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Deep vein thrombosis and
pulmonary embolism (VTE)

e The risk of VTE is
elevated in cancer
(4 — 5% annually)

* Require hospital
admission and
Interventions at
end of life

e Associated with
Impairments in
function, pain and
increased costs




A clinically sensible question

Population: In patients with (lung) cancer, what is
the impact of

Intervention: heparin
(comparison) compared with no heparin
Outcomes: on the risk for venous

thromboembolism, death,
bleeding, burden...?

PICO



A systematic review of
RCTs: heparins in cancer patients

Table 1. Summary of Findings Table Showing the Relative Risks and Absolute Effects over 12 Months for Each Important Outcome after Treat-

ment with a Low-Molecular-Weight Heparin in Patients Receiving Chemotherapy for Cancer.*

Outcome
after 12 Months

Death

Symptomatic VTE

Major bleeding

Minor bleeding

Participants

no. (no. of studies)

6245 (10)

5979 (9)

6518 (11)

6020 (9)

Relative Risk
(95% Cl)

0.94 (0.88-1.00)

0.57 (0.40-0.81)

1.06 (0.71-1.57)

1.18 (0.89-1.55)

Anticipated Absolute Effect

Risk Risk Difference
without with LMWH
LMWH (95% Cl)
no. of events per 1000 patients

501 30 fewer (60 fewer

to 0 more)

46 20 fewer (27 fewer

to 9 fewer)

16 1 more (5 fewer

to 9 more)

27 5 more (3 fewer

to 15 more)

Akl & Schiinemann, New Engl ] Med, 2012




Do you have confidence in these
estimates of effects?

Table 1. Summary of Findings Table Showing the Relative Risks and Absolute Effects over 12 Months for Each Important Outcome after Treat-
ment with a Low-Molecular-Weight Heparin in Patients Receiving Chemotherapy for Cancer.*

Outcome
after 12 Months

Participants

no. (no. of studies)

Relative Risk
(95% Cl)

Anticipated Absolute Effect

Risk Risk Difference EIRE 100% confident
ithout ith LMWH
LMWH W'(gs% cl) About here?

no. of events per 1000 patients

Death 6245 (10) 0.94 (0.88-1.00) 501 30 fewer (60 fewer 740
toOmore)  FiNTINMEI(XAD

Symptomatic VTE 5979 (9) 0.57 (0.40-0.81) 46 20 fewer (27 fewer 5__0
SRSV About here? S

Major bleeding 6518 (11) 1.06 (0.71-1.57) 16 1 more (5 fewer 3__0
to 9 more) k3

About here? i3

Minor bleeding 6020 (9) 1.18 (0.89-1.55) 27 5 more (3 fewer i

o -
to 15 more) <« 0% confident

Akl & Schiinemann, New Engl ] Med, 2012




Certainty of the evidence?

How confident in the research? GRADE

* Are the research studies well done?

* Are the results consistent across studies when they should be?
 How directly do the results relate to our question?

* |s this effect size precise or likely due to random error?

* Are these all of the studies that have been conducted?

* Plus factors that increase certainty — e.g. large intervention effects
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Systematic review process

define the question

plan methods

search for studies
apply eligibility criteria
collect data

assess studies for risk of bia
analyze and present results
interpret results and draw
conclusions

10.improve and update review

O oo N A WDNRE

plan eligibility criteria Historically not a
lot of guidance
for this



Cochrane reviews....

...interpret results and draw conclusions?
GRADE criteria (MECIR standards: mandatory)



Clinical Practice guidelines & the origin of
evidence appraisal syster

Effectiveness of intervention

The effectiveness of intervention
was graded according to the quality
of the evidence obtained, as follows:

I: Evidence obtained from at
least one properly randomized con-
trolled trial.

II-1: Evidence obtained from
well designed cohort or case—control
analytic studies, preferably from
more than one centre or research

group.
II-2: Evidence obtained from
comparisons between times or

places with or without the interven-
tion. Dramatic results in uncon-
trolled experiments (such as the
results of the introduction of pe-
nicillin in the 1940s) could also be
regarded as this type of evidence.

III: Opinions of respected au-
thorities, based on clinical experi-
ence, descriptive studies or reports
of expert committees.

Classification of recommendations

On the basis of these considera-
tions the task force made a clear
recommendation for each condition
as to whether it should be spe-
cifically considered in a periodic
health examination. Recommenda-
tions were classified as follows:

A: There is good evidence to
support the recommendation that
the condition be specifically consi-
dered in a periodic health examina-
tion.

B: There is fair evidence to sup-
5, 1979V port the recommendation that the
condition be specifically considered
in a periodic health examination.

C: There is poor evidence re-
garding the inclusion of the condi-
tion in a periodic health examina-
tion, and recommendations may be
made on other grounds.

|
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g PERIOP port the recommendation that the

y condition be excluded from consi- e
amderation in a periodic health examin-

pro

esearch P eniation.
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jiologY mz‘nton)‘, M"" support the recommendation that
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D: There is fair evidence to sup- St




Rules of Evidence and Clinical
Recommendations on the Use of
Antithrombotic Agents

D. L. Sackett M.D.

INTRODUCTION

What rules of evidence ought to apply when expert
committees meet to generate recommendations for the
clinical management of patients? Should only the thoroughly
validated results of randomized clinical trials be admissible
to avoid or minimize the application of useless or harmful
therapy? Or, to maximize the potential benefits to patients
(including those possible from unproved remedies), ought a
synthesis of the experiences of seasoned clinicians form the
basis for such recommendations?

Ample precedent exists for the latter approach even when
attempts are made to replace it.' Howevet, for the following
three reasons, the nonexperimental evidence that forms the
recalled experiences of seasoned clinicians will tend to
overestimate efficacy:

1. Favorable treatment responses are more likely to be
recognized and remembered by clinicians when their pa-
tients comply with treatments and keep follow-up appoint-
ments. However, there are already five documented in-
stances in which compliant patients in the placebo groups of
randomntized trials exhibited far more favorable outcomes
(including survival) than their noncompliant companions.**®
Because high compliance is therefore a marker for better
outcomes, even when treatment is useless, our uncontrolled
clinical experiences often will cause us to conclude that
compliant patients must have been receiving efficacious
therapy.

A xr R ey Sy Sy SO S SUS ey S O

agents in an effort to halt the progression and complications
of thromboembolism. For many of the disorders under
consideration here, randomized control trials have never
been (and, arguably, never could be) carried out, and the
only information base for generating some of the recommen-
dations comes from uncontrolled clinical observations.

What this does mean, however, is that it is important,
whenever possible, to base firm recommendations (and
especially those involving risk to patients) on the results of
rigorously controlled investigations and to be much more
circumspect when recommendations rest only on the results
of uncontrolled clinical observations. This approach was
adopted by the conference participants and led to the
definition and adoption of both Levels of Evidence and
Grades of Recommendations.

LEVELS OF EVIDENCE

The participants in this undertaking, when summarizing
what was known about the causes, clinical course, and
management of a given clinical entity, specified the level of
evidence that was being used in each case, according to the
following classification:

Level I: Randomized trials with low false-positive (o) and
low false-negative (B) errors (high power)

By “low false-positive () error” is meant a “positive” trial
that demonstrated a statistically significant benefit from
experimental treatment. For example, there have now been
two randomized trials in which aspirin produced very large,
statistically significant reductions in the risk of stroke and
death among patients with transient ischemic attacks.

By “low false-negative () error (high power)” is meant a
“negative” trial that demonstrated no effect of therapy, yet
was large enough to exclude the possibility of a clinically

important benefit (ie, had very narrow 95% confidence limits
hat avalicdnd anes alininalle Famd dev + fram tha

Chest 1986



Clinical Recommendations
Using Levels of Evidence for
Antithrombotic Agents

Deborah |. Cook, MD, FCCF; Gordon H. Guyatt, MD,
Chair; Andreas Laupacis, MD; David L. Sackett, MD;
and Robert |. Goldberg, PhD

Ex pert clinical recommendations on the use of antithrom-

botic agents should be based on the best available ev-
idence. Ideally, this evidence will come from the results of
high-quality systematic reviews of rigorously controlled
randomized trials.! Weaker evidence comes from observa-
tional studies or uncontrolled clinical experience. Timely
implementation of recommendations based on strong evi-
dence can save lives.? Clinical practice based on the best
available literature and recommendations derived from such
literature form the foundation of an approach to health care
often referred to as evidence-based medicine.®

Chest 1995

Table 3—Levels of Evidence and Grades of
Recommeﬂdatmm Jor Therapy

Level af Evidence

Crade of Hu:nmm( ndation

Level 1

Tavel 1

Laveel 1+

Level 1-

Level I

Level 11

Lasvel 11+

Lewel 11-

Level TTT

Level IV

Level V

Grranle A

Results come from a single RCT in which the
lower limit of the CI for the treatment
effect execeds the minimal einically
important benefit

Results come from a meta-analysis of HCTs in
which the treatment effects from individual
studies are consistent, and the lower limit of
the C1 for the treatment effect exceeds the
minimal clinically important benefit

Results come from a meta-analysis of RCTs in
which the treatment effects from individoal
studies are widely disparate, but the lower
lirit of the C1 for the treatment effect stll
exceeds the minimal elinically important
bsenefit

Grade B

Results come from a single RCT in which the
C1 for the treatment effect ov u:rLLlw the
minimal clinically important benefit

Lesults come from a meta- :u.dwz. of RCTs in
which the treatment effects from individual
studlies are consistent and the CI for the
treatment effect overlaps the minimal
clinieally impoartant benefit

Fesults come from a meta-analysis of HOCTs in
which the treatment effects from individual
studies are widely disparate, and the CI for
the treatment effect overlaps the minimal
elinically important benefit

Coravele ©

Results come from nonrandomized eoncurrent
cohort studies

Grade €

Ressults come from nonrandomized historic
cohort studies

Cruele ©

Results come from case series




Grades of Recommendation for
Antithrombotic Agents

Gordon Guyatt, MD; Holger Schunémann, MD;
Deborah Cook, MD, FCCP; Roman Jaeschke, MD;
Stephen Pauker, MD; and Heiner Bucher, MD

Abbreviations: ACCP = American College of Chest Physicians;
CI = confidence interval; RCT = randomized, controlled trial;

tPA = tissue plasminogen activator
(CHEST 2001: 119:35-7S)
T reatment decisions involve a trade-off between likely
benefits on the one hand, and risks and costs on the
other. The Consensus Conference on Antithrombotic
Therapy of the American College of Chest Physicians
(ACCP) has developed guidelines to help clinicians make

supporting studies first and the number denoting the
clarity of the risk/benefit trade-off second: A1, A2, B1, and
so on. In this iteration, we reflect the primacy of the
risk/benefit judgment in determining the recommendation
and its strength by placing it first: 1A, 1B, 1C+, 1C, 2A,
and so on (Table 1).

The remainder of this article describes the basis of the
grading system in more detail. We begin by describing
how methodologically strong studies can yield stronger or
weaker recommendations depending on the trade-off
between risk and benefit.

How METHODOLOGIC QUALITY AND RISK
BENEFIT CONTRIBUTE TO GRADES OF
RECOMMENDATIONS




. . *
Grade Practice Recommendations-

Study quality Diagnosis Treatment/prevention/screening Prognosis

‘ T EFFECT >
Level 1—good-quality | Validated clinical decision rule SR/meta-analysis of RCTs with SR/meta-analysis of good-quality 1SS lla CLASS IIb CLASS Il
patient-oriented SR/meta-analysis of high-quality consistent findings cohort studies \efit >> Risk Benefit > Risk Risk > Benefit
evidence studies High-quality individual RCT Prospective cohort study with fitional studies with Additional studies with broad | procedure/Treatment should
High-quality diagnostic cohort All-or-none study§ good follow-up used objectives needed  objectives needed; additional | NoT he performed/adminis-

studv 'S REASONABLE to ner.  TEY/siry data would be helpful | arpd SINCE IT IS NOT HELP-

— , JLevel of Certainty Description RUEEHARMEL
Level 2—limited-quality | Unvali
patient-oriented SR/me USPSTF »ndation that

evidence f;gg The available evidence usually includes consistent results from well-designed, well- evinpeni
Lower conducted studies in representative primary care populations. These studies assess the ::lmm
stud effects of the preventive service on health outcomes. This conclusion is therefore idomized trials
stud unlikely to be strongly affected by the results of future studies. o
- I Moderate *The available evidence is sufficient to determine the effects of the preventive service [
evidence evid on health outcomes, but confidence in the estimate is constrained by such factors as:

prev The number, size, or quality of individual studies.

*Inconsistency of findings across individual studies.

eLimited generalizability of findings to routine primary care practice.
*Lack of coherence in the chain of evidence.

Consistency across studies

Consistent Moi,t,smmes As more information becomes available, the magnitude or direction of the observed T
. If high-qualit effect could change, and this change may be large enough to alter the conclusion. R
neonsistent Con;derable *The available evidence is insufficient to assess effects on health outcomes. Evidence is e
If high-qualit insufficient because of: The limited number or size of studies. “
favor of the effective/beneficial

*Important flaws in study design or methods. ,m
*Inconsistency of findings across individual studies.

Insufficient *Gaps in the chain of evidence. . Used
*Findings not generalizable to routine primary care practice.
eLack of information on important health outcomes.

More information may allow estimation of effects on health outcomes. _
of cohort either Level >2 of 2b and Level >2 economic
studies retrospective diagnostic studies  better studies  studies Latest courses and workshops
cohort studies or

untreated control One day workshop on Evidence-

mrmtinn in DOATA

R v




Which hierarchy?

Recommendation for use of oral
anticoagulation in patients with atrial
fibrillation and rheumatic mitral valve disease

Evidence Recommendation Organization
°B Class | »AHA
*A 1 »ACCP

* |V C »>SIGN






Simple hierarchies are (too)
simplistic
STUDY DESIGN BIAS

= Randomized Controlled
Trials

= Cohort Studies and Case
Control Studies

» Case Reports and Case
Series, Non-systematic
observations

uoluidp 1adx3g

Expert Opinion

Schiinemann & Bone, 2003



Parachute use to prevent death and major trauma related
to gravitational challenge: systematic review of
randomised controlled trials

Gordon C S Smith, Jill P Pell

Parachutes reduce the risk of injury after gravitational challenge, but their effectiveness has
not been proved with randomised controlled trials

BMJ, 2003

HULTON/GETTY



Parachute use to prevent death and major trauma related
to gravitational challenge: systematic review of

randomised controlled trials
Gordon C S Smith, Jill P Pell

Relative risk reduction:

...>99.9 % (1/100,000)
U.S. Parachute Association
reported 821 injuries and 18
deaths out of 2.2 million jumps
in 2007




Aim: to develop a common,
transparent and sensible
system for grading the quality
of evidence and the strength
of recommendations



Proposed acronyms  ‘Meeting minutes London 2002
GERIC: Grading Evidence and Recommendation International Collaboration (?)

GRASP: Grades of Recommendation ASsessment and Planning group (Andy)

GRADE: Grades of Recommendation Assessement, Development and Evaluation
(Working) Group or "GRADE (Working) Group" in short. (Holger)

One could also use DEsign mstead of Development
GRADE: Grades of Recommendation Assessement and Development Enterprise
(Holger)

GEAR: Grades of Evidence And Recommendations (Andy)
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Letters, numbers, symbols and words:
how to communicate grades of evidence and
recommendations

Holger J. Schiinemann, Dana Best, Gunn Vist, Andrew D. Oxman, for the GRADE Working Group

CMA] = SEPT. 30, 2003; 169 (7,




17. National Highway Traffic Safety Administration. Available: www.nhtsa.dot.gov
(accessed 2003 Jul 15).

18. DISCERN: Health information on the Internet. Available: www.discern.org
uk/HOTLhtm (accessed 2003 Jul 17).

19. Miller G. The magic number seven plus or minus two: some limits on our ca-
pacity for processing information. Psychol Bull 1956;63:81-97.

Correspondence to: Dr. Holger J. Schiinemann, Departments
of Medicine and of Social and Preventive Medicine, University
of Buffalo, 270 Farber Hall, 3435 Main St., Buffalo NY 14214,
USA; fax 716-898-4493; hjs@buffalo.edu
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National Medical Center, USA; Peter A Briss, Acting Chief
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Prevention, USA; Martin Eccles, Professor, and James Mason,
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Director, German Cochrane Centre, Institute for Medical
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Director, Scottish Intercollegiate Guidelines Network, United
Kingdom; Margaret C. Haugh, Methodologist, Fédération
Nationale des Centres de Lutte Contre le Cancer, France; David
Henry, Professor and Suzanne Hill, Senior Lecturer, Department
of Clinical Pharmacology, Faculty of Medicine and Health
Sciences, University of Newcastle, Australia; Gillian Leng,
Guidelines Programme Director, National Institute for Clinical
Excellence, United Kingdom; Alessandro Liberati, Professor,
Universita di Modena e Reggio Emilia and Centro per la
Valutazione della Efficacia della Assistenza Sanitaria, Italy; Nicola
Magrini, Director, Centro per la Valutazione della Efficacia della
Assistenza Sanitaria, Italy; Philippa Middleton, Honorary
Research Fellow, Australasian Cochrane Centre, Australia; Jacek
Mrukowicz, Executive Director, Polish Institute for Evidence
Based Medicine, Poland; Dianne O’Connell, Senior
Epidemiologist, Cancer Epidemiology Research Unit, Cancer
Research and Registers Division, The Cancer Council, Australia;
Bob Phillips, Associate Fellow, Centre for Evidence-based
Medicine, University Department of Psychiatry, Wameford
Hospital, United Kingdom; Holger ] Schiinemann, Assistant
Professor, Departments of Medicine and of Social & Preventive
Medicine, University of Buffalo, USA; Tessa Tan-Torres Edejer,
Medical Officer/Scientist, Global Programme on Evidence for
Health Policy, World Health Organisation, Switzerland; Helena
Varonen, Associate Editor, Finnish Medical Society Duodecim,
Finland: John W. Williams Jr., Associate Professor, The Center for
Health Services Research in Primary Care, Health Services
Research and Development, Department of Veterans Affairs
Medical Center and Duke University Medical Center, USA;
Stephanie Zaza, Acting Associate Director for Science,
Epidemiology Program Office, Centers for Disease Control and
Prevention, USA



GRADE

working group

* Developed a unitying, transparent and sensible system
for grading the certainty of evidence and developing

recommendations/making decisions

* NICE, WHO, CDC, AHRQ, professional societies,
academic institutions
 For systematic reviews, HTA and guidelines

* International contributors (>500) with diversity in
background 2008 BMJ series; 2011 JCE series — over

30,000 cites

* Various other publications (incl. GRADE Handbook)

* IT applications

GRADEpro

GDT

CMAJ 2003, BMJ 2004, BMC 2004, BMC 2005, AJRCCM
2006, Chest 2006, BMJ 2008, JCE 2011-2016



GRADE Centers

GRADE Networks

McMaster University GRADE Center, Canada

Lanzhou University GRADE Center, China

Barcelona GRADE Center, Spain

Freiburg University GRADE Center, Germany
American University of Beirut GRADE Center, Lebanon
Lazio Region-ASL Rome GRADE Center, Italy

Javeriana Bogota GRADE Center, Colombia

JBI Adelaide GRADE Center, Australia

U.S. GRADE Network, United States
Dutch GRADE Network, Netherlands
UK GRADE Network, United Kingdom




GRADE

working group

* Over 100 organizations adopted or use GRADE
* Open membership — free: www.gradeworkingroup.org
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Certainty of the evidence?

How confident in the research? GRADE

* Are the research studies well done?

* Are the results consistent across studies when they should be?
 How directly do the results relate to our question?

* |s this effect size precise or likely due to random error?

* Are these all of the studies that have been conducted?

* Plus factors that increase certainty — e.g. large intervention effects



Determinants of certainty of evidence

* RCTs DDDD | high ‘Q |

 observational studies @®OO | low

* 5 factors that can lower quality esee.
1. limitations in detailed study design and execution (rjsk of oeees

bias criteria) ‘ =

2. Inconsistency (or heterogeneity) ry .
3. Indirectness (PICO and applicability) o ’ﬂ‘*w =
4. Imprecision o

5. Publication bias — \&

* 3 factors can increase quality
1. large magnitude of effect 1B
2. opposing plausible residual bias or confounding

3. dose-response gradient ii




Assessing Certainty in Evidence
by Outcome

For each outcome based on a systematic review and across outcomes (lowest certainty across the outcomes critical for decision making)

1 L] 2 L] 3 L
Establish initial Consider lowering or raising Final level of
level of certainty level of certainty certainty rating
Study design Initial certainty \ Reasons for considering lowering \ Certainty of the evidence
of evidence or raising certainty across those considerations
WV Lower if A Higher if*
. , High Large effect High
Randomized trials 9 Ay DODD

Dose response

All plausible > Moderate
confounding & bias @0

¢ would reduce a
demonstrated effect
or

* would suggest a
spurious effect if no
effect was observed

—
5

*upgrading criteria are usually applicable to observational studies only.



Lowering certainty in RCTs

For each outcome based on a systematic review and across outcomes (lowest certainty across the outcomes critical for decision making)

1.
Establish initial
level of certainty

Study design Initial certainty \
of evidence

, . High
Randomized trials > B ty§

—
5

2.

Consider lowering or raising
level of certainty

Reasons for considering lowering
or raising certainty

WV Lower if

A Higher if*

Large effect

demonstrate
or
* would suggest a

spurious effect if no
effect was observed

*upgrading criteria are usually applicable to observational studies only.

3.

Final level of
certainty rating

\ Certainty of the evidence
across those considerations




Altering certainty of non-randomized

studies

For each outcome based on a systematic review and across outcomes (lowest certainty across the outcomes critical for decision making)

1.
Establish initial
level of certainty

Initial certainty \

Study design
of the evidence
Randomized trials = H'|gh
confidence

2.

Consider lowering or raising

level of certainty

Reasons for considering lowering \

or raising certainty

WV Lower if

Large effect

All

Dose response

A Higher if*

confounding & bias ___—

*upgrading criteria are usually applicable to observational studies only.

spurious effect if no
effect was observed

wwould reduce a
demonstrated effect

J

3.

Final level of
certainty rating

Certainty of the evidence
across those considerations

High
DODD

Moderate
@0




GRADE
» Certainty of evidence 4=

— Assess evidence transparently across all domains
— Confidence in an estimate?
— Starts with single research studies

— Ends with a body of evidence by health outcome
* high, moderate, low, very low certainty

e Recommendations/Decisions

— Involves making judgments and decisions
transparent
— Evidence to Decision (EtD) frameworks

« Comprehensive list of criteria that influence a decision
or recommendation

— Clearly developed & formulated action message

° Strong or conditional recommendations for or against
an optlon

—
.
D)
Q.
O
(D
»



[GRAD E ’ working group

Randomization raises

OO R -
S eo o 0\)\006\ 5\@\66 Rate quality of initial quality
@ & o ® S Create evidence for RCTs: high
S\ o N\ & : : 9
QO““ oS 3e evidence profile/SoF | each outcome  Qpservational: low
S « | Table with GRADEpro
» B = , _ | 1. Riskof bias
P o G N SN High = | 2. Inconsistency
I/E Outcome  Critical Moderate z 3. Indirectness
S s R Low 8| 4 Imprecision
(C) Outcome  Important , Voylow | © | 5. Publcaton bias
Outcome  Not iy m—
%, Summary of findings & 1. Large effect
" estimate of effect for S| 9 Dose response
each outcome 23 Opposing bias &
= © -
Evidence synthesis \§ & Confounders

(systematic review/HTA)
Recommendation/Decision

Grade recommendations

(Evidence to Recommendation)

« For or against (direction) 4 T

» Strong or conditional/weak (strength)

By considering balance of consequences

I EtD framwork |
GRADEpro |GDT

(evidence to recommendations):
O Quality of evidence
Balance benefits/harms
Values and preferences (equity)

Resource use (cost, feasibility)
Acceptability

I W Wy

Guideline/Decision
..~ Formulate Recommendations (YT | @...)

AMERICAN GASTROENTS

Grade overall
quality of evidence
across outcomes based on
lowest quality
of critical outcomes

“The panel recommends that ....should...”
“The panel suggests that ....should...”
“The panel suggests to not ...”

“The panel recommends to not...”
Transparency, clear, actionable



A clinically sensible question

Population: In patients with (lung) cancer, what is
the impact of

Intervention: heparin
(comparison) compared with no heparin
Outcomes: on the risk for venous

thromboembolism, death,
bleeding, burden...?

PICO



ANTITHROMBOTIC THERAPY

QUICK REFERENCE GUIDE
FOR CLINICIANS

SIXTH ACCP
CONSENSUS
CONFERENCE ON
ANTITHROMBOTIC
THERAPY

QUICK REFERENCE GUIDE EDITOR:
Holger J. Schanamann, MD, PhD



Wiley Online Library

1) Cochrane rsdevidence.
€ Ll b I’a ry Better health. .

— Anticoagulation for the long-term treatment of venous thromboembolism in patients with cancer
" Elie A Akl , Lara A Kahale , Maddalena Barba , Ignacio Neumann , Nawman Labedi , Irene Terrenato , Francesca Sperati ,
Paola Muti and Holger Schiinemann

Online Publication Date: July 2014

— Parenteral anticoagulation in ambulatory patients with cancer
Elie A Akl , Lara A Kahale , Rami A Ballout , Maddalena Barba , Victor E D Yosuico , Frederiek F van Doormaal , Saskia
Middeldorp , Andrew Bryant and Holger Schiinemann

Online Publication Date: December 2014

Review

— Low molecular weight heparin versus unfractionated heparin for perioperative thromboprophylaxis in patients with cancer
Elie A Akl , Lara A Kahale , Francesca Sperati , Ignacio Neumann , Nawman Labedi , Irene Terrenato , Maddalena Barba ,
Elena V Sempos , Paola Muti , Deborah Cook and Holger Schiinemann

Online Publication Date: June 2014

— Oral anticoagulation in patients with cancer who have no therapeutic or prophylactic indication for anticoagulation

Elie A Akl , Lara Kahale , Irene Terrenato , Ignacio Neumann , Victor E D Yosuico , Maddalena Barba , Francesca Sperati
and Holger Schiinemann

Online Publication Date: July 2014

m Review

—  Anticoagulation for the initial treatment of venous thromboembolism in patients with cancer

Elie A Akl , Lara A Kahale , Ignacio Neumann , Maddalena Barba , Francesca Sperati , Irene Terrenato , Paola Muti and
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Do you have confidence in these
estimates of effects?

Table 1. Summary of Findings Table Showing the Relative Risks and Absolute Effects over 12 Months for Each Important Outcome after Treat-
ment with a Low-Molecular-Weight Heparin in Patients Receiving Chemotherapy for Cancer.*

Outcome
after 12 Months

Participants

no. (no. of studies)

Relative Risk
(95% Cl)

Anticipated Absolute Effect

Risk Risk Difference EIRE 100% confident
ithout ith LMWH
LMWH W'(gs% cl) About here?

no. of events per 1000 patients

Death 6245 (10) 0.94 (0.88-1.00) 501 30 fewer (60 fewer 740
toOmore)  FiNTINMEI(XAD

Symptomatic VTE 5979 (9) 0.57 (0.40-0.81) 46 20 fewer (27 fewer 5__0
SRSV About here? S

Major bleeding 6518 (11) 1.06 (0.71-1.57) 16 1 more (5 fewer 3__0
to 9 more) k3

About here? i3

Minor bleeding 6020 (9) 1.18 (0.89-1.55) 27 5 more (3 fewer i

o -
to 15 more) <« 0% confident

Akl & Schiinemann, New Engl ] Med, 2012




Determinants of quality/certainty of

a body of evidence

* RCTs DODP 9@
 observational studies (NRS) @O0

5 factors that can lower quality

1. limitations in detailed study design and execution (risk of
bias criteria)

Inconsistency (or heterogeneity)
Indirectness (PICO and applicability)
Imprecision

Publication bias

* 3 factors can increase quality
1. large magnitude of effect
2. opposing plausible residual bias or confounding
3. dose-response gradient }x"
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