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High	confidence	in	the	effects

Akl &	Schünemann,	New	Engl J	Med,	2012

No downgrading:
No serious Risk of bias

No serious inconsistency
No serious imprecision

Undetected publication bias
No serious indirectness

Quality remains high



Akl &	Schünemann,	New	Engl J	Med,	2012

Combination of 
judgments:

Reporting bias 
and imprecision



Interpreting	the	
certainty	of	the	evidence
Certainty	rating	 Definitions	

	
High		

The	panel	is	very	confident	that	the	true	effect	lies	close	to	
that	of	the	estimate	of	the	effect		

	
Moderate		

The	panel	is	moderately	confident	in	the	effect	estimate:	The	
true	effect	is	likely	to	be	close	to	the	estimate	of	the	effect,	
but	there	is	a	possibility	that	it	is	substantially	different		

	
Low	

The	panel’s	confidence	in	the	effect	estimate	is	limited:	The	
true	effect	may	be	substantially	different	from	the	estimate	
of	the	effect	

	
Very	low		

The	panel	has	very	little	confidence	in	the	effect	estimate:	
The	true	effect	is	likely	to	be	substantially	different	from	the	
estimate	of	effect	

	



Terminology	- clarifications
• GRADE	approach	or	system	– interventions?

• Prognosis,	test	accuracy,	values	and	preferences
• Describes	GRADE’s	conceptual	underpinnings

• GRADE	criteria
• Decision	criteria:	Evidence	to	Decision	Frameworks

• GRADE	Domains
• 8	domains	to	assess	certainty	in	the	evidence

• GRADE	Items
• E.g.	overlapping	confidence	intervals,	I2,	p-value	for	
inconsistency

A pproach 

 

•  Certainty in evidence 
–  Involves assessing evidence transparently  
–  Confidence in an estimate of effect, association? 
–  Starts with single studies  
–  Ends with a body of evidence by outcome and a 

recommendation  

•  Developing structured health care 
recommendations   
–  Involves making judgments and decisions transparent 
–  Evidence to Decision (EtD) frameworks 
–  Comprehensive list of criteria that influence a 

recommendation 
–  Clearly developed and formulated message for action 

(strong and conditional/weak recommendations for or 
against an option) 

–  Adopt, adapt, de novo 

For groups making 
recommendations 

•  Question 
–  Details 
–  Subgroups 
–  Background 

•  Assessment 
–  Criteria 
–  Judgements 
–  Research evidence 
–  Additional considerations 

•  Conclusions 
–  Type of recommendation 
–  Recommendation 
–  Justification 
–  Implementation considerations 
–  Monitoring and evaluation 
–  Research considerations 

•  Criteria on which a recommendation is based   
•  Judgements that must be made in relation to 

each criterion 
•  Research evidence to inform each judgement 
•  Additional considerations that inform or 

explain each judgement 

EtD frameworks 

Determinants of certainty in a 
body of evidence: GRADE 

•  A body of evidence starts as: high | ⊕⊕⊕⊕ 

•  5 factors that can lower quality 
1.  Risk of bias criteria 
•  Lack of randomization (observational studies) lowers 

confidence to low 
2.  Inconsistency (or heterogeneity) 
3.  Indirectness (PICO and applicability) 
4.  Imprecision 
5.  Publication bias  

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

confounding 
3.  dose-response gradient 

Schünemann, JCE 2016



GRADE-CERQual background:

Assessing	our	confidence	in	evidence	
from	reviews	of	qualitative	research



What is	qualitative research?

o Attitudes	and	experiences
o «How»	and	«why»	questions
oWords,	not	numbers



Background

- Evidence	about	benefits	and	
harms routinely	called	for	in	
guideline	processes

- Decision	makers	are	now	also	
asking	for	evidence	regarding	
other	aspects	of	a	decision



Background

- In	2010,	WHO	initiated	
a	guideline	on	health	
worker	optimisation

- Which	tasks	for	
maternal	and	newborn
care	can	be	delivered	
by	lower	level	health	
workers?



Task-shifting:	a	complex	issue
• Involves	social,	behavioural	

and	organisational	change
• Can	involve	shift	in	settings	

as	well	as	shift	in	cadre
• Hailed	as	cheap	solution
• Accused	of	being	“second	

class	care	for	the	poor”	
• Has	met	with	resistance		

from	professional	
organisations



Different	types	of	evidence	called	for

• WHO	called	for	evidence	about	
potential	benefits	and	harms

• But	also	wanted	evidence	on:
• The	acceptability of	different	

options	to	patients,	health	
workers	and	others	

• The	feasibility	of	different	
options

• The	resources required	



Gathering	evidence	on	
acceptability	and	feasibility

• We	wanted	to	bring	the	same	level	
of	rigour	to	these	questions	as	to	
questions	of	effectiveness

• Decision	to	use	reviews	of	
qualitative	research	to	answer	
these	questions	

• Methods	to	do	this	have	matured	
and	technical	team	members	had	
relevant	skills	



What	sort	of	findings	did	the	
reviews	give	us?
Acceptability	and	feasibility	influenced	by:
• Health	worker-recipient	relationship	
• Health	worker-health	worker	relationship	
• Role	of	local	community
• Training	and	supervision
• Supplies
• Referral	systems
• Transport
• Incentives

But	no	system	for	assessing	the	certainty	of	these	findings



CERQual developed

• Consultation	with	wide	group	of	stakeholders,	including	
researchers,	methodologists,	guideline	developers

• Tested	in	multiple	qualitative	evidence	syntheses



Relationship	to	GRADE

• CERQual is	part	of	the	GRADE	Working	Group	– and		
shares	the	same	aim	as	the	GRADE	tool	used	to	
assess	the	certainty	of	evidence	of	effectiveness

• However,	CERQual is	grounded	in	the	principles	of	
qualitative	research



Assessing	our	certainty	/	
confidence	in	the	evidence



Assessing	our	certainty	in	the	
evidence
(Holger/Elena: Describe the components of GRADE. In the next slides, Claire will describe 
how CERQual has shared feature)



The	CERQual components



Methodological	limitations

• The	extent	to	which	there	are	
problems	in	the	design	or	conduct	of	
the	primary	studies	supporting	a	
review	finding

• (Similar	to	“risk	of	bias”	in	GRADE)



Concerns	about	methodological	
limitations

We	are	less	confident	that	the	finding	reflects	the	
phenomenon	of	interest	when	the	primary	studies	underlying	
a	review	finding	are	shown	to	have	problems	in	the	way	they	
were	designed	or	conducted	

• A	critical appraisal	tool	for	qualitative	studies	should	be	used
to	make	this	assessment

• Currently	no	widespread	agreement	about	the	best	tool	–
research	agenda	in	place



Coherence

• An	assessment	of	how	clear	and	cogent	
the	fit	is between	the	data	from	the	
primary	studies	and	the	review	finding

• Similar	to	“inconsistency”	in	GRADE)



Concerns	about	coherence

We	are	less	confident	that	the	finding	reflects	the	
phenomenon	of	interest	when:
- Some	of	the	data	contradict	the	finding
- Some	of	the	data	are	ambiguous



Adequacy	of	data
• The	degree	of	richness and	quantity of	
data	supporting	a	review	finding

• (Similar	to	“imprecision”	in	GRADE)



Concerns	about	adequacy

• We	are	less	confident	that	the	finding	reflects	the	
phenomenon	of	interest	when	the	data	underlying	a	
review	finding	are	not	sufficiently	rich	or	only	come	from	
a	small	number of	studies	or	participants

� Review	authors	need	to	make	a	judgement	in	the	
context	of	a	specific	review	finding	on	what	constitutes	
data	that	are	not	sufficiently	rich	or	are	drawn	from	too	
small	a	number	of	studies



Relevance

• The	extent	to	which	the	body	of	
evidence	from	the	primary	studies	
supporting	a	review	finding	is	
applicable	to	the	context	specified	in	
the	review	question

• (Similar	to	“indirectness”	in	GRADE)



Concerns	about	relevance

• We	are	less	confident	that	the	finding	reflects	the	
phenomenon	of	interest	when	the	contexts	of	the	
primary	studies	underlying	a	review	finding	are	
substantively	different	from	the	context	of	the	review	
question



Making	an	overall	assessment



Confidence	can	be	assessed	as	high,	
moderate,	low	or	very	low

• High	confidence:	It	is	highly	likely	that	the	review	finding	is	a	
reasonable	representation	of	the	phenomenon	of	interest

• Moderate	confidence:	It	is	likely	that	the	review	finding	is	a	
reasonable	representation	of	the	phenomenon	of	interest

• Low	confidence:	It	is	possible	that	the	review	finding	is	a	reasonable	
representation	of	the	phenomenon	of	interest

• Very	low	confidence:	It	is	not	clear	whether	the	review	finding	is	a	
reasonable	representation	of	the	phenomenon	of	interest



Dissemination	bias	in	qualitative	
research

Toews	I,	Glenton	C,	Lewin	S,	Berg	RC,	Noyes	J,	
Booth	A,	Marusic	A,	Malicki	M,	Munthe-Kaas	
HM,	Meerpohl	JJ.	Extent,	Awareness	and	
Perception	of	Dissemination	Bias	in	
Qualitative	Research:	An	Explorative	Survey.	
PLoS One,	2016	Aug	3;11(8)

Toews	I,	Booth	A,	Berg	RC,	Lewin	S,	Glenton	C,		
Munthe-Kaas	HM,	Noyes	J,	Schroter	S,	and	
Meerpohl	JJ.	Dissemination	Bias	in	Qualitative	
Research:	conceptual	considerations.	
Journal	of	Clinical	Epidemiology	(in	press)	



Presenting	the	results	of	a	
GRADE	/	GRADE-CERQual

assessment



Cochrane	reviews….

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

….present	results	to	reader/users?
Summary	of	Findings	Tables	(MECIR	standards:	

highly	desirable)







Information	about	the	systematic	review	and	clinical	question:
Participants,	interventions and	comparisons

36



Outcomes	– most	important	for	decision	
making
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Results	– Number	of	Participants/studies

38



Results	– Relative	effects

39



Results	– Absolute	effects

what	
happens	to	
people	
with	and	
without	
interventio
n

40



Certainty	of	the	Evidence

41



Explanations

• Clarification
• Judgements
• Transparency

42



Preparatory	work

• revealed	that	users	would	appreciate	a	summary	of	
the	findings	upfront	to	facilitate	interpretation

• evaluated	the	type	and	amount	of	information	users	
want

• e.g.	number	of	outcomes	≤ 7
• presenting	information	on	all	important	outcomes
• ordering	of	outcomes



Pilot	study	of	Cochrane	review	groups	

• 17	Cochrane	Review	groups	participated
• 20	review	authors	participated	(20	new	or	updated	
reviews)

• spent	an	additional	4	hours	(2	to	40	hours)



Results	of	first	pilot	

• layout	clear
• generally	found	to	be	helpful
• 11/17	increased	accessibility
• 5/17	improved	quality
• 1/17	rephrased	conclusions
• software	difficulties
• Additional	user	testing!!!



What	do	SoF tables	add?

• RCTs
• 1	EBCP	workshop	(N	72);	2	Cochrane	entities	meeting		(N	33)

• RCT	1:	easy	to	find	results,	SoF	versus	no:	68	vs.	40%	(p	=	0.02)

• RCT	2:	SoF	more	correct	answers	to	two	questions	re	results	
• 93%	vs	44%	(p	=	0.003)	and	87%	vs.	11%	(p	<	0.001)

• SoF	participants	spent	average	of	90	seconds	to	find	key	
information	vs	4	minutes	without	SoF	table



Cochrane	method	
innovation	fund	project

• Enhancing	the	acceptance	and	implementation	of	
SoF	tables	in	Cochrane	reviews

• Initiated	in	2012

Feedback	from	
Cochrane	

review	groups

User-testing	of	
potential	
solutions	

Formal	testing	
of	formats	RCT



Enhancing	the	acceptance	and	implementation	of	
SoF tables	in	Cochrane	reviews

User	testing

• More than 40 participants

• Cochrane review users (clinicians, guideline developers, researchers)

• Participants prefer simple, less crowded SoF tables

• Dichotomous: NNTs and Risk Difference over natural frequencies

• Continuous: Minimal important difference units over MD and SMD

• “what happens” column:
• statement of presence/direction of effect and qualitative statement of confidence









Enhancing	the	acceptance	and	implementation	of	
SoF	tables	in	Cochrane	reviews

RCT	design
• Clinicians,	guideline	developers,	researchers	(300)

• Alternative	vs	current	formats

• Understanding,	accessibility,	satisfaction,	
preference





 Alternative formats  Current formats  
1 Quality of evidence presented with main 

reasons for downgrading in the same column 
(e.g. MODERATE due to imprecision) 

Quality of evidence presented with 
symbols and labeled as High, 
moderate, low, or very low. 
Reasons for downgrading presented 
in the footnotes 

2 Baseline risk and corresponding risk 
expressed as percentages  

Baseline risk and corresponding risk 
expressed as natural frequencies 

3 Inclusion of a column presenting absolute 
risk reduction (risk difference) expressed as 
percentage for benefit and harm or mean 
difference 

No specific column presenting 
absolute risk reduction (risk 
difference) or mean difference 

4 No description of the GRADE Working 
Group grades of evidence definitions 

Description of the GRADE 
Working Group grades of evidence 
definitions below the table 

!



Enhancing	the	acceptance	and	implementation	of	
SoF	tables	in	Cochrane	reviews

Percentage)of)participants)that)answered)correctly)understanding)questions!
!
Concept!

!
Question!asked!

Alternative!
formats!
(N=122)!

Current!
formats!
(N=168)!

!
Difference!

P!
value!

Ability)to)
determine)risk)
difference)

How)many)fewer)children)<)5)
years)will)have)diarrhea)if)
they)have)probiotics)than)if)
they)do)not?)

98%) 35%) 63%) <0.001)

Understanding)
of)quality)of)
evidence)and)
treatment)effect)

Which)of)the)following)
statements)best)represents)
the)results)informing)the)
outcome)adverse)events?)

88%) 26%) 62%) <0.001)

!



www.gradepro.org
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Interactive Summary of 
Findings tables



Ultrasound for patients suspected of 
having a deep venous thrombosis

Probabilities



Correct diagnosis



Positive and negative test results















Plain language summary



Inadvertent	user	test(imonial)

I	have	twice	been	asked	by	the	BBC	to	discuss	a	
review	I	haven't	read	before	at	20	minutes	notice.	If	
there	is	a	summary	of	findings	table	it	is	possible.	If	
not,	I	am	in	trouble!

David	Tovey,	Editor-in-Chief,	Cochrane	Collaboration



Evidence	profile
Summary	of	review	finding Studies	

contributing	
to	the	review	

finding

Methodological	
limitations

Coherence Adequacy Relevance** CERQual
assessment	of	
confidence	in	
the	evidence

Explanation	of	CERQual
assessment

1.	Use	of	force:	Women	
across	the	world	reported	
experiencing	physical	force	
by	health	providers	during	
childbirth.	In	some	cases,	
women	reported	specific	
acts	of	violence	committed	
against	them	during	
childbirth,	but	women	often	
referred	to	these	
experiences	in	a	general	
sense	and	alluded	to	
beatings,	aggression,	
physical	abuse,	a	rough	
touch	and	use	of	extreme	
force.	Pinching,	hitting	and	
slapping,	either	with	an	
open	hand	or	an	instrument	
were	the	most	commonly	
reported	specific	acts	of	
physical	violence.	

6,	9,	10,	13,	
21,	61,	67,	
68,	73,	75,	
77,	80,	84,	
86,	87,	91,	
96,	97

Moderate	
methodological	
limitations
(6	studies	with	
minor,	6	studies	
with	moderate	
(unclear	
recruitment	and	
sampling),	and	3	
studies	with	
serious	
methodological	
limitations	
(unclear	
reflexivity,	
insufficiently	
rigorous	data	
analysis))

No	or	very	
minor	
concerns	
about	
coherence

(Good	fit	
between	data	
from	primary	
studies	and	
the	review	
finding)	

No	or	very	minor	
concerns	about	
adequacy
(15	studies	total	from	
10	countries.	Rich	
data.)

Minor	concerns	about	
relevance

(5	studies	with	direct	
relevance,
8	studies	with	partial	
relevance,	and	1	study	
with		unclear	
relevance.	15	studies	
total	from	10	
countries,	including	1	
high	income,	2	middle	
income	and	7	low	
income	countries.	
Geographical	spread:	2	
studies	in	Asia,	1	study	
in	Europe,	1	study	in		
LAC,	1	study	in		MENA,	
1	study	in	South	
America,	and	8	studies	
from	sub-Saharan	
Africa.)

High	
confidence

15	studies	with	
moderate	
methodological	
limitations.	Thick	data	
from	10	countries	
across	all	geographical	
regions,	but	
predominantly	sub-
Saharan	Africa.	No	or	
very	minor	concerns	
about	coherence.



Summary	of	Qualitative	Findings
Objective:	To	synthesize	qualitative	and	quantitative	evidence	on	the	mistreatment	of	women	during	childbirth	in	health	
facilities.

Perspective:	Experiences	and	attitudes	of	stakeholders	in	any	country	about	the	mistreatment	of	women	during	childbirth

Summary	of	review	finding

Studies	
contributing	

to	the	
review	
finding

CERQual
assessment	of		
confidence	in	
the	evidence

Explanation	of	CERQual assessment

1.	Use	of	force:	Women	across	the	world	reported	
experiencing	physical	force	by	health	providers	during	
childbirth.	In	some	cases,	women	reported	specific	acts	of	
violence	committed	against	them	during	childbirth,	but	
women	often	referred	to	these	experiences	in	a	general	
sense	and	alluded	to	beatings,	aggression,	physical	abuse,	
a	rough	touch	and	use	of	extreme	force.	Pinching,	hitting	
and	slapping,	either	with	an	open	hand	or	an	instrument	
were	the	most	commonly	reported	specific	acts	of	
physical	violence.	

6,	9,	10,	13,	
21,	61,	67,	
68,	73,	75,	
77,	80,	84,	
86,	87,	91,	
96,	97

High	
confidence

15	studies	with	moderate	
methodological	limitations.	Thick	data	
from	10	countries	across	all	geographical	
regions,	but	predominantly	sub-Saharan	
Africa.	No	or	very	minor	concerns	about	
coherence.

2.	Physical	restraint:	Women	reported	physical	restraint	
during	childbirth	through	the	use	of	bed	restraints	and	
mouth	gags.

86,	97 Very	low	
confidence

Two	studies	(Tanzania	and	Brazil)	with	
moderate	methodological	limitations.	
Limited,	thin	data	from	2	countries.	
Minor	concerns	about	coherence	but	
limited	data	available.



Using	the	results	of	a	
GRADE	/	GRADE-CERQual

assessment



Now	that	we	have	transparent	
evidence	summaries

Akl &	Schünemann,	New	Engl J	Med,	2012

Should every cancer patient receive 
heparin?





Balancing	desirable	and	undesirable	
consequences

weak

Strong For Against

Outcomes	x	
importance	
(values)	x	$

Outcomes	x	
importance	
(values)	x	$$$



Many	different	ways	to	get	at	
importance	of	outcomes

• Qualitative	studies
• Standard	gamble
• Time	trade	off
• Visual	analogue	scales
• Willingness	to	pay
• Utility	indices







But	more	than	estimates	of	intervention effects	
influence	the	recommendation

• Priority	of	the	problem	
• Disease/condition	frequency	and	burden
• Balance	of	the	benefits	- harms	
• For	example,	VTE	– unnecessary	bleeds
• Patients’	values	and	preferences	related	to	VTE	outcomes
• Equity	

• Can	all	patients	be	given	the	same	attention	and	care

• Acceptability	of	intervention	by	different	stakeholders
• Feasibility	of	administering	the	intervention


