05 [3 fewer per 1000 (from 5| @®@®00 CRITICAL
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845
846
847
848

849

850

|tria|s risk of bias |inconsistency |indirectness serious’ (0.16%) |(0.48%)| to 2.66) | fewer to 8 more) | LOW

DVT (symptomatic and asymptomatic) (follow-up 15 days)

3 randomised |no serious [no serious no serious serious’ none 135/488 [217/496| RR 0.63 (0.53 | 162 fewer per 1000 [SleSTe) CRITICAL
trials risk of bias [inconsistency indirectness (27.7%) |(43.8%) to 0.75) (from 109 fewer to 206 [MODERATE

fewer)

PE (follow-up 15 days)

3 randomised |no serious [no serious no serious very none 3/488 4/496 |OR 0.76 (0.17 |2 fewer per 1000 (from 7| @®®00 CRITICAL
trials risk of bias  |inconsistency indirectness serious’ (0.61%) [(0.81%) to 3.37) fewer to 19 more) LOW

Major bleeding (follow-up 15 days)

3 randomised |no serious [no serious no serious very none 16/658 |10/661 [ RR 1.61 (0.74 (9 more per 1000 (from 4| @®®00 CRITICAL
trials risk of bias [inconsistency indirectness serious' (2.4%) | (1.5%) to 3.51) fewer to 38 more) LOW

Fatal PE (follow-up 12+2 days)

1 randomised [serious? no serious no serious very none 0/109 0/109 [Not estimable®| 0 fewer per 1000 (from @000 CRITICAL
trials inconsistency indirectness serious' (0%) (0%) 20 fewer to 20 more)® |VERY LOW

Wound haematoma (follow-up 14 days)

1 randomised |no serious [no serious no serious very none 1/336 1/334 | RR 0.99 (0.06 |0 fewer per 1000 (from 3| ®®00 CRITICAL
trials risk of bias  |inconsistency indirectness serious’ (0.3%) (0.3%) to 15.83) fewer to 44 more) LOW

Wound infection (follow-up 1212 days)

1 randomised [serious? no serious no serious very none 1/149 3/151 | RR 0.34 (0.04 | 13 fewer per 1000 (from| &000 CRITICAL
trials inconsistency indirectness serious’ (0.67%) (2%) to 3.21) 19 fewer to 44 more) |VERY LOW

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

3 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.

Table 133: Clinical evidence profile: LMWH (high dose; standard duration) versus fondaparinux

Quality assessment

No of patients

Effect

Quality|lmportance
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No of Design Risk of Inconsistency |Indirectness| Imprecision Other LMWH Fondaparinux Relative Absolute
studies 9 bias y P considerations |(high dose) P (95% ClI)
Major bleeding (follow-up 49 days)
1 randomised |serious’ |no serious serious? no serious none 1/517 11/517 RR 0.09 (0.01(19 fewer per 1000 (from|®@®00 | CRITICAL
trials inconsistency imprecision (0.19%) (2.1%) to 0.70) 6 fewer to 21 fewer) LOW

All-cause mortality — not reported
DVT (symptomatic and asymptomatic) — not reported
PE - not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 134: Clinical evidence profile: LMWH (high dose; standard duration) + AES versus fondaparinux + AES

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other LMWH (high \Fondaparinux +| - Relative Absolute
studies 9 bias y P considerations | dose) + AES AES (95% Cl)
All-cause mortality (follow-up 49 days)
1 randomised |serious’ [no serious no serious serious? none 3/517 2/517 RR 1.5 (0.25 |2 more per 1000 (from| ®@®00 | CRITICAL
trials inconsistency indirectness (0.58%) (0.39%) to 8.94) 3 fewer to 31 more) | LOW
DVT (symptomatic and asymptomatic) (follow-up 49 days)
1 randomised [serious’ [no serious no serious serious? none 98/361 45/361 RR 2.18 (1.58| 147 more per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (27.1%) (12.5%) to 3) (from 72 more to 249 | LOW
more)

PE (follow-up 49 days)
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854
855
856
857
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1 randomised |serious’ [no serious no serious very none 4/517 1/517 RR 4 (0.45 to [6 more per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0.77%) (0.19%) 35.67) 1 fewer to 67 more) | VERY
LOW
Fatal PE (follow-up 49 days)
1 randomised [serious' |no serious serious® very none 0/517 0/517 Not -4 @000 | CRITICAL
trials inconsistency serious? (0%) (0%) estimable* VERY
LOW

Major bleeding — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 135: Clinical evidence profile: LMWH (high dose; standard duration) versus apixaban

Quality assessment No of patients Effect
Quality |Importance
No of . . . . n e Other LMWH (high|, . Relative
studies Design |Risk of bias| Inconsistency | Indirectness |Imprecision considerations dose) Apixaban (95% Cl) Absolute

All-cause mortality (follow-up 60 days)

2 randomised [no serious [no serious no serious very none 6/1678 4/1807 RR 1.68 |2 more per 1000 (from| @®®00 CRITICAL
trials risk of bias |inconsistency indirectness serious' (0.36%) (0.22%) |(0.48 to 5.79)| 1 fewer to 11 more) LOW

DVT (symptomatic and asymptomatic) (follow-up 14 days)

2 randomised |no serious [no serious no serious serious’ none 107/1231 [110/1350( RR 1.10 |8 more per 1000 (from| ®&®®0 CRITICAL
trials risk of bias |inconsistency indirectness (8.7%) (8.1%) |(0.85to 1.41)| 12 fewer to 33 more) [MODERATE

PE (follow-up 14 days)

2 randomised [no serious |serious? no serious serious’ none 12/1705 15/1807 RR 0.87 |1 fewer per 1000 (from| @®®00 CRITICAL
trials risk of bias indirectness (0.7%) (0.83%) |(0.42t0 1.78)| 5 fewer to 6 more) Low
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Major bleeding (follow-up 14 days)

2 randomised [no serious |serious? no serious serious’ none 22/1737 15/1901 RR 1.63 |5 more per 1000 (from| @®00 CRITICAL
trials risk of bias indirectness (1.3%) (0.79%) |(0.83 to 3.19)[ 1 fewer to 17 more) LOwW
Fatal PE (follow-up 14 days)
2 randomised [no serious [no serious no serious very none 0/1596 2/1599 OR 0.14 |1 fewer per 1000 (from| @®00 CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0.13%) |(0.01to 2.17)[ 1 fewer to 1 more) LOwW
Clinically relevant non-major bleeding (follow-up 14 days)
1 randomised |no serious [no serious no serious serious’ none 47/1588 | 35/1596 RR 1.35 (8 more per 1000 (from| @®@®®0 [IMPORTANT
trials risk of bias [inconsistency indirectness (3%) (2.2%) |(0.88 to 2.08)| 3 fewer to 24 more) |[MODERATE|
Wound infection (follow-up 14 days)
1 randomised |no serious [no serious no serious very none 1/149 6/305 RR 0.34 13 fewer per 1000 ®®00 [IMPORTANT]
trials risk of bias [inconsistency indirectness serious’ (0.67%) (2%) 1(0.04 to 2.81)| (from 19 fewer to 36 LOW
more)
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Downgraded by 1 or 2 increments because heterogeneity, 12= > 50%, p= > 0.04, unexplained by subgroup analysis.
Table 136: Clinical evidence profile: LMWH (high dose; standard duration) versus dabigatran
Quality assessment No of patients Effect
Quality |Importance
No of . . . . . . . Other LMWH . Relative
studies Design |[Risk of bias| Inconsistency | Indirectness (Imprecision el A (i el Dabigatran (95% Cl) Absolute
All-cause mortality (follow-up 18 days)
1 randomised |serious' no serious no serious very none 0/868 1/857 |OR0.13 (Oto[ 1 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness serious? (0%) (0.12%) 6.73) (from 1 fewerto 7 [VERY LOW
more)
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865

DVT (symptomatic and asymptomatic) (follow-up 18 days)

1 randomised [serious’ no serious no serious serious? none 158/643 181/604 RR 0.82 54 fewer per 1000 ®D00 CRITICAL
trials inconsistency indirectness (24.6%) (30%) [(0.68 to 0.98)| (from 6 fewer to 96 LOW
fewer)
PE (follow-up 18 days)
1 randomised [serious’ no serious no serious very none 5/643 6/604 RR 0.78 2 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness serious? (0.78%) (0.99%) ((0.24 to 2.55)| (from 8 fewer to 15 [VERY LOW
more)
Major bleeding (follow-up 18 days)
1 randomised [no serious [no serious no serious serious? none 12/868 5/857 RR 2.37 |8 more per 1000 (from| @®®0 CRITICAL
trials risk of bias [inconsistency indirectness (1.4%) (0.58%) |(0.84t06.7)( 1fewerto 33 more) IMODERATE
Clinically relevant non-major bleeding (follow-up 18 days)
1 randomised [no serious [no serious no serious very none 21/868 23/857 | RR 0.9 (0.5 3 fewer per 1000 @®00 [IMPORTANT]
trials risk of bias [inconsistency indirectness serious? (2.4%) (2.7%) to 1.62) (from 13 fewer to 17 LOW
more)
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
Table 137: Clinical evidence profile: LMWH (high dose; standard duration) versus rivaroxaban
Quality assessment No of patients Effect
Quality |Importance
No of . . . . . .. Other LMWH . Relative
studies Design |Risk of bias| Inconsistency | Indirectness (Imprecision considerations |(high dose) Rivaroxaban (95% Cl) Absolute
All-cause mortality (follow-up 35 days)
1 randomised [serious’ no serious no serious very none 3/1508 4/1526 RR 0.76 1 fewer per 1000 @000 CRITICAL
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more)

trials inconsistency indirectness serious’ (0.2%) (0.26%) [(0.17 t0 3.39)| (from 2 fewerto 6 |[VERY LOW
more)
DVT (symptomatic and asymptomafic) (follow-up 17 days)
1 randomised [serious’ no serious no serious serious’ none 86/959 61/965 RR 1.42 27 more per 1000 @®00 CRITICAL
trials inconsistency indirectness (9%) (6.3%) [(1.03 to 1.95)| (from 2 more to 60 LOW
more)
PE (follow-up 17 days)
1 randomised [serious’ no serious no serious very none 8/1508 4/1526 RR 2.02 3 more per 1000 @000 CRITICAL
trials inconsistency indirectness serious’ (0.53%) (0.26%) |(0.61t06.71)| (from 1 fewerto 15 |VERY LOW
more)
Major bleeding (follow-up 17 days)
1 randomised |no serious [no serious no serious serious’ none 16/1564 27/1584 RR 0.60 (7 fewer per 1000 DDDO CRITICAL
trials risk of bias [inconsistency indirectness (1%) (1.7%) [(0.32to 1.11)|(from 12 fewerto 2 |[MODERATE
more)
Clinically relevant non-major bleeding (follow-up 17 days)
1 randomised [serious’ no serious no serious serious’ none 30/1508 39/1526 RR 0.78 6 fewer per 1000 @®00 CRITICAL
trials inconsistency indirectness (2%) (2.6%) |(0.49 to 1.25)| (from 13 fewer to 6 LOW
more)
Wound infection (follow-up 17 days)
1 randomised [serious’ no serious no serious very none 3/1508 4/1526 RR 0.76 1 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness serious’ (0.2%) (0.26%) [(0.17 to0 3.39)| (from 2 fewerto 6 |[VERY LOW

. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
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Table 138: Clinical evidence profile: Fondaparinux versus no pharmacological prophylaxis

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . _ Other . No pharmacological | Relative
studies Design bias Inconsistency | Indirectness (Imprecision considerations Fondaparinux prophylaxis (95% Cl) Absolute
Major bleeding (follow-up 11-17 days)
1 randomised |[serious’ [no serious no serious very none 1/84 1/87 RR 1.04 0 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (1.2%) (1.1%) (0.07 to (from 11 fewer to | VERY
16.29) 176 more) LOW

All-cause mortality — not reported

DVT - not reported
PE — not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.

Table 139: Clinical evidence profile: Fondaparinux + AES versus AES

Quality assessment No of patients Effect
Quality Importance
No of . . . . . . . Other Fondaparinux + Relative
studies Design [Risk of bias| Inconsistency | Indirectness | Imprecision considerations AES AES (95% Cl) Absolute
All-cause mortality (follow-up 11-17 days)

2 randomised |serious’ no serious no serious very serious?  |none 0/158 0/161 [Not estimable|0 fewer per 1000 (from| @000 | CRITICAL

trials inconsistency indirectness (0%) (0%) 20 fewer to 20 more)® | VERY

LOW

DVT (symptomatic and asymptomafic) (follow-up 7 days)
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1 randomised |no serious [no serious no serious no serious none 5/74 19/74 [RR 0.26 (0.1 190 fewer per 1000 | @®@® | CRITICAL
trials risk of bias |inconsistency indirectness imprecision (6.8%) (25.7%)| 1o 0.67) (from 85 fewer to 231 | HIGH
fewer)
PE (follow-up 7 days)
1 randomised [no serious [no serious no serious very serious?  |none 0/74 0/74 Not 0 fewer per 1000 (from| ®®00 | CRITICAL
trials risk of bias [inconsistency indirectness (0%) (0%) | estimable® | 30 fewer to 30 more)® [ LOW

. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 140: Clinical evidence profile: Fondaparinux + IPCD + AES versus VKA + IPCD + AES

Quality assessment No of patients Effect
Quality [Importance
DS Design Blskiol Inconsistenc Indirectness (Imprecision ST Rendapainey I\II°IéIA5-:- Ralatlys Absolute
studies 9 bias y P considerations |  IPCD + AES AEs | (95%C))
All-cause mortality (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/54 0/64 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 30 fewer to 30 more)® | VERY
LOW
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |[serious’ [no serious no serious very none 0/54 0/64 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 30 fewer to 30 more)® | VERY
LOW
PE (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/54 0/64 See 0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | 30 fewer to 30 more)® | VERY
LOW
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e  Major bleeding — not reported
. Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Zero events in both arms. Risk difference calculated in Review Manager.

Table 141: Clinical evidence profile: Apixaban versus VKA

Quality assessment No of patients Effect
Quality |Importance
No of . . . . . _ Other . Relative
studies Design |Risk of bias| Inconsistency | Indirectness | Imprecision considerations Apixaban| VKA (95% Cl) Absolute

All-cause mortality (follow-up 14 days)

1 randomised |serious’ no serious no serious very serious?  [none 1/208 | 0/109 | OR 4.59 (0.07 -3 @000 CRITICAL
trials inconsistency indirectness (0.48%) | (0%) to 284.39) VERY LOW

DVT (symptomatic and asymptomatic) (follow-up 14 days)

1 randomised [serious’ no serious no serious no serious none 21/208 129/109| RR 0.38 (0.23 | 165 fewer per 1000 SEee) CRITICAL
trials inconsistency indirectness imprecision (10.1%) |(26.6%) to 0.63) (from 98 fewer to 205 IMODERATE

fewer)

PE (follow-up 14 days)

1 randomised |serious’ no serious no serious very serious?  |none 0/208 | 0/109 |Not estimable4 |0 fewer per 1000 (from| @000 CRITICAL
trials inconsistency indirectness (0%) (0%) 10 fewer to 10 more)® | VERY LOW

Major bleeding (follow-up 14 days)

1 randomised [no serious |no serious no serious very serious?  [none 4/305 | 0/151 | OR 4.50 (0.56 -3 @Dd00 CRITICAL
trials risk of bias |inconsistency indirectness (1.3%) | (0%) to 36.39) LOwW

Fatal PE (follow-up 7 days)
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1 randomised |serious’ no serious no serious very serious?  [none 1/208 | 0/109 | OR 4.59 (0.07 -3 @000 CRITICAL
trials inconsistency indirectness (0.48%) | (0%) to 284.39) VERY LOW
Wound infection (follow-up 14 days)
1 randomised [no serious |no serious no serious very serious?  |none 6/305 | 3/151 | RR 0.99 (0.25 [0 fewer per 1000 (from| @®00 |IMPORTANT]
trials risk of bias |inconsistency indirectness (2%) (2%) to 3.90) 15 fewer to 58 more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in the control arm
4 Zero events in both arms. Risk difference calculated in Review Manager.
Table 142: Clinical evidence profile: Dabigatran versus no prophylaxis
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . . Other . No Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Dabigatran prophylaxis |  (95% Cl) Absolute
All-cause mortality (follow-up 14 days)
1 randomised [no serious [no serious no serious very serious'  [none 0/129 0/124 Not 0 fewer per 1000 @®00 CRITICAL
trials risk of bias |inconsistency indirectness (0%) (0%) estimable? | (from 20 fewer to 20 LOW
more)?
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised |serious® no serious no serious no serious none 23/96 57/101 RR 0.42 (0.29| 327 fewer per 1000 OO0 CRITICAL
trials inconsistency indirectness imprecision (24%) (56.4%) to 0.63) (from 209 fewer to [MODERATE
401 fewer)
PE (follow-up 14 days)
1 randomised [no serious [no serious no serious very serious’  [none 0/129 0/124 Not 0 fewer per 1000 @®00 CRITICAL
trials risk of bias [inconsistency indirectness (0%) (0%) estimable? | (from 20 fewer to 20 LOW
more)?
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Major bleeding (follow-up 14 days)

1 randomised [no serious [no serious no serious very serious'  [none 3/129 1/124 OR 2.64 (0.37 13 more per 1000 @®e00 CRITICAL
trials risk of bias [inconsistency indirectness (2.3%) (0.81%) t0 19.00) | (from 5 fewer to 126 LOW
more)
Clinically relevant non-major bleeding (follow-up 14 days)
1 randomised [no serious [no serious no serious very serious'  [none 2/129 3/124 RR 0.64 (0.11| 9 fewer per 1000 @00 CRITICAL
trials risk of bias [inconsistency indirectness (1.6%) (2.4%) to 3.77) (from 22 fewer to 67 LOW
more)
. Fatal PE — not reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
2 Zero events in both arms. Risk difference calculated in Review Manager.
3 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
Table 143: Clinical evidence profile: Rivaroxaban versus aspirin
Quality assessment No of patients Effect
Quality [Importance
No of . . . . . _ Other . - Relative
studies Design |Risk of bias| Inconsistency Indirectness Imprecision considerations Rivaroxaban|Aspirin (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 28 days)
1 randomised |no serious |no serious no serious no serious none 3/102 18/110|RR 0.18 (0.05| 134 fewer per 1000 | ®@®®@® | CRITICAL
trials risk of bias  |inconsistency indirectness imprecision (2.9%) [(16.4%)[ to 0.59) (from 67 fewer to 155 | HIGH
fewer)
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PE (follow-up 28 days)

1 randomised |serious' no serious serious? very serious®  |none 0/102 0/110 [Not estimable*| 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency (0%) (0%) 20 fewer to 20 more)* | VERY
LOwW
e All-cause mortality — not reported
. Major bleeding — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
% Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Zero events in both arms of one of the studies included. Risk difference calculated in Review Manager.
Table 144: Clinical evidence profile: Foot pump versus no prophylaxis
Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of Inconsistenc Indirectness | Imprecision Other Foot No Relative Absolute
studies g bias y P considerations | pump | prophylaxis | (95% ClI)
DVT (symptomatic and asymptomatic) (follow-up 10 days)
1 randomised |serious’ |no serious no serious no serious none 5/28 19/32 RR 0.3 (0.13| 416 fewer per 1000 DDDO CRITICAL
trials inconsistency indirectness imprecision (17.9%) (59.4%) to 0.7) (from 178 fewer to 517 IMODERATE
fewer)
PE (follow-up time-point not reported)
1 randomised [serious' [no serious serious? very serious®  [none 0/28 0/32 Not 0 fewer per 1000 (from @000 CRITICAL
trials inconsistency (0%) (0%) estimable* | 60 fewer to 60 more)* [VERY LOW

. Fatal PE — not

reported

e  All-cause mortality — not reported
. Major bleeding — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

$9|del1 3avys
sixejAydoud 3 1A



8/1
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

900
901

902

3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 145: Clinical evidence profile: AES versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . .. Other No Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations AES prophylaxis (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised [serious' [no serious no serious serious? none 14/110 24/110 RR 0.58 (0.32 | 92 fewer per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (12.7%)|  (21.8%) to 1.07) 148 fewer to 15 more) LOwW
PE (follow-up 30 days)
1 randomised |serious’ |no serious no serious very none 1/110 1/110 OR 1.00 (0.06 |0 fewer per 1000 (from 9| @000 | CRITICAL
trials inconsistency indirectness serious? (0.91%)| (0.91%) to 16.09) fewer to 120 more) VERY
LOW
Major bleeding (follow-up time-point not reported)
1 randomised |serious’ |no serious serious® very none 0/110 0/110 Not estimable* | 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)* | VERY
LOW
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised [serious’ |no serious serious® very none 0/110 0/110 Not estimable* | 0 fewer per 1000 (from [ @000 [IMPORTANT
trials inconsistency serious? (0%) (0%) 20 fewer to 20 more)* | VERY
LOW
Wound infection (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 2/110 2/110 OR 1.00 (0.14 | 0 fewer per 1000 (from | @000 |IMPORTANT]
trials inconsistency indirectness serious? (1.8%) (1.8%) to 6.97) 16 fewer to 96 more) VERY
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LOW

e  All-cause mortality — not reported
e  Fatal PE - not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.

Table 146: Clinical evidence profile: IPCD versus no prophylaxis

Quality assessment No of patients Effect
Quality | Importance
No of . Risk of . . .. Other No Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations IPCD prophylaxie (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised |serious’ |no serious no serious serious? none 9/110 24/110 RR 0.38 (0.18 | 135 fewer per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (8.2%) (21.8%) to 0.77) 50 fewer to 179 fewer) LOW
PE (follow-up 30 days)
1 randomised |serious’ |no serious no serious very none 0/110 1/110 OR 0.14 (O to | 8 fewer per 1000 (from 9 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0.91%) 6.82) fewer to 50 more) VERY
LOW
Major bleeding (follow-up time-point not reported)
1 randomised [serious’ [no serious serious® very none 0/110 0/110 Not estimable* |0 fewer per 1000 (from 20| @000 | CRITICAL
trials inconsistency serious? (0%) (0%) fewer to 20 more)* VERY
LOW
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised |serious’ |no serious serious® very none 0/110 0/110 Not estimable* |0 fewer per 1000 (from 20[ ®000 [IMPORTANT]
trials inconsistency serious? (0%) (0%) fewer to 20 more)* VERY
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LOW
Wound infection (follow-up 30 days)
1 randomised [serious' [no serious no serious very none 1/110 2/110 OR 0.51 (0.05 |9 fewer per 1000 (from 17| @000 |IMPORTANT]
trials inconsistency indirectness serious? (0.91%) (1.8%) to 4.96) fewer to 66 more) VERY
LOW
e All-cause mortality — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.
Table 147: Clinical evidence profile: IPCD versus AES
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . ] Other Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations IPCD | AES (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 30 days)
1 randomised [serious’ |no serious no serious very none 9/110 | 14/110|RR 0.64 (0.29 to| 46 fewer per 1000 (from 90| @000 | CRITICAL
trials inconsistency indirectness serious? (8.2%) |(12.7%) 1.42) fewer to 53 more) VERY
LOw
PE (follow-up 30 days)
1 randomised [serious’ |no serious no serious very none 0/110 | 1/110 | OR0.14 (Oto | 8 fewer per 1000 (from 9 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) 1(0.91%) 6.82) fewer to 50 more) VERY
LOw

$9|del1 3avys
sixejAydoud 3 1A



81
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

914
915
916
917

918

Major bleeding (follow-up time-point not reported)

1 randomised |serious’ [no serious serious® very none 0/110 | 0/110 | Not estimable* | 0 fewer per 1000 (from 20 | ®000 | CRITICAL
trials inconsistency serious? (0%) | (0%) fewer to 20 more)* VERY
LOW
Technical complications of mechanical interventions (follow-up time-point not reported)
1 randomised |[serious’ [no serious serious?® very none 0/110 | 0/110 | Not estimable* | 0 fewer per 1000 (from 20 | @000 |IMPORTANT
trials inconsistency serious? (0%) | (0%) fewer to 20 more)* VERY
LOw
Wound infection (follow-up 30 days)
1 randomised |[serious’ [no serious no serious very none 1/110 | 2/110 | OR 0.51 (0.05 | 9 fewer per 1000 (from 17 | @000 |IMPORTANT|
trials inconsistency indirectness serious? (0.91%)] (1.8%) to 4.96) fewer to 66 more) VERY
LOW
e All-cause mortality — not reported
. Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Zero events in both arms. Risk difference calculated in Review Manager.
Table 148: Clinical evidence profile: CPM versus no prophylaxis
Quality assessment No of patients Effect
Quality |Importance
No of . Risk of . . . Other No Relative
studies Design bias Inconsistency [Indirectness|imprecision considerations CPM prophylaxis | (95% Cl) Absolute
DVT (symptomatic and asymptomatic) (follow-up 90 days)
1 randomised |very no serious serious? very none 0/33 0/32 Not 0 fewer per 1000 (from 60 @000 | CRITICAL
trials serious’  |inconsistency serious® (0%) (0%) estimable* fewer to 60 more)* VERY
LOW
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e  All-cause mortality — not reported

. PE — not reported

. Major bleeding — not reported
e  Fatal PE - not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Zero events in both arms. Risk difference calculated in Review Manager

Non-arthroplasty orthopaedic knee surgery

Overall population stratum

Table 149: Clinical evidence profile: LMWH (standard dose, extended duration) versus LMWH (standard dose, standard duration)

28 more)®

Quality assessment No of patients Effect
Quality |Importance
LMWH (standard dose,
peich Design AESC Inconsistency | Indirectness | Imprecision Shey PRI C I ) OO Control AL Absolute
studies 9 bias y P considerations LMWH (standard dose, (95% CI)
standard duration)

DVT (follow-up 23-28 days)
1 randomised [serious’ [no serious no serious no serious none 2/72 28/68 | RR 0.07 383 fewer per BP0 CRITICAL

trials inconsistency  |indirectness  [imprecision (2.8%) (41.2%)| (0.02 to 1000 (from 301 [MODERATE

0.27) fewer to 404
fewer)

PE (follow-up 23-28 days)
1 randomised [serious' [no serious no serious very serious? [none 0/72 0/68 See 0 fewer per 1000 @000 CRITICAL

trials inconsistency  [indirectness (0%) (0%) | comment | (from 28 fewer to [VERY LOW
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Major bleeding (follow-up 23-28 days)

1 randomised [serious’ [no serious no serious very serious? [none 0/72 0/68 See 0 fewer per 1000 @000 CRITICAL
trials inconsistency  |indirectness (0%) (0%) | comment | (from 28 fewer to [VERY LOW
28 more)®
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
Table 150: Clinical evidence profile: LMWH (high dose, standard duration) versus AES (full length)
Quality assessment No of patients Effect
Quality |Importance
AES (full length)
ool Design e Inconsistency | Indirectness | Imprecision ity et Habel (el Control FEIEUD Absolute
studies bias considerations dose, standard (95% CI)
duration)
All-cause mortality (follow-up 8 days)
1 randomised |[serious’ |no serious no serious very serious? [none 0/657 0/660 See 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) | comment | (from 3 fewerto 3 |VERY LOW
more)?
DVT (follow-up 8 days
1 randomised |[serious’ |no serious no serious no serious none 10/657 29/660| RR 0.35 |29 fewer per 1000 B®PPO CRITICAL
trials inconsistency indirectness imprecision (1.5%) (4.4%)| (0.17 to (from 13 fewer to |[MODERATE
0.70) 36 fewer)
PE (follow-up 8 days)
1 randomised |[serious’ |no serious no serious very serious? [none 2/657 2/660 | OR 1.00 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0.3%) (0.3%)| (0.14to [(from 3 fewer to 18| VERY LOW
7.15) more)

Major bleeding (follow-up 8 days)
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1 randomised [serious' |no serious no serious very serious? |none 2/657 1/660 | OR 1.96 1 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.3%) (0.15%)| (0.20to |(from 1 fewer to 26| VERY LOW
18.86) more)
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
Table 151: Clinical evidence profile: AES (full length) versus LMWH (high dose, extended duration)
Quality assessment No of patients Effect
Quality Importance
. AES (full length) versus .
e ?f Design R's.k o Inconsistency | Indirectness |Imprecision (_)ther_ LMWH (high dose, Control Reloatlve Absolute
studies bias considerations i (95% ClI)
extended duration)
All-cause mortality (follow-up 8 days)
1 randomised [serious' [no serious no serious very none 0/444 0/660 See 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment (from 4 fewerto 4 | VERY
more)? LOW
DVT (follow-up 8 days)
1 randomised [serious' [no serious no serious serious? none 9/444 29/660| RR0.46 24 fewer per 1000 | @00 | CRITICAL
trials inconsistency indirectness (2%) (4.4%) ((0.22 t0 0.97)| (from 1 fewer to 34 | LOW
fewer)
PE (follow-up 8 days)
1 randomised [serious' [no serious no serious very none 2/444 2/660 See 2 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0. 45%) (0.3%) | comment | (from 2 fewer to 30 | VERY
more) LOW
Major bleeding (follow-up 8 days)
1 randomised [serious' [no serious no serious very none 1/444 1/660 OR 1.50 1 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.23%) (0.15%)| (0.09 to (from 1 fewer to 36 | VERY
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| | 2541) | more) | Low

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 152: Clinical evidence profile: LMWH (high dose, extended duration) versus LMWH (high dose, standard duration)

Quality assessment No of patients Effect

Quality Importance
LMWH (high dose, extended .
- . Relative
duration) versus LMWH (high [Control (95% Cl) Absolute
dose, standard duration) ¢

LB Design ST Inconsistenc Indirectness [Imprecision iy
studies g bias y P considerations

All-cause mortality (follow-up 8 days)

1 randomised [serious' |no serious no serious very none 0/444 0/657 See 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment | (from 4 fewerto4 | VERY
more)? LOW

DVT (follow-up 8 days)

1 randomised [serious' |no serious no serious very none 9/444 10/657 RR 1.33 | 5 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (2%) (1.5%)| (0.55to [(from 7 fewer to 34| VERY
3.25) more) LOW

PE (follow-up 8 days)
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1 randomised [serious' |no serious no serious very none 2/444 2/657 [OR 1.5 (0.2 | 2 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.45%) (0.3%) | to11.06) [(from 2 fewer to 30| VERY
more) LOW
Major bleeding (follow-up 8 days)
1 randomised [serious' |no serious no serious very none 1/444 2/657 | ORO0.75 | 1 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.23%) (0.3%) | (0.07to [(from 3 fewer to 19| VERY
7.52) more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 153: Clinical evidence profile: Rivaroxaban versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
pokc Design G Inconsistenc Indirectness |Imprecision Shey AL LA T Control R EUNe Absolute
studies 9 bias y P considerations no prophylaxis (95% ClI)
All-cause mortality (follow-up 3 months)
1 randomised [no serious [no serious no serious very none 0/120 0/114 See 0 fewer per 1000 @®00 CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0%) | comment |[(from 17 fewer to 17 LOW
more)?3
DVT (follow-up 3 months)
1 randomised |no serious [no serious no serious serious’ none 2/120 8/114 RR 0.24 53 fewer per 1000 B®PPO
trials risk of bias [inconsistency indirectness (1.7%) (7%) |(0.05 to 1.09)| (from 67 fewer to 6 |MODERATE
more)
PE (follow-up 3 months)
1 randomised [no serious [no serious no serious very none 0/120 0/114 See 0 fewer per 1000 @D00 CRITICAL
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trials risk of bias [inconsistency indirectness serious' (0%) (0%) | comment |[(from 17 fewerto 17 LOW
more)?3
Fatal PE (follow-up 3 months)
1 randomised [no serious [no serious no serious very none 0/120 0/114 See 0 fewer per 1000 @®00 CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0%) | comment |[(from 17 fewer to 17 LOW
more)?3
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Could not be calculated as there were no events in the intervention or comparison group
3 Risk difference calculated in Review Manager
Major arthroscopic surgery stratum
Table 154: Clinical evidence profile: LMWH (low dose) versus no prophylaxis
Quality assessment No of patients Effect
Quality Importance
. LMWH (low dose) .
e 9f Design R's.k 2 Inconsistency | Indirectness |Imprecision (_)ther_ versus no Control Reloatnve Absolute
studies bias considerations m (95% ClI)
prophylaxis
DVT (follow-up 10 days)
1 randomised [serious' |no serious no serious very none 1117 5/122 |OR 0.27 (0.05| 30 fewer per 1000 | @000
trials inconsistency indirectness serious? (0.85%) (4.1%) to 1.35) (from 39 fewer to 14 | VERY
more) LOW
PE (follow-up 10 days)
1 randomised [serious' |no serious no serious very none 0/117 0/122 - 0 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from 16 fewer to 16 | VERY
more)* LOW
Major bleeding (follow-up 10 days)
1 randomised [serious' |no serious no serious very none 01117 0/122 |Not estimable| 0 fewer per 1000 @000 | CRITICAL
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trials

inconsistency

indirectness

serious?

(0%)

(0%)

(from 16 fewer to 16
more)*

VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Minor arthroscopic surgery stratum

Table 155: Clinical evidence profile: LMWH (low dose) versus no prophylaxis

Quality assessment No of patients Effect
Quality [Importance
No of - - - - - _ Other LMWH (low No Relative
studies Design [Risk of bias| Inconsistency Indirectness |[Imprecision T 1 oy S dose) prophylaxis (95% Cl) Absolute
All-cause mortality (follow-up 3 months)
1 randomised [no serious |no serious no serious very none 0/731 0/720 See comment| 0 fewer per 1000 @®®00 | CRITICAL
trials risk of bias |inconsistency indirectness serious’ (0%) (0%) (from 3 fewer to 3 LOW
more)?
PE (follow-up 90 days)
1 randomised [no serious |no serious serious® very none 1/731 1/720 OR 0.98 (0.06( O fewer per 1000 @000 | CRITICAL
trials risk of bias |inconsistency serious’ (0.14%) (0.14%) to 15.76) (from 1 fewerto 20 | VERY
more) LOW

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Risk difference calculated in Review Manager
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Foot and ankle orthopaedic surgery

No relevant clinical studies were identified.
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966

Ko28

968

Upper limb orthopaedic surgery

No relevant clinical studies were identified.

Spinal surgery

Table 156: Clinical evidence profile: LMWH (standard dose; standard duration) versus rivaroxaban

Quality assessment No of patients Effect
Quality | Importance
. LMWH .
e Pf Design R's.k ol Inconsistency | Indirectness (Imprecision _Other_ (standard |Rivaroxaban Reloatlve Absolute
studies bias considerations dose) (95% ClI)
All-cause mortality (follow-up 14 days)
1 randomised [serious’ |no serious no serious very none 1/324 0/341 OR 7.79 (0.15 B @000 CRITICAL
trials inconsistency indirectness serious? (0.31%) (0%) to 392.95) VERY
LOwW
DVT (symptomatic and asymptomatic) (follow-up 14 days)
1 randomised [serious’ |no serious no serious very none 8/324 6/341 RR 1.4 (0.49 | 7 more per 1000 @®000 CRITICAL
trials inconsistency indirectness serious? (2.5%) (1.8%) to 4) (from 9 fewer to 53 | VERY
more) LOW
PE (follow-up 14 days)
1 randomised |[serious’ [no serious no serious very none 1/324 1/341 OR 1.05 (0.07| 0 more per 1000 ®000 | CRITICAL
trials inconsistency indirectness serious? (0.31%) (0.29%) to 16.88) (from 3 fewer to 44 | VERY
more) LOW
Major bleeding (follow-up 14 days)
1 randomised [serious’ |no serious no serious very none 1/324 2/341 OR 0.54 (0.06( 3 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness serious? (0.31%) (0.59%) to 5.2) (from 6 fewer to 24 | VERY
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969
970
971

972

| | more) | LOW
Clinically relevant non-major bleeding (follow-up 14 days)
1 randomised [serious’ |no serious no serious very none 6/324 6/341 RR 1.05 (0.34| 1 more per 1000 @000 NOT
trials inconsistency indirectness serious? (1.9%) (1.8%) to 3.23) (from 12 fewer to 39 | VERY | IMPORTANT
more) LOW
Fatal PE — not reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
3 Absolute effects could not be calculated due to zero events in the control arm
Table 157: Clinical evidence profile: Foot pump + AES (above-knee) versus IPCD (thigh-length/above-knee) + AES (above-knee)
Quality assessment No of patients Effect
Quality | Importance
ekt Design AESC Inconsistency (Indirectness|imprecision ULy FO((;tb’;l\]/':i:e:)Es lotolre S PR L) Absolute
studies 9 bias y P considerations versus (above-knee) | (95% CI)
DVT (symptomatic and asymptomatic) (follow-up 5-7 days)
1 randomised |serious’ [no serious serious? very none 0/75 0/59 See [0 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency serious® (0%) (0%) comment | 30 fewer to 30 more)* | VERY
LOwW
PE (follow-up 5-7 days)
1 randomised |very no serious serious? very none 0/75 0/59 See 0 fewer per 1000 (from| @000 | CRITICAL
trials serious' [inconsistency serious® (0%) (0%) comment | 30 fewer to 30 more)* | VERY
LOwW
Visual analogue comfort scale (range of scores: 0-10; Better indicated by lower values) (follow-up at hospital discharge — time-point not reported)
1 randomised |very no serious serious? serious® none 75 59 - MD 0.28 higher (0.69 | @000 [IMPORTANT]
trials serious’ |inconsistency lower to 1.25 higher) | VERY
LOW
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973
974
975
976

977

Ko29

979

K.2901

981

All-cause mortality — not reported
Major bleeding — not reported

Fatal PE — not reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs.
4 Zero events in both arms. Risk difference calculated in Review Manager.

Cranial surgery

Strata: People undergoing intracranial surgery (non-tumour specific)

Table 158: Clinical evidence profile: LMWH (low dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality Importance
- LMWH (low -
No of . Risk of . . . Other Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations dosel)j l\:llc_-zlrsus Control (95% Cl) Absolute
All-cause mortality (follow-up 30 days)
1 randomised |serious' |no serious no serious very none 0/51 1/49 [ OR0.13 (O to | 18 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2%) 6.55) 20 fewer to 100 more) [ VERY
LOwW
DVT (follow-up 7 days)
1 randomised [serious’ |no serious no serious very none 2/51 0/49 [ OR7.25(0.45 Not estimable® @000 | CRITICAL
trials inconsistency indirectness serious? (3.9%) (0%) to 117.6) VERY
LOW

PE (follow-up 30 days)
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983
984
985
986

987

988

K.2822

990

1 randomised |[serious' [no serious no serious very none 0/51 0/49 | Not estimable® | 0 fewer per 1000 (from | ®000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 40 fewer to 40 more)* | VERY
LOW
Fatal PE (follow-up 30 days)
1 randomised [serious’ |no serious no serious very none 0/51 0/49 | Not estimable® | 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 40 fewer to 40 more)* | VERY
LOW
Major bleeding (follow-up 30 days)
1 randomised [serious' |no serious no serious very none 2/51 1/49 |OR 1.9 (0.19 to| 18 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (3.9%) (2%) 18.67) 16 fewer to 260 more) | VERY
LOW
Thrombocytopenia (follow-up 30 days)
1 randomised [serious’ |no serious no serious very none 2/51 1/49 |OR 1.9 (0.19 to| 18 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (3.9%) (2%) 18.67) 16 fewer to 260 more) | VERY
LOW

! Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was
at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Zero events in both arms
4 Risk difference calculated in Review Manager

5 Zero events in control arm

Strata: People with intracranial tumour having neurosurgery

Table 159: Clinical evidence profile: UFH versus no VTE prophylaxis

Quality assessment

No of patients

Effect

Quality

Importance
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991

992

oo a1 Design S Inconsistency | Indirectness | Imprecision ey A L T Control FEEED Absolute
studies bias considerations | VTE prophylaxis (95% ClI)
DVT (follow-up 8 days)
1 randomised |[serious' |no serious no serious no serious none 3/50 17/50 RR 0.18 279 fewer per 1000 DDDO CRITICAL
trials inconsistency indirectness imprecision (6%) (34%) | (0.06to |(from 150 fewer to 320[MODERATE
0.56) fewer)
All-cause mortality — no data
PE — no data
Fatal PE — no data
Major bleeding — no data
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
Table 160: Clinical evidence profile: LMWH (standard dose; standard duration) + IPCD versus UFH + IPCD
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . .. Other LMWH (standard) + Relative
. Design L Inconsistency | Indirectness |Imprecision X . IPCD versus UFH + [Control Absolute
studies bias considerations IPCD (95% Cl)
All-cause mortality (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/75 0/75 See 0 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) comment® | (from 30 fewer to 30 | VERY
more)* LOW

DVT (follow-up 30 days)
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993
994
995
996
997

998

999

1 randomised |serious’ [no serious no serious very none 9/65 5/75 |OR 2.21 (0.73| 70 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (13.8%) (6.7%) to 6.65) (from 17 fewer to 255 | VERY
more) LOW
Major bleeding (follow-up 30 days)
1 randomised |serious’ [no serious serious® very none 2/75 1/75 |OR1.97 (0.2 13 more per 1000 | ®000
trials inconsistency serious? (2.7%) (1.3%)| to19.19) |(from 11 fewerto 193 | VERY
more) LOwW

PE — no data

Fatal PE — no data

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms
4 Risk difference calculated in Review Manager
5 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

Table 161: Clinical evidence profile: LMWH (high dose; standard duration)+IPCD versus IPCD

Quality assessment No of patients Effect
LMWH (high
No of . Risk of . . . . Other prophylactic Relative
studies Design bias Inconsistency | Indirectness |Imprecision considerations dose)+IPCD versus Control (95% Cl) Absolute
IPCD

Quality

Importance

All-cause mortality (follow-up 30 days)

$9|del1 3avys
sixejAydoud 3 1A



S6T
'SIY31 JO 3DIION 01 193IGNS "PAAISAI SIYBU ||V “LTOZ IDIN @

1000
1001
1002
1003

randomised [serious' [no serious no serious very none 1/23 1/22 |OR 0.96 (0.06 2 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (4.3%) (4.5%) | to15.78) |(from 43 fewer to 384| VERY
more) LOW
DVT (follow-up 30 days)
randomised [serious' [no serious no serious very none 4/23 3/22 |RR 1.28 (0.32| 38 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (17.4%) (13.6%)| to5.06) [(from 93 fewer to 554| VERY
more) LOW
PE (follow-up 30 days)
randomised [serious' [no serious no serious very none 0/23 0/22 See 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment® [ (from 80 fewer to 80 | VERY
more)* LOW
Fatal PE (follow-up 30 days)
randomised [serious' [no serious no serious very none 0/23 0/22 See 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment® [ (from 80 fewer to 80 | VERY
more)* LOW
Major bleeding (follow-up 30 days)
randomised [serious' [no serious no serious very none 3/23 0/22 |OR7.77 (0.77 - @000 | CRITICAL
trials inconsistency indirectness serious? (13%) (0%) to 78.78) VERY
Low

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
8 Zero events in both arms
4 Risk difference calculated in Review Manager
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1005

Table 162: Clinical evidence profile: LMWH (high dose; standard duration) versus IPCD

Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . .. Other LMWH (high Relative
. Design L Inconsistency Indirectness |Imprecision . . dose) versus [Control Absolute
studies bias considerations IPCD (95% ClI)
All-cause mortality (follow-up 30 days)
1 randomised [serious' |no serious no serious very none 0/21 1/22 | OR0.14 (0 to |39 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (4.5%) 7.15) 45 fewer to 209 more) | VERY
LOW
DVT (follow-up 30 days)
1 randomised [serious' |no serious no serious very none 1/21 3/22 | OR 0.36 (0.05 |83 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (4.8%) (13.6%) to 2.74) 129 fewer to 166 more) [ VERY
LOW
PE (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/21 0/22 | See comment® | 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 40 fewer to 40 more)* | VERY
LOw

Fatal PE (follow-up 30 days)
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1007
1008
1009

1010

1011

1 randomised [serious' |no serious no serious very none 0/21 0/22 | See comment® | 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 40 fewer to 40 more)* | VERY
LOW
Major bleeding (follow-up 30 days)
1 randomised [serious' |no serious no serious very none 2/21 0/22 | OR 8.15(0.49 - @000 | CRITICAL
trials inconsistency indirectness serious? (9.5%) (0%) to 134.79) VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
8 Zero events in both arms
4 Risk difference calculated in Review Manager

Table 163: Clinical evidence profile: IPCD versus no VTE prophylaxis

Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of Inconsistenc Indirectness (Imprecision Other IPCD versus no Control Relative Absolute
studies 9 bias Y 3 considerations prophylaxis (95% Cl)
DVT (follow-up 8-10 days)

1 randomised |serious’ [no serious no serious very none 0/18 2/5 |OR 0.01 (0 to[393 fewer per 1000 (from| @000 | CRITICAL

trials inconsistency indirectness serious? (0%) (40%) 0.25) 257 fewer to 400 fewer) | VERY

LOwW

PE (follow-up 8-10 days)
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1 randomised |serious’ [no serious no serious very none 0/25 0/10 See 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) | comment* | 130 fewer to 130 more)® | VERY
LoOwW
Fatal PE (follow-up 8-10 days)
1 randomised |serious’ [no serious serious® very none 0/25 0/10 See 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious? (0%) (0%) | comment* | 130 fewer to 130 more)® | VERY
LOW

All-cause mortality — no data
DVT - no data

Major bleeding — no data

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

4 Zero events in both arms
5 Risk difference calculated in Review Manager

Spinal injury

Table 164: Clinical evidence profile: UFH versus no VTE prophylaxis

Quality assessment

No of
patients

Effect

Quality |Importance
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1021
1022

1023

1024

No of . Risk of . - i Other Relative
studies Design bias Inconsistency Indirectness (Imprecision T R S UFH |placebo (95% Cl) Absolute
DVT
1 randomised |serious’ |no serious no serious very none 8/16 | 8/17 | RR 1.06 (0.53 | 28 more per 1000 (from 221 [ VERY [ CRITICAL
trials inconsistency indirectness serious? (50%)|(47.1%) to 2.15) fewer to 541 more) LOW
All-cause mortality — no data reported
Fatal PE — no data reported
PE — no data reported
Major bleeding — no data reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 165: Clinical evidence profile: LMWH (standard prophylactic dose) versus no VTE prophylaxis
Quality assessment No of patients Effect
Quality |Importance
. LMWH .
e 9f Design R's.k @i Inconsistency | Indirectness |Imprecision (_)ther_ (standard DI . Reloatlve Absolute
studies bias considerations dose) prophylaxis | (95% CI)
DVT (follow-up 12-16 days)
1 randomised |no serious [no serious no serious serious’ none 2/37 8/37 RR 0.25 162 fewer per 1000 ®DD0 CRITICAL
trials risk of bias |inconsistency indirectness (5.4%) (21.6%) (0.06 to 1.1) | (from 203 fewer to [MODERATE
22 more)
PE (follow-up 12-16 days)
1 randomised |serious? no serious serious® very none 0/37 0/37 Not 0 fewer per 1000 @®000 CRITICAL
trials inconsistency serious’ (0%) (0%) estimable* | (from 50 fewer to 50 | VERY LOW
more)®
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1025
1026
1027
1028
1029

1030

1031

Fatal PE (follow-up 12-16 days)

1 randomised [serious? no serious serious® very none 0/37 0/37 Not 0 fewer per 1000 @000 CRITICAL
trials inconsistency serious’ (0%) (0%) estimable* | (from 50 fewer to 50 | VERY LOW
more)®
All-cause mortality — no data reported
Major bleeding — no data reported
" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2 Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
4 Zero events in both arms
5 Risk difference calculated in Review Manager
Table 166: Clinical evidence profile: LMWH (standard prophylactic dose) versus UFH
Quality assessment No of patients Effect
Quality [Importance
. LMWH .
e Pf Design R's.k o Inconsistency Indirectness [Imprecision (_Jther_ (standard UFH Reloatlve Absolute
studies bias considerations dose) (95% ClI)
All-cause mortality (follow-up 56 days)
1 randomised [serious’ |no serious no serious very none 0/20 2/21 Peto OR 0.14 |81 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (9.5%)| (0.01to 2.24) 94 fewer to 96 more) LOW
Fatal PE (follow-up 56 days)
1 randomised [serious’ |no serious no serious very none 0/20 2/21 Peto OR 0.14 |81 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (9.5%) | (0.01to 2.24) 94 fewer to 96 more) LOW
DVT (follow-up 56 days
1 randomised [serious’ |no serious no serious very none 0/20 3/21 Peto OR 0.13 122 fewer per 1000 VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (14.3%)| (0.01 to 1.31) (from 141 fewer to 36 LOW
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1032
1033
1034
1035
1036

1037

1038

more)

Major bleeding (follow-up 56 days)

1 randomised [serious’ |no serious serious® very none 0/20 0/21 | Not estimable* | 0 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency serious? (0%) (0%) 90 fewer to 90 more)® | LOW

PE - no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes

4 Zero events in both arms

5 Risk difference calculated in Review Manager

Table 167: Clinical evidence profile: LMWH (high prophylactic dose) versus UFH+ICPD

Quality assessment No of patients Effect
Quality {Importance
. LMWH 8
No of . Risk of . . . . Other Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations (st::sdea)rd UFH+IPCD (95% Cl) Absolute

All-cause mortality (follow-up 56 days)

1 randomised |[serious’ [no serious no serious very none 2/230 2/246 |RR 1.07 (0.15 |1 more per 1000 (from 7| VERY | CRITICAL
trials inconsistency indirectness serious? (0.87%) (0.81%) to 7.53) fewer to 53 more) LOW

Fatal PE (follow-up 56 days)

1 randomised |[serious’ [no serious no serious very none 0/58 0/49  [Not estimable?| 0 fewer per 1000 (from | VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 40 fewer to 40 more)* | LOW

PE (follow-up 56 days)

1 randomised |serious’ [no serious no serious serious? none 3/58 9/49 RR 0.28 (0.08 132 fewer per 1000 LOW | CRITICAL
trials inconsistency indirectness (5.2%) (18.4%) to 0.98) (from 4 fewer to 169

fewer)
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1040
1041
1042
1043

1044

Ko3d

1046

1047

DVT (follow-up 56 days
1 randomised |[serious’ [no serious no serious very none 35/58 22/49 [RR 1.34 (0.92 153 more per 1000 VERY [ CRITICAL

trials inconsistency indirectness serious? (60.3%) (44.9%) to 1.95) (from 36 fewer to 427 LOW

more)

Major bleeding (follow-up 56 days)
1 randomised |serious’ [no serious serious® very none 6/230 13/246 |RR 0.49 (0.19 |27 fewer per 1000 (from| VERY | CRITICAL

trials inconsistency serious? (2.6%) (5.3%) to 1.28) 43 fewer to 15 more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Zero events in both arms.
4 Risk difference calculated in Review Manager
5 Downgraded by 1 or 2 increments because the majority of the evidence had indirect outcomes
Major trauma
Table 168: Clinical evidence profile: IPCD (full leg) versus no prophylaxis

Quality assessment No of patients Effect
Quality (Importance
No of : Risk of . . " Other IPCD (full leg) Relative
> Design : Inconsistency | Indirectness | Imprecision > - versus no Control a Absolute
studies bias considerations X (95% ClI)
prophylaxis

All-cause mortality (follow-up 7-90 days)
2 randomised |very no serious no serious very serious?  |none 2/215 4/153 [RR 0.3 (0.06| 18 fewer per 1000 | ®000 | CRITICAL

trials serious’ |inconsistency indirectness (0.93%) (2.6%)| to1.62) (from 25 fewer to 16 | VERY

more) LOW

DVT (follow-up 7-90 days)
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1048
1049

1050

1051

2 randomised |very no serious no serious no serious none 5/215 15/153|RR 0.26 (0.1| 73 fewer per 1000 | ®®00 | CRITICAL
trials serious’ |inconsistency indirectness imprecision (2.3%) (9.8%) t0 0.7) (from 29 fewer to 88 | LOW
fewer)
PE (follow-up 7-90days)
2 randomised |very no serious no serious very serious?  [none 0/215 1/153 [OR 0.07 (0 to| 6 fewer per 1000 @000 | CRITICAL
trials serious? |inconsistency indirectness (0%) (0.65%) 4.01) (from 7 fewer to 19 | VERY
more) LOW
Fatal PE (follow-up 7-90 days)
1 randomised |very no serious no serious very serious?  |none 1/189 1/114 OR 0.59 4 fewer per 1000 @000 | CRITICAL
trials serious’ |inconsistency indirectness (0.53%) (0.88%)| (0.03to (from 9 fewer to 75 | VERY
10.34) more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 169: Clinical evidence profile: IPCD (full leg) versus foot pump

Quality assessment No of patients Effect
Quality |Importance
No of - Risk of - . - Other IPCD (full leg) Relative
studies Design bias Inconsistency |Indirectness|imprecision considerations |versus foot pump Control (95% Cl) Absolute
All-cause mortality (follow-up time-point not reported)
1 randomised |[serious’ |no serious serious® very none 6/74 5/75 | RR1.22(0.39 [ 15 more per 1000 (from [ @000 | CRITICAL
trials inconsistency serious? (8.1%) (6.7%) to 3.81) 41 fewer to 187 more) | VERY
LOW
DVT (follow-up 8 days)
1 randomised |serious’ [no serious serious® serious? none 4/62 13/62 [ RR 0.31 (0.11 [ 145 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency (6.5%) (21%) to 0.89) 23 fewer to 187 fewer) | VERY
LOW
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1057
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Major bleeding (follow-up time-point not reported)

1

randomised [serious’

trials

no serious
inconsistency

serious®

very
serious?

none

1174
(1.4%)

0/75
(0%)

OR 7.49 (0.15
to 377.48)

4

®000 | CRITICAL
VERY

LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Absolute effects could not be calculated due to zero events in one of the arms.

Table 170: Clinical evidence profile: IPCD (below knee) versus foot pump

Quality assessment No of patients Effect
Quality Importance
ool Design Ay Inconsistency Indirectness |Imprecision iy PE D o LG Control FEIEURD Absolute
studies bias considerations |versus foot pump (95% ClI)
DVT (follow-up up to 14 days)
1 randomised [serious' |no serious no serious very none 0/49 3/68 |OR 0.17 (0.02|36 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (4.4%) to0 1.76) 43 fewer to 31 more) | VERY
LOW
PE (follow-up 2 months)
1 randomised |serious’ [no serious no serious very none 0/49 1/68 |OR 0.18 (0 to|12 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.5%) 9.51) 15 fewer to 110 more) | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 171: Clinical evidence profile: IPCD (full leg) + AES (undefined) versus no prophylaxis

Quality assessment

No of patients

Effect

Quality Importance
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ol Design el Inconsistency | Indirectness (Imprecision ey L Control RO Absolute
studies bias considerations |versus no prophylaxis (95% CI)
All-cause mortality (follow-up up to 3 weeks)
1 randomised [very no serious no serious very none 0/32 0/64 See 0 fewer per 1000 (from| @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (0%) comment |47 fewer to 47 more)® | VERY
LOW
DVT (follow-up up to 3 weeks)
1 randomised [very no serious no serious serious? none 4/32 2/64 | RR4 (0.77 94 more per 1000 @000 | CRITICAL
trials serious’ [inconsistency indirectness (12.5%) (3.1%) | to020.69) | (from 7 fewerto 615 | VERY
more) LOW
PE (follow-up up to 3 weeks)
1 randomised [very no serious no serious very none 0/32 1/64 | OR0.22 (0 | 12 fewer per 1000 | ®000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (1.6%)| to 14.26) | (from 16 fewer to 169 | VERY
more) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
Table 172: Clinical evidence profile: Continual passive motion + UFH versus UFH
Quality assessment No of patients Effect
Quality |Importance
. Continual passive .
b ?f Design R's.k 2l Inconsistency | Indirectness | Imprecision (_)ther_ motion + UFH  [Control Reloatlve Absolute
studies bias considerations (95% CI)
versus UFH
All-cause mortality (follow-up 3 months)
1 randomised |[serious’ |no serious no serious very serious?  [none 0/111 0/116 See 0 fewer per 1000 @®000 CRITICAL
trials inconsistency indirectness (0%) (0%) | comment | (from 17 fewer to 17 [VERY LOW
more)?

DVT (follow-up 3 months)
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1067

1068

1069

1 randomised [serious’ [no serious no serious no serious none 4/111 29/116| RR0.14 | 215 fewer per 1000 BP0 CRITICAL
trials inconsistency indirectness imprecision (3.6%) (25%) |(0.05t0 0.4)| (from 150 fewer to |[MODERATE
237 fewer)
PE (follow-up 3 months)
1 randomised |[serious’ |no serious no serious very serious?  [none 0/111 0/116 See 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) | comment | (from 17 fewer to 17 [VERY LOW
more)?
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
Table 173: Clinical evidence profile: UFH versus no prophylaxis
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . ] Other UFH versus no Relative
studies Design bias Inconsistency Indirectness |Imprecision considerations prophylaxis Control (95% Cl) Absolute
All-cause mortality (follow-up up to 3 months)
3 randomised |very no serious no serious very none 1/155 5/205 |RR 0.32 (0.06|17 fewer per 1000 (from| @000 | CRITICAL
trials serious’ |inconsistency indirectness serious? (0.65%) (2.4%) to 1.64) 23 fewer to 16 more) | VERY
LOW
DVT (follow-up up to 3 months)
3 randomised |very no serious no serious very none 5/155 14/205 [RR 0.47 (0.17 |36 fewer per 1000 (from| @000 | CRITICAL
trials serious’ |inconsistency indirectness serious? (3.2%) (6.8%) to 1.26) 57 fewer to 18 more) | VERY
LOwW
PE (follow-up up to 3 month)
3 randomised |very no serious no serious very none 0/155 2/205 |OR 0.17 (0.01( 8 fewer per 1000 (from | @000 | CRITICAL
trials serious' [inconsistency indirectness serious? (0%) (0.98%)| to2.88) 10 fewer to 18 more) | VERY
LOW
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1073

Fatal PE (follow-up 7-90 days)

1

randomised
trials

very
serious’

no serious
inconsistency

no serious
indirectness

very
serious?

none

1/92
(1.1%)

1114
(0.88%)

to 20.32)

OR 1.24 (0.08

2 more per 1000 (from
8 fewer to 144 more)

@000
VERY
LOW

CRITICAL

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 174: Clinical evidence profile: UFH versus IPCD (full leg)

Quality assessment No of patients Effect
Quality [Importance
ADES Design AERES Inconsistency (Indirectness|iImprecision el L RTEETE Control Rolatlys Absolute
studies 9 bias y P considerations | IPCD (full leg) (95% ClI)
All-cause mortality (follow-up time-point not reported)
1 randomised |very no serious serious? very none 1/92 2/189 | RR 1.03 (0.09 |0 more per 1000 (from 10 @000 | CRITICAL
trials serious’  |inconsistency serious® (1.1%) (1.1%) to 11.18) fewer to 108 more) VERY
LOW
DVT (follow-up time-point not reported)
1 randomised |very no serious serious? very none 3/92 5/189 |RR 1.23 (0.3 to |6 more per 1000 (from 19| @000 | CRITICAL
trials serious’  |inconsistency serious® (3.3%) (2.6%) 5.05) fewer to 107 more) VERY
LOwW
PE (follow-up time-point not reported)
1 randomised |very no serious serious? very none 0/92 0/189 | See comment |0 fewer per 1000 (from 17 @000 | CRITICAL
trials serious’  [inconsistency serious® (0%) (0%) fewer to 17 more)® VERY
LOW
Fatal PE (follow-up time-point not reported)
1 randomised |very no serious serious? very none 1/92 1/189 [ OR 2.20 (0.11 | 6 more per 1000 (from 5 | @000 | CRITICAL
trials serious’  |inconsistency serious® (1.1%) (0.53%)| to42.32) fewer to 178 more) VERY
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LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
3 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
4 Risk difference calculated in Review Manager

Table 175: Clinical evidence profile: UFH versus IPCD (full leg) + AES (undefined)

Quality assessment No of patients Effect
Quality Importance
No of Risk of Other AT Relative
5 Design ; Inconsistency Indirectness [Imprecision : q IPCD full leg + |Control 0 Absolute
studies bias considerations AES (95% ClI)
All-cause mortality (follow-up up to 3 weeks)
1 randomised |very no serious no serious very none 0/44 0/32 [See comment| 0 fewer per 1000 (from | @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (0%) 52 fewer to 52 more)® | VERY
LOwW
DVT (follow-up up to 3 weeks)
1 randomised |very no serious no serious very none 1/44 4/32 |RR 0.18 (0.02 (102 more per 1000 (from| @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (2.3%) (12.5%)| to 1.55) 123 fewer to 69 more) | VERY
LOW
PE (follow-up up to 3 weeka)
1 randomised |very no serious no serious very none 0/44 0/32 |See comment| O fewer per 1000 (from | @000 | CRITICAL
trials serious’ [inconsistency indirectness serious? (0%) (0%) 52 fewer to 52 more)® | VERY
LOwW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
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Table 176: Clinical evidence profile: LMWH (standard dose; standard dose) + IPCD (below knee) versus IPCD (below knee)

Quality assessment No of patients Effect
Quality Importance
ol Design e Inconsistency [Indirectness|Imprecision iy Bkl SERCE Control FEIEED Absolute
studies bias considerations | dose versus IPCD (95% ClI)
All-cause mortality (follow-up time-point not reported)
1 randomised |very no serious serious* very serious? |none 8/60 7/60 [RR 1.14 (0.44] 16 more per 1000 (from [ @000 | CRITICAL
trials serious’ |inconsistency (13.3%) (11.7%)| to 2.95) 65 fewer to 228 more) | VERY
LOW
DVT (follow-up time-point not reported)
1 randomised |very no serious serious* very serious? |none 3/60 4/60 |RR0.75(0.18| 17 fewer per 1000 (from | @000
trials serious’ |inconsistency (5%) (6.7%) to 3.21) 55 fewer to 147 more) | VERY
LOW
PE (follow-up time point not reported)
1 randomised |very no serious serious* very serious? [none 0/60 0/60 [See comment| O fewer per 1000 (from [ @000 | CRITICAL
trials serious’ |inconsistency (0%) (0%) 32 fewer to 32 more)® | VERY
LOW
Major bleeding (follow-up time point not reported)
1 randomised |very no serious serious* very serious? |none 0/60 0/60 [See comment| O fewer per 1000 (from [ @000 | CRITICAL
trials serious’ |inconsistency (0%) (0%) 32 fewer to 32 more)® | VERY
0% - LOW
Fatal PE (follow-up time point not reported)
1 randomised |very no serious serious* very none 4/60 2/60 |RR 2 (0.38 to | 33 more per 1000 (from | @000 | CRITICAL
trials serious’  |inconsistency serious?? (6.7%) (3.3%) 10.51) 21 fewer to 317 more) | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome does not fit the protocol
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Table 177: Clinical evidence profile: LMWH (high dose; standard duration) versus UFH

Quality assessment No of patients Effect
Quality |Importance
No of - Risk of . . - Other Sl Relative
5 Design ; Inconsistency | Indirectness |Imprecision - q versus |Control 0 Absolute
studies bias considerations UFH (95% ClI)
All-cause mortality (follow-up mean 14 days)
1 randomised [no serious |no serious no serious very none 21171 0/173 | Peto OR 7.52 Not estimable? LOW CRITICAL
trials risk of bias |inconsistency indirectness serious’ (1.2%) (0%) |(0.47 to 120.72)
DVT (follow-up 10-14 days)
1 randomised [no serious |no serious no serious serious’ none 40/129 |60/136 | RR 0.7 (0.51to | 132 fewer per 1000 |[MODERATE| CRITICAL
trials risk of bias |inconsistency indirectness (31%) [(44.1%) 0.97) (from 13 fewer to 216
fewer)
PE (follow-up 14 days)
1 randomised [no serious |no serious no serious very none 1/129 0/136 Peto OR 7.8 Not estimable? LOW CRITICAL
trials risk of bias |inconsistency indirectness serious’ (0.78%) (0%) | (0.15 to 393.69)
Major bleeding (follow-up 14 days)
1 randomised |no serious |no serious no serious serious’ none 5/171 1173 | Peto OR3.92 |17 more per 1000 (from(MODERATE| CRITICAL
trials risk of bias |inconsistency indirectness (2.9%) 1(0.58%)| (0.78 to 19.63) 1 fewer to 97 more)
Fatal PE (follow-up 14 days)
1 randomised [no serious |no serious no serious very none 0/171 0/173 | Not estimable® 0 more per 1000 LOW CRITICAL
trials risk of bias |inconsistency indirectness serious' (0%) (0%) (from 113 fewer to 113

more)*

" Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
2Could not be calculated as there were no events in the comparison group
3 Could not be calculated as there were no events in the intervention or comparison group
“4Risk difference calculated in Review Manager
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Table 178: Clinical evidence profile: LMWH (high dose; standard duration) versus IPCD (below knee)

Quality assessment No of patients Effect
Quality |Importance
DG Design RERES Inconsistenc Indirectness (Imprecision iy Sl Control felaive Absolute
studies 9 bias y P considerations |versus IPCD (95% ClI)
All-cause mortality (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 0/218 0/224 | Not estimable® 0 more per 1000 VERY | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from 88 fewer to 88 LOW
more)*
DVT (follow-up 30 days)
1 randomised |serious’ [no serious no serious serious? none 1/218 6/224 | Peto OR0.24 |20 fewer per 1000 (from| LOW [ CRITICAL
trials inconsistenc indirectness 0.46% 2.7% 0.05t0 1.07 25 fewer to 2 more
Yy
PE (follow-up 30 days)
1 randomised |serious’ [no serious no serious very none 1/218 1/224 | Peto OR 1.03 |0 more per 1000 (from 4| VERY | CRITICAL
trials inconsistenc indirectness serious? 0.46% 0.45%)| (0.06 to 16.48 fewer to 64 more LOW
Yy
Major bleeding (follow-up 30 days)
1 randomised |serious’ |no serious no serious very none 4/218 4/224 | RR 1.03 (0.26 to | 1 more per 1000 (from | VERY | CRITICAL
trials inconsistency indirectness serious? (1.8%) (1.8%) 4.06) 13 fewer to 55 more) LOW

Fatal PE — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Could not be calculated as there were no events in the intervention or comparison group
4 Risk difference calculated in Review Manager
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Table 179: Clinical evidence profile: LMWH (high dose; standard duration) versus (IPCD + AES) or FID

Quality assessment No of patients Effect
Quality {Importance
q LMWH versus .
No of . Risk of n . - Other Relative
studies Design bias Inconsistency [Indirectness|imprecision considerations (IPCD ;ISES) or [Control (95% Cl) Absolute

All-cause mortality (follow-up time-point not reported)
1 randomised [serious' |no serious serious® very none 0/120 0/82 | Not estimable* 0 per 1000 VERY | CRITICAL

trials inconsistency serious? (0%) (0%) (from 202 fewer to 202 | LOW

more)®

DVT (follow-up time-point not reported)
1 randomised [serious’ |no serious serious® very none 1/120 2/82 Peto OR 0.34 |16 fewer per 1000 (from| VERY | CRITICAL

trials inconsistency serious? (0.83%) (2.4%) | (0.03 to 3.40) 24 fewer to 54 more) LOW
PE (follow-up time-point not reported)
1 randomised [serious' |no serious serious® very none 0/120 0/82 | Not estimable* 0 per 1000 VERY | CRITICAL

trials inconsistency serious? (0%) (0%) (from 202 fewer to 202 | LOW

more)®
Maijor bleeding — no data reported
Fatal PE — no data reported
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
4 Could not be calculated as there were no events in the intervention or comparison group
5 Risk difference calculated in Review Manager
Table 180: Clinical evidence profile: LMWH (high dose; standard duration) versus delayed LMWH (high dose; standard duration) + foot pump
Quality assessment No of patients Effect Quality (Importance
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1112
1113

1114
1115

LMWH versus

No of . Risk of . . . . Other Relative
studies Design bias Inconsistency | Indirectness (Imprecision considerations LMV'\)I:I n:-pfoot Control (95% Cl) Absolute
All-cause mortality (follow-up time-point not reported)
0 per 1000
1 randomised [serious’ |no serious no serious very none 0/97 0/103 | Not estimable® |(from 194 fewer to 194|MODERATE| CRITICAL
trials inconsistency indirectness serious? (0%) (0%) more)®
DVT (follow-up time-point not reported)
1 randomised |serious’ [no serious no serious very none 13/97 9/103 |RR 1.53 (0.69 to| 46 more per 1000 |VERY LOW | CRITICAL
trials inconsistency indirectness serious? (13.4%) (8.7%) 3.43) (from 27 fewer to 212
more)
PE (follow-up time-point not reported)
1 randomised |serious’ [no serious no serious very none 2/97 0/103 | Peto OR 7.94 Not estimable* VERY LOW | CRITICAL
trials inconsistency indirectness serious? (2.1%) (0%) |(0.49 to 128.04)
Fatal PE (follow-up time-point not reported)
0 per 1000
1 randomised |serious’ |no serious no serious very none 0/97 0/103 | Not estimable® |(from 194 fewer to 194|]MODERATE| CRITICAL
trials inconsistency indirectness serious? (0%) (0%) more)®

Maijor bleeding — no data reported

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Could not be calculated as there were no events in the intervention or comparison group
4 Could not be calculated as there were no events in the comparison group

5 Risk difference calculated in Review Manager
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1122

Abdominal surgery (excluding bariatric surgery)

Table 181: Clinical evidence profile: AES (above knee) versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
- AES (above knee) .
N Pf Design R's.k ol Inconsistency | Indirectness | Imprecision IOther. versus no VTE Control Reloatlve Absolute
studies bias considerations o (95% CI)
prophylaxis
All-cause mortality (follow-up time-point not reported)
2 randomised |serious’ [no serious no serious very serious? |none 0/152 0/139 - 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) (from 16 fewer to 16 | VERY LOW
more)?
DVT (follow-up time-point not reported)
2 randomised |serious’ [no serious no serious no serious none 11/152 27/139| RR0.41 | 115 fewer per 1000 BP0 CRITICAL
trials inconsistency indirectness imprecision (7.2%) (19.4%)| (0.23to (from 52 fewer to |MODERATE
0.73) 150 fewer)
PE (follow-up time-point not reported)
2 randomised |serious’ [no serious no serious very serious? [none 0/152 1/139 [OR 0.13 (0| 6 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0.72%)| t06.68) | (from 7 fewer to 39 |VERY LOW
more)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 182: Clinical evidence profile: AES (below knee) versus no prophylaxis

Quality assessment

No of patients

Effect

Quality Importance
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1125

1126

1127
1128

1129

1130

No of Risk of Other HES (Lo L) Relative
. Design . Inconsistency | Indirectness |(Imprecision X . versus no VTE Control 5 Absolute
studies bias considerations . (95% ClI)
prophylaxis
DVT (follow-up 7 days)
1 randomised |[serious’ [no serious no serious very none 2/51 6/44 RR 0.29 97 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (3.9%) (13.6%)|(0.06 to 1.35)| (from 128 fewer to 48 | VERY
more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 183: Clinical evidence profile: AES (undefined) versus no prophylaxis

Quality assessment No of patients Effect
Quality |Importance
. AES (undefined) .
e 9f Design R's.k o Inconsistency | Indirectness | Imprecision (_)ther_ versus no VTE Control Reloatlve Absolute
studies bias considerations . (95% CI)
prophylaxis
DVT (follow-up 7 days)
1 randomised |[serious’ [no serious no serious no serious none 15/97 37/103| RR 0.43 | 205 fewer per 1000 [SlSTe) CRITICAL
trials inconsistency indirectness imprecision (15.5%) (35.9%)| (0.25to (from 97 fewer to  [MODERATE
0.73) 269 fewer)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

Table 184: Clinical evidence profile: AES (above knee) versus UFH

Quality assessment

No of patients

Effect

Quality |Importance
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1134
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No of Risk of Other LR (el Relative
: Design . Inconsistency Indirectness |Imprecision X . knee) versus |Control 5 Absolute
studies bias considerations UFH (95% ClI)
Fatal PE (follow-up time-point not reported)
1 randomised [serious' |no serious no serious very none 0/52 1/45 | OR 0.12 (0 | 20 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2.2%) t0 5.9) 22 fewer to 96 more) VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 185: Clinical evidence profile: AES (below knee) versus UFH

Quality assessment No of patients Effect
Quality (Importance
. Relative
e Pf Design R'S.k 2 Inconsistency Indirectness |Imprecision (_)ther_ HES (5B LR Control| (95% Absolute
studies bias considerations versus UFH cl)
All-cause mortality (follow-up time-point not reported)
1 randomised |serious’ [no serious no serious very none 0/74 0/85 - 0 fewer per 1000 (from 24| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) fewer to 24 more)® VERY
LOwW
PE (follow-up time-point not reported)
1 randomised [serious' [no serious very serious* very none 0/74 0/85 - 0 fewer per 1000 (from 24| @000 | CRITICAL
trials inconsistency serious? (0%) (0%) fewer to 24 more)® VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
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1139

1140

1141
1142

1143

1144

Table 186: Clinical evidence profile: AES (above knee) versus AES (below knee)

Quality assessment No of patients Effect
Quality (Importance
. AES above knee -
2 Pf Design R's.k ol Inconsistency Indirectness |Imprecision _Other_ versus AES below |Control Reloatlve Absolute
studies bias considerations knee (95% CI)
DVT
1 randomised |[serious’ [no serious no serious very none 3/56 1/58 |RR 3.11 (0.33|36 more per 1000 (from| ®#000 | CRITICAL
trials inconsistency indirectness serious? (5.4%) (1.7%)| to 28.99) 12 fewer to 483 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 187: Clinical evidence profile: AES (below knee) + UFH versus AES (below knee)
. No of
Quality assessment patients Effect
Quality |Importance
) Relative
No of . Risk of . . . Other AES + -
o, . Design bias Inconsistency Indirectness |Imprecision e T ot S UFH AES (%Sn/o Absolute
All-cause mortality (time-point not reported)
1 randomised [serious’ |no serious no serious very none 0/89 |0/74 - 0 fewer per 1000 (from 24 fewer| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) |(0%) to 24 more)® VERY
LOwW

PE (time-point not reported)
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1145
1146
1147
1148

1149

1150

1 randomised  |serious’ |no serious serious* very none 0/89 |0/74 0 fewer per 1000 (from 24 fewer| @000 | CRITICAL
trials inconsistency serious? (0%) |(0%) to 24 more)® VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 188: Clinical evidence profile: AES (above knee) + UFH versus UFH
Quality assessment No of patients Effect
Quality |Importance
. AES (above .
No of . Risk of . . A Other Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations knee) + UFH |Control (95% Cl) Absolute
versus UFH
All-cause mortality (follow-up up to 30 days)
1 randomised |serious’ [no serious no serious very serious?  |none 16/79 11/81 [ RR1.49 67 more per 1000 ®000 | CRITICAL
trials inconsistency indirectness (20.3%) (13.6%)| (0.74to | (from 35 fewer to 273 | VERY LOW
3.01) more)
DVT (follow-up up to 30 days)
2 randomised |serious’ |no serious no serious no serious none 3/165 19/171| RRO0.16 93 fewer per 1000 ®ODO CRITICAL
trials inconsistency indirectness imprecision (1.8%) (11.1%)| (0.05to | (from 51 fewer to 106 MODERATE
0.54) fewer)
PE (follow-up 30 days)
2 randomised |serious’ |no serious no serious very serious?  |none 2/175 6/175 RR 0.35 22 fewer per 1000 @®000 CRITICAL
trials inconsistency indirectness (1.1%) (3.4%) | (0.07 to (from 32 fewer to 23 |VERY LOW
1.68) more)
Fatal PE (follow-up mean 30 days)
1 randomised |serious’ [no serious no serious very serious?  |none 0/86 1/90 | OR0.14 (0 | 10 fewer per 1000 @000 CRITICAL
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1151
1152

1153

1154
1155
1156
1157

1158

1159

trials

inconsistency

indirectness

(0%)

(1.1%)

to 7.14)

(from 11 fewer to 63
more)

VERY LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 189: Clinical evidence profile: AES (below knee) + UFH versus UFH

Quality assessment No of patients Effect
Quality |Importance
. Relative
No of - Risk of - - - Other AES (below knee) + 5
studies Design bias Inconsistency Indirectness |Imprecision considerations | UFH versus UFH Control (9CSI)/0 Absolute

All-cause mortality (follow-up time-point not reported)
1 randomised [serious’ |no serious no serious very none 0/89 0/85 - 0 fewer per 1000 (from | @000 | CRITICAL

trials inconsistency indirectness serious? (0%) (0%) 22 fewer to 22 more)® | VERY

LOW

PE (follow-up time-point not reported)
1 randomised [serious’ |no serious serious* very none 0/89 0/85 - 0 fewer per 1000 (from | @000 | CRITICAL

trials inconsistency serious? (0%) (0%) 22 fewer to 22 more)® | VERY

LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 190: Clinical evidence profile: AES (above knee) + IPCD versus AES (above knee)
Quality assessment No of patients Effect
Quality [Importance
No of Design Risk of | Inconsistency Indirectness |Imprecision Other AES (above knee) [Control| Relative Absolute

$9|del1 3avys
sixejAydoud 3 1A



0z¢
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

studies bias considerations | + IPCD versus (95% ClI)
AES
DVT (follow-up time-point not reported)
1 randomised [serious' |no serious no serious very none 1/38 5/39 |RR 0.21 (0.03| 101 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (2.6%) (12.8%)| to 1.68) (from 124 fewer to 87 | VERY
more) LOW
PE (follow-up time-point not reported)
1 randomised |serious’ [no serious no serious very none 1/38 1/39 |RR 1.03 (0.07| 1 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (2.6%) (2.6%)| to15.82) 24 fewer to 380 more) | VERY
LOW
Fatal PE (follow-up time-point not reported)
1 randomised |serious’ [no serious no serious very none 0/38 1/39 |OR 0.14 (0 to |22 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2.6%) 7) 26 fewer to 130 more) | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 191: Clinical evidence profile: AES (undefined) + IPCD versus AES (undefined)

Quality assessment No of patients Effect
Quality [Importance
Mool Design Riskiof Inconsistency Indirectness (Imprecision Othen LT el Control TR Absolute
studies bias considerations | IPCD versus AES (95% CI)
DVT (follow-up time-point not reported)
1 randomised |serious' |no serious no serious serious? none 5/52 14/56 |RR 0.38 (0.15| 155 fewer per 1000 | @®00 | CRITICAL
trials inconsistency indirectness (9.6%) (25%) to 0.99) (from 2 fewer to 213 LOwW
fewer)

PE (follow-up time-point not reported)
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1164
1165

1166

1167

1168

1169
1170

1171

1172

1 randomised [serious' [no serious no serious very none 1/52 1/56 |RR 1.08 (0.07]| 1 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (1.9%) (1.8%)| to16.78) |17 fewer to 282 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 192: Clinical evidence profile: AES (undefined) + IPCD (full leg) versus UFH
Quality assessment No of patients Effect
Quality |Importance
o e Design G Inconsistenc Indirectness |Imprecision Shey (g elldEy Control R EUNe Absolute
studies 9 bias y P considerations | versus UFH (95% ClI)
DVT
1 randomised [serious' |no serious no serious very none 3/50 7/50 |RR 0.43 (0.12 80 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (6%) (14%) to 1.56) 123 fewer to 78 more) | VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 193: Clinical evidence profile: AES (undefined) + IPCD (full leg) versus electrical stimulation
Quality assessment No of patients Effect
Quality|lmportance
S En Design e Inconsistency | Indirectness (Imprecision DT B U S Control At Absolute
studies bias considerations | electrical stimulation (95% ClI)
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1173
1174

1175

1176

1177
1178

1179

1180

DVT

randomised |serious’

trials

no serious
indirectness

no serious
inconsistency

serious?

none

12/50
(24%

3/50
(6%)

~

RR 0.25

(0.08 to 0.83)

180 fewer per 1000
(from 41 fewer to 221
fewer)

@200
LOW

CRITICAL

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 194: Clinical evidence profile: Electrical stimulation versus UFH

Quality assessment No of patients Effect
Quality {Importance
. Electrical -
e 9f Design R's.k 2 Inconsistency Indirectness |Imprecision (_Jther_ stimulation versus (Control Reloatlve Absolute
studies bias considerations UFH (95% CI)
DVT
1 randomised |[serious’ [no serious no serious very none 12/50 7150 RR 1.71 |99 more per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (24%) (14%) [(0.74 to 3.99)| 36 fewer to 419 more) | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 195: Clinical evidence profile: Foot pump versus no prophylaxis

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . o Other Foot pump versus Relative
studies Design bias Inconsistency | Indirectness |Imprecision considerations no prophylaxis Control (95% Cl) Absolute
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1181
1182

1183

1184

All-cause mortality (follow-up mean 7 days)
1 randomised |very no serious no serious very none 0/33 1/33 | OR 0.14 (0 |26 fewer per 1000 (from| @000 | CRITICAL
trials serious’ |inconsistency indirectness serious? (0%) (3%) to 6.82) 30 fewer to 145 more) | VERY
LOW
DVT (follow-up mean 7 days)
1 randomised |serious’ [no serious no serious serious none 6/33 15/33 [RR 0.4 (0.18| 273 fewer per 1000 @®00 | CRITICAL
trials inconsistency indirectness (18.2%) (45.5%)| 1t00.9) (from 45 fewer to 373 LOW
fewer)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 196: Clinical evidence profile: FID + IPCD (below knee) + LMWH (low dose) versus FID + IPCD (below knee)

Quality assessment No of patients Effect
Quality [ Importance
. FID + IPCD + 8
No of . Risk of . . . Other Relative
studies Design bias Inconsistency | Indirectness |Imprecision considerations LMWI: \Illsésgs FID |Control (95% Cl) Absolute
DVT (follow-up mean 11 days)
1 randomised [serious' [no serious serious, very none 1/16 3/14 RR 0.29 152 fewer per 1000 @000 | CRITICAL
trials inconsistency serious? (6.3%) (21.4%)| (0.03 to 2.5) | (from 208 fewer to 321 [ VERY
more) LOW
PE (follow-up mean 11 days)
1 randomised [serious' [no serious no serious serious? none 0/15 3/14 OR 0.11 185 fewer per 1000 @®®00 | CRITICAL
trials inconsistency indirectness (0%) (21.4%)|(0.01 to 1.13)| (from 212 fewer to 21 LOwW
more)
Thrombocytopenia (follow-up mean 6 days)
1 randomised [serious' [no serious no serious very none 0/16 0/14 - 0 fewer per 1000 (from [ @000 [IMPORTANT]
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1185
1186
1187
1188

1189

1190

trials

inconsistency

indirectness

serious?

(0%)

(0%)

121 fewer to 121 more)®

VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 197: Clinical evidence profile: IPCD (below knee) versus no prophylaxis

Quality assessment No of patients Effect
Quality Importance
ol Design el Inconsistency Indirectness [Imprecision iy PED e s Control FEIEED Absolute
studies bias considerations prophylaxis (95% ClI)
All-cause mortality (follow-up mean 42 days)
1 randomised [serious’ |no serious no serious very none 0/55 0/52 - 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 36 fewer to 36 more)® | VERY
LOW
DVT (follow-up up to 90 days)
4 randomised [serious' |[serious* no serious very none 27/243 38/230 |RR 0.64 (0.26(59 fewer per 1000 (from| @000 | CRITICAL
trials indirectness serious? (11.1%) (16.5%)| to 1.59) 122 fewer to 97 more) | VERY
LOW
PE (follow-up mean 42 days)
3 randomised [serious’ |no serious no serious very none 7/181 3/173 |RR 2.19 (0.58|21 more per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (3.9%) (1.7%) to 8.24) 7 fewer to 126 more) | VERY
LOwW
Fatal PE (follow-up up to 90 days
2 randomised [serious’ |no serious no serious very none 1/159 2/154 | OR 0.5 (0.05 | 6 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0.63%) (1.3%) to 4.81) 12 fewer to 47 more) | VERY
LOW
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" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

4 Unexplained heterogeneity

Table 198: Clinical evidence profile: IPCD (full leg) versus IPCD (below knee)

Quality assessment No of patients Effect
Quality [Importance
. IPCD full length .
e ?f Design R's.k @i Inconsistency Indirectness |Imprecision _Other_ versus IPCD below |Control Reloatlve Absolute
studies bias considerations e (95% ClI)
DVT (follow-up mean 90 days)
1 randomised [serious' |no serious no serious very none 0/47 1/43 |OR0.12(0to| 20 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2.3%) 6.24) (from 23 fewer to 106 | VERY
more) LOW
PE (follow-up mean 90 days)
1 randomised [serious’ |no serious no serious very none 1147 0/43 [OR6.79 (0.13 - @000 | CRITICAL
trials inconsistency indirectness serious? (2.1%) (0%) to 343.33) VERY
LOwW
Fatal PE (follow-up mean 90 days)
1 randomised [serious' |no serious no serious very none 0/47 1/43 |OR0.12(0to| 20 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2.3%) 6.24) (from 23 fewer to 106 | VERY
more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
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1200

1201
1202
1203
1204

1205

1206

Table 199: Clinical evidence profile: IPCD (full leg) versus VKA

Quality assessment No of patients Effect
Quality |Importance
oo Design L <E Inconsistenc Indirectness (Imprecision (LT A NI Control Relative Absolute
studies 9 bias y P considerations warfarin (95% ClI)
All-cause mortality (follow-up 7-14 days)
1 randomised [serious' |no serious no serious very none 0/47 0/53 - 0 fewer per 1000 (from [ @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 38 fewer to 38 more)® | VERY
LOW
DVT (follow-up 7-14 days)
1 randomised [serious' |no serious no serious very none 2/47 0/53 | OR 8.58 (0.53 - @000 | CRITICAL
trials inconsistency indirectness serious? (4.3%) (0%) to 139.81) VERY
LOW
PE (follow-up 7-14 days
1 randomised [serious' |no serious serious* very none 1/47 0/53 [OR 8.4 (0.17 to - ®000 | CRITICAL
trials inconsistency serious? (2.1%) (0%) 426.1) VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 200: Clinical evidence profile: IPCD (undefined) + LMWH (standard dose) versus IPCD (undefined)
Quality assessment No of patients Effect
Quality Importance
o i Design et Inconsistency | Indirectness | Imprecision iy et co B2 Control el Absolute
studies bias considerations standard dose (95% ClI)
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1207
1208
1209
1210

1211

1212

| ] | versus IPCD | |
DVT (follow-up 12-30 days)
2 randomised |very no serious no serious no serious none 1/191 9/143 RR 0.07 59 fewer per 1000 | @00 | CRITICAL
trials serious’ |inconsistency indirectness imprecision (0.52%) (6.3%) |(0.02 to 0.26)| (from 47 fewer to 62 | LOW
fewer)
PE (follow-up 12-30 days)
2 randomised [serious’ [no serious serious* very serious?  |none 0/191 0/143 - 0 fewer per 1000 @000 | CRITICAL
trials inconsistency (0%) (0%) (from 12 fewer to 12 | VERY
more)? LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 201: Clinical evidence profile: UFH versus no prophylaxis

fewer)

Quality assessment No of patients Effect
Quality |Importance
peleh Design AESC Inconsistenc Indirectness | Imprecision Shey il N L) Control AL Absolute
studies 9 bias y P considerations prophylaxis (95% ClI)
All-cause mortality (follow-up 5-8 days)
4 randomised [serious’ |no serious no serious very serious?  |none 3/197 9/196 [RR 0.36 (0.1 29 fewer per 1000 ®000 CRITICAL
trials inconsistency indirectness (1.5%) (4.6%) to 1.27) | (from 41 fewer to 12 | VERY LOW
more)
DVT (follow-up 7-70 days)
12 randomised |[serious’ |no serious no serious no serious none 54/983 139/1008|RR 0.4 (0.30| 83 fewer per 1000 BP0 CRITICAL
trials inconsistency indirectness imprecision (5.5%) (13.8%)| t00.53) | (from 65 fewer to 97 IMODERATE

PE (follow-up 7-70 days)
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1213
1214

1215

1216

10 randomised [serious’ |no serious no serious serious? none 17/447 28/450 RR 0.60 25 fewer per 1000 @®00 CRITICAL
trials inconsistency indirectness (3.8%) (6.2%) (0.36 to (from 40 fewer to 1 LOW
1.02) more)
Major bleeding (follow-up 6-14 days)
7 randomised |[serious’ [no serious no serious serious? none 31/419 23/306 RR 1.30 23 more per 1000 @P00 CRITICAL
trials inconsistency indirectness (7.4%) (7.5%) | (0.84 to 2) | (from 12 fewer to 75 LOW
more)
Fatal PE (follow-up 7-70 days)
4 randomised |serious’ |no serious no serious very serious?  |none 0/247 1/259 | OR0.15(0 [ 3 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0.39%) | to7.52) (from 4 fewer to 24 |VERY LOW
more)
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 202: Clinical evidence profile: UFH versus IPCD (below knee)
Quality assessment No of patients Effect
Quality [Importance
L Design B Gy Inconsistenc Indirectness |Imprecision 2y REIEE Control Relathie Absolute
studies g bias y P considerations | IPCD (95% Cl)
DVT (follow-up mean 30 days)
2 randomised |[serious’ |no serious no serious serious? none 12/135 5/130 [RR 2.36 (0.87 | 52 more per 1000 (from 5 ®®00 | CRITICAL
trials inconsistency indirectness (8.9%) (3.8%) to 6.44) fewer to 209 more) LOW
PE (follow-up mean 30 days)
2 randomised |serious’ [no serious no serious very none 1/135 1/130 [OR 1.04 (0.06 | 0 more per 1000 (from 7 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.74%) |(0.77%) to 17) fewer to 109 more) VERY
LOW
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1221
1222
1223

1224

1225

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 203: Clinical evidence profile: UFH versus VKA

Quality assessment No of patients Effect
Quality [Importance
No of . Risk of . . o Other UFH versus Relative
studies Design bias Inconsistency Indirectness [Imprecision considerations VKA Control (95% Cl) Absolute
DVT (follow-up mean 7 days)
2 randomised |[serious’ [no serious no serious serious? none 4/99 12/98 RR 0.33 82 fewer per 1000 (from | @®00 | CRITICAL
trials inconsistency indirectness (4%) (12.2%)| (0.11to 1) 109 fewer to 0 more) LOW
Major bleeding (follow-up time-point not reported)
1 randomised [serious' |no serious no serious very none 0/50 0/50 - 0 fewer per 1000 (from 38 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) fewer to 38 more)® VERY
LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
Table 204: Clinical evidence profile: LMWH (low dose; standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality [ Importance
No of . Risk of . . . Other ikl [ e Relative
. Design L Inconsistency | Indirectness |Imprecision X . versus no Control 5 Absolute
studies bias considerations prophlyaxis (95% ClI)
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1226
1227
1228
1229

1230

1231

All-cause mortality (follow-up mean 42 days)

1 randomised [serious' [no serious no serious very none 0/95 2/88 OR0.12 20 fewer per 1000 @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (2.3%) [(0.01 to 1.99)| (from 22 fewer to 22 | VERY
more) LOW
DVT (follow-up mean 42 days)
1 randomised [serious' [no serious no serious serious? none 4/95 14/88 RR 0.26 118 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (4.2%) (15.9%)|(0.09 to 0.77)| (from 37 fewer to 145 | LOW
fewer)
PE (follow-up mean 42 days)
1 randomised [serious' |no serious serious* very none 0/95 2/88 OR0.12 20 fewer per 1000 @000 | CRITICAL
trials inconsistency serious? (0%) (2.3%) |(0.01 to 1.99)| (from 22 fewer to 22 | VERY
more) LOW
Major bleeding (follow-up mean 42 days)
1 randomised [serious' |no serious no serious very none 4/95 4/88 RR 0.93 |3 fewer per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (4.2%) (4.5%) ((0.24 to 3.59)| 35 fewer to 118 more) | VERY
LOW
Thrombocytopenia (follow-up mean 42 days)
1 randomised [serious' [no serious no serious very none 0/95 0/88 - 0 fewer per 1000 (from| @000 |IMPORTANT]
trials inconsistency indirectness serious? (0%) (0%) 21 fewer to 21 more)® | VERY
LOwW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Risk difference calculated in Review Manager

4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 205: Clinical evidence profile: LMWH (low dose; standard duration) versus UFH

Quality assessment

No of patients

Effect

Quality Importance

$9|del1 3avys
sixejAydoud 3 1A



T€C
"S14YB14 JO 9110N 01 1931qNS "PIAISSAU SIY3H IV LTOZ IDIN @

1232
1233
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1236

ol Design el Inconsistency Indirectness [Imprecision ey Eubulsl b et Control FEEED Absolute
studies bias considerations versus UFH (95% ClI)
All-cause mortality (follow-up 6-56 days)
7 randomised [serious' |no serious no serious serious? none 86/3509 68/3514 |RR 1.27 (0.93| 5 more per 1000 (from [ ®®00 | CRITICAL
trials inconsistency indirectness (2.5%) (1.9%) to 1.74) 1 fewer to 14 more) LOW
DVT (follow-up 6-30 days)
5 randomised [serious' |no serious no serious serious? none 54/1530 28/1515 |RR 1.91 (1.22|17 more per 1000 (from| @®00 | CRITICAL
trials inconsistency indirectness (3.5%) (1.8%) to 3.00) 4 more to 37 more) LOW
PE (follow-up 6-30 days)
7 randomised [serious' |no serious no serious very none 13/3420 15/3416 |OR 0.87 (0.41] 1 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0.38%) (0.44%) to 1.83) 3 fewer to 4 more) VERY
LOW
Major bleeding (follow-up 5-30 days)
7 randomised [serious' [serious® no serious serious? none 127/3344 174/3350|RR 0.73 (0.49|14 fewer per 1000 (from[ ©000 | CRITICAL
trials indirectness (3.8%) (5.2%) to 1.11) 26 fewer to 6 more) VERY
LOW
Fatal PE (follow-up 6-30 days)
5 randomised [serious' |no serious no serious very none 712919 4/2929 [OR 1.75 (0.54| 1 more per 1000 (from | @000 | CRITICAL
trials inconsistenc indirectness serious .24% 14% to 5. ewer to 6 more VERY
ial i i y indi ious? 0.24% 0.14% 5.71 1f 6
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

3 Unexplained heterogeneity

Table 206: Clinical evidence profile: LMWH (standard dose; standard duration) versus no prophylaxis

Quality assessment

No of patients

Effect

Quality Importance
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1237
1238
1239

1240
1241

1242

oo a1 Design S Inconsistency | Indirectness |Imprecision i il i) ST BT G Control RO T Absolute
studies bias considerations |versus no prophylaxis (95% ClI)
All-cause mortality (follow-up mean 30 days)
1 randomised |[serious’ |no serious no serious very none 0/39 2/41 OR0.14 42 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (4.9%) [(0.01 to 2.26)[ (from 48 fewer to 55 | VERY
more) LOW
DVT (follow-up 7-30 days)
2 randomised |[serious’ |no serious no serious serious? none 3/64 9/66 |RR 0.35(0.1| 89 fewer per 1000 | @®00 | CRITICAL
trials inconsistency indirectness (4.7%) (13.6%)| to1.2) (from 123 fewer to 27 | LOW
more)
PE (follow-up 14-30 days)
2 randomised |[serious’ |no serious serious® very none 0/64 1/66 | OR0.14 (0 [ 13 fewer per 1000 [ @000 | CRITICAL
trials inconsistency serious? (0%) (1.5%) | to7.17) (from 15 fewer to 84 | VERY
more) LOW
Major bleeding (follow-up 14-30 days)
5 randomised |[serious’ |no serious no serious serious? none 11/297 2/230 | OR2.90 16 more per 1000 | ®000 | CRITICAL
trials inconsistency indirectness (3.7%) (0.87%)|(0.90 to 9.34)| (from 1 fewer to 67 | VERY
more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol

Table 207: Clinical evidence profile: LMWH (standard dose; standard duration) versus IPCD (undefined)

Quality assessment

No of patients

Effect

No of

Design

Risk of

Inconsistency

Indirectness

Imprecision

Other

LMWH low dose(Control

Relative

Absolute

Quality

Importance
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studies | | bias | considerations | versus IPCD | | ©@5%cn |
DVT (follow-up mean 5 days)
1 randomised [serious' [no serious no serious very none 2/105 1/106 | OR 1.98 (0.2 |9 more per 1000 (from 8| @000 | CRITICAL
trials inconsistency indirectness serious? (1.9%) (0.94%)| to 19.23) fewer to 145 more) VERY
LOW
PE (follow-up mean 5 days)
1 randomised [serious' [no serious serious* very none 0/105 0/106 - 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency serious? (0%) (0%) 18 fewer to 18 more)® | VERY
LOW
Thrombocytopenia (follow-up mean 3 days)
1 randomised [serious' [no serious no serious very none 2/105 4/106 | RR 0.5 (0.09 |19 fewer per 1000 (from| @000 |IMPORTANT
trials inconsistency indirectness serious? (1.9%) (3.8%) to 2.7) 34 fewer to 64 more) | VERY
LOwW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
4 Downgraded by 1 increment if the outcome definition reported did not meet definition of outcome in protocol
Table 208: Clinical evidence profile: LMWH (standard dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality |Importance
Mo Design e Inconsistenc Indirectness | Imprecision ey b S BT Control REELIT Absolute
studies g bias y P considerations |dose versus UFH (95% ClI)
All-cause mortality (follow-up 8-30 days)
5 randomised |serious’ [no serious no serious very serious?  [none 25/1259 24/1252 RR 1.04 1 more per 1000 @000 CRITICAL
trials inconsistency indirectness (2%) (1.9%) |(0.60 to 1.80)| (from 8 fewer to 15 |VERY LOW
more)

DVT (follow-up 7-56 days)
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1252

1253

8 randomised |serious’ [no serious no serious serious? none 49/1429 57/1427)] RR 0.85 6 fewer per 1000 @00 CRITICAL
trials inconsistency indirectness (3.4%) (4%) |(0.59 to 1.24)| (from 16 fewer to 10 LOW
more)
PE (follow-up 7-56 days)
8 randomised |serious’ [no serious no serious no serious none 2/1682 11/1678 OR 0.24 5 fewer per 1000 @DD0 CRITICAL
trials inconsistency indirectness imprecision (0.12%) (0.66%)((0.08 to 0.73)| (from 2 fewerto 6 [MODERATE
fewer)
Major bleeding (follow-up 8-30 days)
8 randomised |serious’ [no serious no serious serious? none 74/1577 44/1573| RR 1.69 19 more per 1000 @00 CRITICAL
trials inconsistency indirectness (4.7%) (2.8%) |(1.19 to 2.41)| (from 5 more to 39 LOW
more)
Fatal PE (follow-up 30 days)
1 randomised [serious' |no serious no serious very serious?  |none 0/505 1/497 [ ORO0.13 2 fewer per 1000 ®000 CRITICAL
trials inconsistency indirectness (0%) (0.2%) |(0.00 to 6.71)| (from 2 fewer to 11 |VERY LOW
more)
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 209: Clinical evidence profile: LMWH (high dose; standard duration) versus no prophylaxis
Quality assessment No of patients Effect
Quality Importance
Nolof Design ey Inconsistency Indirectness |Imprecision Othen Libh ) FEEURD Absolute
studies bias considerations |high dose | prophylaxis | (95% ClI)
All-cause mortality (follow-up 7 days)
1 randomised [serious' |no serious no serious very none 0/30 031 - 0 fewer per 1000 (from [ @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 62 fewer to 62 more) VERY
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1254
1255

1256

1257

1258
1259
1260

| | LOW
DVT (follow-up 7 days)
1 randomised [serious' |no serious no serious serious? none 2/30 11/31 RR 0.19 (0.05(287 fewer per 1000 (from| @®00 | CRITICAL
trials inconsistency indirectness (6.7%) (35.5%) t0 0.78) 78 fewer to 337 fewer) LOW
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 210: Clinical evidence profile: LMWH (high dose; standard duration) versus UFH
Quality assessment No of patients Effect
Quality Importance
. LMWH high .
e ?f Design R's.k o Inconsistency Indirectness (Imprecision (_)ther_ dose versus [Control Reloatnve Absolute
studies bias considerations UFH (95% ClI)
All-cause mortality (follow-up time-point not reported)
1 randomised [serious' |no serious no serious very none 0/23 0/20 - 0 fewer per 1000 (from | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 87 fewer to 87 more)® | VERY
LOW
DVT (follow-up time-point not reported)
1 randomised |serious' |no serious no serious very none 0/23 0/20 - 0 fewer per 1000 (from [ @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) 87 fewer to 87 more)® | VERY
LOwW
Major bleeding (follow-up time-point not reported)
1 randomised [serious' |no serious no serious very none 6/23 1/20 |RR 5.22 (0.68 (211 more per 1000 (from| @000 | CRITICAL
trials inconsistency indirectness serious? (26.1%) (5%) to 39.74) 16 fewer to 1000 more) | VERY
LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager
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1261

1262

Table 211: Clinical evidence profile: LMWH (low dose; standard duration) versus LMWH (standard dose; standard duration)

106 more)®

Quality assessment No of patients Effect
Quality |Importance
i LMWH low dose -
2 Pf Design R's.k ol Inconsistency | Indirectness | Imprecision _Other_ versus LMWH [Control Reloatlve Absolute
studies bias considerations (95% CI)
standard dose
All-cause mortality (follow-up 8-30 days)
2 randomised |[serious’ |no serious no serious very serious?  [none 45/1465 42/1466|RR 1.07 (0.7 2 more per 1000 @000 CRITICAL
trials inconsistency indirectness (3.1%) (2.9%)| to1.62) (from 9 fewer to 18 [VERY LOW
more)
DVT (follow-up 7-30 days)
3 randomised |serious’ |no serious no serious no serious none 142/1423 72/1430] RR 1.98 49 more per 1000 [SlSTe) CRITICAL
trials inconsistency indirectness imprecision (10%) (5%) (1.51to [ (from 26 more to 80 [MODERATE
2.59) more)
PE (follow-up mean 30 days)
3 randomised |[serious’ |no serious no serious very serious?  |none 8/1423 7/1430| OR1.15 1 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.56%) (0.49%) (0.42to (from 3 fewer to 10 [VERY LOW
3.16) more)
Major bleeding (follow-up mean 30 days)
3 randomised [serious' [serious® serious* very serious® [none 17/1481 24/1485( RR 0.58 7 fewer per 1000 ®000 CRITICAL
trials (1.1%) (1.6%)| (0.14to | (from 14 fewer to 23 [VERY LOW
2.41) more)
Fatal PE (follow-up mean 30 days)
1 randomised [serious' [no serious no serious very serious? [none 0/16 0/19 - 0 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0%) (0%) (from 106 fewer to |VERY LOW
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1265
1266
1267

1268
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" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Unexplained heterogeneity
4 Indirect as outcome with most weight includes 'blood loss'
5 Risk difference calculated in Review Manager

Table 212: Clinical evidence profile: LMWH (standard dose; extended duration) versus LMWH (standard dose; standard duration)

Quality assessment No of patients Effect
Quality [Importance
Extended duration LMWH
oo Design L <E Inconsistenc Indirectness |Imprecision (LT standard dose versus Control Relative Absolute
studies 9 bias y P considerations standard duration LMWH (95% CI)
standard dose
All-cause mortality (follow-up 60 days)
1 randomised |[serious’ [no serious no serious very none 3/165 6/167 [ RR0.51 |18 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (1.8%) (3.6%)| (0.13to | (from 31 fewerto | VERY
1.99) 36 more) LOW
DVT (follow-up 25-31 days days)
1 randomised |serious’ [no serious no serious serious? none 8/165 20/167| RR 0.43 |68 fewer per 1000 [ ®®00 | CRITICAL
trials inconsistency indirectness (4.8%) (12%) | (0.18to | (from 13 fewerto [ LOW
0.89) 98 fewer)
PE (follow-up 90 days
1 randomised |[serious’ [no serious no serious very none 0/165 2/167 [ OR0.14 |10 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.2%)| (0.01to | (from 12 fewerto | VERY
2.19) 14 more) LOW
Major bleeding (follow-up up to 90 days)
2 randomised |serious’ [no serious no serious very none 4/458 5/470 | OR0.83 | 2 fewer per 1000 | @000 | CRITICAL
trials inconsistenc: indirectness serious .87% 1% .22 to rom 8 fewer to VERY
ial i i y indi ious? 0.87% 1.1% 0.22 U 8 fi 21
3.08) more) LOW
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1271

1272

1273

Fatal PE (follow-up 90 days)

no serious
indirectness

no serious
inconsistency

1 randomised [serious’

trials

very
serious?

none

0/165
(0%)

1167
(0.6%)

OR0.14
(0.00 to
6.90)

5 fewer per 1000
(from 6 fewer to 34
more)

@000
VERY
LOW

CRITICAL

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 213: Clinical evidence profile: LMWH (high dose; extended duration) versus LMWH (high dose; standard duration)

Quality assessment No of patients Effect
Quality Importance
. Extended duration LMWH q
No of . Risk of . . . Other - Relative
5 Design : Inconsistency | Indirectness |Imprecision 5 . high dose versus standard |Control 5 Absolute
studies bias considerations duration LMWH high dose (95% CI)
All-cause mortality (follow-up mean 90 days)
1 randomised [serious’ no serious no serious very none 8/248 6/240 [ RR1.29 [ 7 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (3.2%) (2.5%)| (0.45to | (from 14 fewerto | VERY
3.66) 67 more) LOW
DVT (follow-up mean 28 days)
1 randomised |serious’ no serious no serious serious? none 19/248 29/240| RR0.63 |45 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (7.7%) (12.1%)| (0.37to | (from 76 fewerto | LOW
1.10) 12 more)
PE (follow-up mean 28 days)
1 randomised |serious’ no serious no serious very none 0/248 0/240 - 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from 8 fewer to 8 | VERY
more)? LOW
Major bleeding (follow-up mean 22 days)
1 randomised |no serious |no serious no serious very none 2/315 1/310 [ OR1.92 | 3 more per 1000 | ®®00 | CRITICAL
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1274
1275
1276

1277

1278
1279

trials

risk of bias

inconsistency

indirectness

serious?

(0.63%)

(0.32%)

(020 to
18.54)

(from 3 fewer to 53

more)

LOwW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 214: Clinical evidence profile: LMWH (standard dose; extended duration) + AES (undefined) versus LMWH (standard dose; standard duration) +

AES (undefined)
Quality assessment No of patients Effect
Quality (Importance
- LMWH standard | LMWH standard -
s:luc:iﬁ:s Design RLSiZSOf Inconsistency | Indirectness |Imprecision cons%tzgtions dose extended dose standard ggl;tgg Absolute
duration + AES | duration + AES °
All-cause mortality (follow-up 60 days)
1 randomised |[serious’ [no serious no serious very none 20/205 17/222 RR 1.27 | 21 more per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (9.8%) (7.7%) (0.69to | (from 24 fewer to | VERY
2.36) 104 more) LOW
DVT (follow-up 60 days)
1 randomised |serious’ [no serious no serious serious? none 12/165 26/175 RR 0.49 |76 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (7.3%) (14.9%) (0.26 to (from 9 fewerto | LOW
0.94) 110 fewer)
PE (follow-up 28 days)
1 randomised |serious’ [no serious no serious very none 0/165 3/178 RR 0.14 | 14 fewer per 1000 | ®000 | CRITICAL
trials inconsistency indirectness serious? (0%) (1.7%) (0.01to |(from 17 fewer to 7| VERY
1.40) more) LOW
Fatal PE (follow-up 28 days)
1 randomised |serious’ [no serious no serious very none 0/205 0/222 - 0 fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0%) (0%) (from 9 fewerto 9 | VERY
more)? LOW
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" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
3 Risk difference calculated in Review Manager

Table 215: Clinical evidence profile: Fondaparinux versus LMWH (standard dose; standard duration)

Low

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistenc Indirectness |Imprecision Other Fondaparinux versus Control Relative Absolute
studies 9 bias y p considerations | LMWH standard dose (95% CI)
All-cause mortality (follow-up mean 10 days)
1 randomised |serious’ [no serious no serious serious? none 40/1433 55/1425|RR 0.72 (0.48 11 fewer per 1000 | @200 | CRITICAL
trials inconsistency indirectness (2.79%) (3.9%) to 1.08) (from 20 fewerto 3 | LOW
more)
DVT (follow-up mean 10 days)
1 randomised |serious’ [no serious no serious serious? none 43/1024 59/1018|RR 0.72 (0.49( 16 fewer per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (4.2%) (5.8%) to 1.06) (from 30 fewerto 3 | LOW
more)
PE (follow-up mean 30 days)
1 randomised |serious’ [no serious no serious very none 2/1465 0/1462 [OR 7.38 (0.46 - @000 | CRITICAL
trials inconsistency indirectness serious? (0.14%) (0%) | to 118.03) VERY
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1287

1288

Major bleeding (follow-up mean 30 days)

1 randomised [serious’ |no serious no serious serious? none 49/1433 34/1425|RR 1.43 (0.93| 10 more per 1000 | ®®00 | CRITICAL
trials inconsistency indirectness (3.4%) (2.4%) to 2.21) (from 2 fewerto 29 | LOW
more)
Fatal PE (follow-up mean 30 days)
1 randomised |serious’ [no serious no serious very none 3/1465 3/1462 | OR 1 (0.2to | O fewer per 1000 | @000 | CRITICAL
trials inconsistency indirectness serious? (0.2%) (0.21%) 4.95) (from 2 fewerto 8 | VERY
more) LOW

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs

Table 216: Clinical evidence profile: Fondaparinux + IPCD (undefined) versus IPCD (undefined)

Quality assessment No of patients Effect
Quality |Importance
ko Design RERES Inconsistenc Indirectness | Imprecision ST FEEE I Control JHETD Absolute
studies 9 bias y P considerations | IPCD versus IPCD (95% CI)
All-cause mortality (follow-up mean 32 days)
1 randomised |serious’ |no serious no serious very serious?  |none 8/635 5/650 | OR 1.63 5 more per 1000 @®000 CRITICAL
trials inconsistency indirectness (1.3%) (0.77%)| (0.55to (from 3 fewer to 29 |VERY LOW
4.86) more)
DVT (follow-up mean 10 days)
1 randomised |serious’ |no serious no serious no serious none 71424 22/418| RR0.31 36 fewer per 1000 DDDO CRITICAL
trials inconsistency indirectness imprecision (1.7%) (5.3%)| (0.14to |(from 14 fewer to 45 |MODERATE
0.73) fewer)
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1293
1294

1295

PE (follow-up mean 32 days)

1 randomised |serious’ [no serious no serious very serious?  [none 1/424 3/418 | OR0.36 5 fewer per 1000 @000 CRITICAL
trials inconsistency indirectness (0.31%) (0.62%)| (0.05to (from 7 fewer to 11 |VERY LOW
2.57) more)
Fatal PE (follow-up mean 32 days)
1 randomised |[serious’ |no serious no serious very serious?  |none 1/635 1/650 | OR 1.02 0 more per 1000 @000 CRITICAL
trials inconsistency indirectness (0.16%) (0.15%)| (0.06 to (from 1 fewer to 23 |VERY LOW
16.39) more)
" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias
2 Downgraded by 1 increment if the confidence interval crossed one MID or by 2 increments if the confidence interval crossed both MIDs
Table 217: Fondaparinux versus no prophylaxis/mechanical
Quality assessment No of patients Effect
Quality |Importance
pokc Design B @S Inconsistenc Indirectness | Imprecision ey ATCELENITES Control slative Absolute
studies 9 bias y P considerations | IPCD versus IPCD (95% Cl)
Major bleeding (follow-up mean 32 days)
1 randomised [serious' |no serious no serious no serious none 10/635 1/650 OR 5.33 7 more per 1000 B®PPO CRITICAL
trials inconsistency indirectness imprecision (1.6%) (0.15%)] (1.63to [ (from 1 more to 25 [MODERATE
17.45) more)

" Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence was at very high risk of bias

Table 218: Fondaparinux + UFH + mechanical (AES + IPCD) versus LMWH + UFH + mechanical (AES + IPCD)

Quality assessment

No of p