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Clinical practice guidelines

‘Systematically developed statements to assist
practitioner and patient decisions about
appropriate health care for specific clinical
circumstances’.

Institute of Medicine (1992). Guidelines for clinical practice: from development to use.



International CPG Activities

Many countries have established clinical practice

guideline programs including:

 US and Canadian Preventive Task Force

 Canadian provincial guidelines programs

 Dutch College of General Practitioners

* National Institute for Clinical Effectiveness

e Scottish Intercollegiate Guidelines Network

* New Zealand Guidelines Group

* National Health and Medical Research Council Australia
 US Agency for Health Care Policy and Research

? Caribbean Countries
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Question for you -the audience!
Please discuss with your neighbour
ldentify 1 of each of the following:

Think of

A] Patients: one benefit and one harm of
guidelines to Patients

B]Clinicians : one benefit and one harm of
guidelines to Clinicians.



Potential benefits and harms for
patients ?




Potential benefits for patients

improve health outcomes
improve consistency of care

summarise benefits and harms of treatment
options (consumer guidelines)

empower patients to make informed treatment
choices

help patients to influence policy
Woolf et al (1999). British Medical Journal.



Potential harms for patients

flawed guidelines may result in sub optimal,
ineffective or harmful practices

inflexible guidelines may result in inappropriate
care for individual patients

consumer versions of guidelines may be
Inaccurate

distort policy decisions

Woolf et al (1999). British Medical Journal.



Potential benefits and harms for healthcare
professionals?




Potential benefits for healthcare professionals

summarise and synthesise evidence
improve quality of clinical decisions
support quality improvement activities

identify future research needs

Woolf et al (1999). British Medical Journal.



Guidelines :Potential harms for
healthcare professionals

provide inaccurate summaries and syntheses of
evidence

reduce professionalism (cookbook medicine)
medico-legal concerns
economic impact

discourage research

Woolf et al (1999). British Medical Journal.



Who here from the Caribbean has
experience with guideline
development ?

Please tell us about :
Composition of guideline development group

Methods of identifying and synthesising
evidence

Methods of developing guidelines



2 of my recent guideline experiences
using Cochrane Systematic Reviews

1. Primary Care for Immigrants and Refugees to
Canada

2. Osteoarthritis management in Primary Care

After reviewing all the Guideline systems where we
could use Cochrane SRs, we decided to use the
‘GRADE’ approach

GRADE (Grades of Recommendation, Assessment,
NAaviAalAARrA AN F AarnA CvialitaviAan)
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Evaluation of evidence-based literature and formulation of
recommendations for the clinical preventive guidelines for
immigrants and refugees in Canada

peter Tugwell MD MSc, Kevin Pottie MD MCISc, Vivian Welch MSc PhD, Erin Ueffing BHSc MHSc,

and Refugee Health (CORH)

ABSTRACT

Backgroend: Tris 3rtiie describes the evicdence raviow and
quigsling davalopment method developed for the Clinical
Preventive Guidefines for Immigrants and Refugees In
Canada by the Canadian Colisboration for immigrant and
Refuges Haaith Guidaiing Committos.

Motods: The 53l of Guidalines for Resaarch and
Bvaluation (A ) best-practice framawork was com-
bined with the recently dowsloped Grading of Recommen-
dations Asessment, Devalopment and Evaiuation (GRADE)
Fpproach to produce evidence-based cinkcal guidsiines for
Immigrants and rafugoees In Canada.

Results: A systematic appeoach was dasigned to produce the
ovidenca reviews and apply the GRADE approach, inchuding
bullding on evidence from provious s,swuatv raviaws,
mmg or and comparing evidence

spadific mqampowmmmmma\-
taria for making recommencations. This method was used

for pricrity haztth conditions that had bean sskactod by prac-
oners caring for Immigrants and refugess In Canada.
Intarpratation: This article outlines the 14-step mathod
that was defined to standardize the guideling develos-
mant process for sach peicrity haalth condition.

immigranes and refugees have rised concerns over the

lack of evidence-based guidelines for climcal preven-

©oa, noting that 2 is noe dways clear whether cument recom-
mendations made for e penensl popalation in Casads can be
gesesalined to this population. In 2006, the Cunudizn Collabo-
ration for mmigrast and Refupee Health (CCIRH) Guiddine
Commitiee was formed to address this zsue by first adeatify-
g the wop-prionty bealth condisoas for this popsisson. The
En.ur of 20 health conditions identified was very divene rang-
rom infectious disease to chrosic conditions inchadisg

Primar_\' cure practtioners who cane for recently amived

Andrea Chambers MSc, John Felghtner MD MSc; for the Canadian Collzboration for Immigrant

Koy points

* W combined tha AGREE best-practice framework with
he recantly davaloped GRADE spproach to
videnca bised dinkcal proventive guidaings for
immigrants and refugees to Canaca
This mathods paper doosments tha 31K spproads
used to producs the avidance raviews snd apply tha

RADE apgproach.

The M-step spproach Includad bulicing on avdance from
pravicus Systamatic raviows, saarchiny
Qviderce batwasn general and it
popuiations, and applying tha G E oritania for making
recommancations.
For each recommendation, the basts (balance of banafit
anc harms, quallty of evidence, and valuay b stated
apictly 10 Snwre ransparancy.

A vaniety of methods is used for devedoping climcal puide-
fines aad practics recommendaticns.’ We used the recently
developed spproach of moving away from recommendations
clasifizd by letiers ind numbers to the Smplified cassfica-
tion syskem mecommended by the Grading of Recommenda-
tions Assessment, Developmest and Evakeation (GRADE)
Working Group® and applied thas to clinical preveative
acticns. Our guidelize development process followed the
Appraisal of Geadelines Research & Evaluation (AGREE)
instrument (www.agreetrust.org), whech = recognized inke:
natiosally as providiag best-practice crteria for evidence-
based guideline development.

We developed the recommendatons on the basis of 2 pre-
specified peocess overseen by the CCIRH Guideline Comumit-
tee. Defining 8 methods process ensaned thae cach guideline
wis developed in 2 systematic, reprocecble manner and was
based on the best evadence avalable. Thes process was bued

From the Invstets of Foputaton Hedth (Tugwed, Potts, Weks, Lsttng

d;n::a:n The challesps was creating 3 rigorous inlendisc- Ouwm-'\ the D—pz-\:-rr o u;'a:r-«n.g_ m;?pnn;.«mxn
plinary smati - Wy Nedicne (Fotse), Usivensy e, 2 the Cepart
5 process snd then i geacrale pragmatic fEcomme mart of Family Medicns (Feighenar, Lisienity of Weetsrn Ontana, Las
tioas. This document outlines the systematic approach  dos, ot

desagned to prodsce the evidence reviews. CMAT 20011, DO 10158 cresy. 890299
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© 2011 Canadian Nedical Assacistion or &3 Soemoes




CMAJ Evidence Based Clinical Guidelines for Immigrants and Refugees

Infectious Diseases

MMR/DPTP-HIB
Varicella (Chicken Pox)
Hepatitis B
Tuberculosis

HIV/ AIDS*

Hepatitis C

Intestinal Parasites
Malaria

NCD
Diabetes

Dental disease

Contraception

Cervical Cervix/HPV

Iron Deficiency Anemia

Mental Health and Maltreatment
— Depression
— Post Traumatic Stress Disorder
— Child Maltreatment
— Intimate Partner Violence

Pregnancy Care

Vision Disorders

. Evidence Based Clinical Guidelines for Immigrants and Refugees. CMAJ 2011
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American College of Rheumatology 2012
Recommendations for the Use of Nonpharmacologic and Pharmacologic
Therapies

in Osteoarthritis of the Hand, Hip, and Knee
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ACR Proposal

 Pharmacologic and non-pharmacologic
interventions for OA



ACR Scope of work

Knee and Hip OA Treatments

NON-PHARMACOLOGIC
* Acupuncture
* Exercise
* Foot insole
 Knee brace
 Manual physio
e TENS
* Weight loss

PHARMACOLOGIC

* Acetaminophen

* Chondroitin Sulfate

* Cortico-steroid injection
* Glucosamine Sulfate

 QOpioids
* Tramadol
e QOral NSAIDs

* Topical capsaicin
 Topical NSAIDs
* Hyaluronates injection



ACR Proposal

Pharmacologic and non-pharmacologic interventions
[incl weight loss, exercise, knee brace,foot insole]

Use of the ‘GRADE’ Method

— to create Summary of Findings tables and to make
recommendations



ACR Scope of work

Knee and Hip OA Treatments

NON-PHARMACOLOGIC
* Acupuncture
* Exercise
* Foot insole
 Knee brace
 Manual physio
e TENS
* Weight loss

PHARMACOLOGIC

* Acetaminophen

* Chondroitin Sulfate

* Cortico-steroid injection
* Glucosamine Sulfate

 QOpioids
* Tramadol
e QOral NSAIDs

* Topical capsaicin
* Topical NSAIDs
* Hyaluronates injection




E.g. Topical NSAIDs vs. placebo

Patient or population: patientswith knee 02,
Intervention: Topical NzAIDs
Comparison: placebo

lustrative comparative
risks
iZontrol Irtervention
group rate rate
Topical
Placebo HSAID=
Pain
WOMAC, Scale from: 0to 30% 54% 19% 152 1378 DD o
100. (47% to BO%E) ' )y high (4t 7)

(follcwe-up: 4 weeks)

Dry skin 3
number of patients with 1% J6% 0% RR 30 168 L EaEaEas) (0to 26)
event (5% to 255%) (11 high {refeck beiefith
[followe-Lp: 4 weeks) place b
Rash 10
number of patients with 4% 13% 9% RR 367 165 earaEas (2 to 463)
envent (4% to 46%) ' (11 high {refect be e fith
(follore-up: 4 wweeks) place b

"The shadyreported awreighted mean differerice of chargze orerplacebo, We caloalated the SHD ueig Excel and Ber a5, [
* Thete is also atwther rerienr dave i 2008 by Omamey. Howerer, theey did it poolresaks . The chosenmeta-atabrsis (Biordal . 2006 ) inchides more
RCT: (from 1993 to 2004 duchading fhe sbadies by Boobmar, 2004 and Rotly, 2004 mddch arere the rearect soadies dthe Dgagees ewiear),



ACR Proposal

Pharmacologic and non-pharmacologic interventions
[incl weight loss, exercise, knee brace,foot insole]

Use of the ‘GRADE’ Method

— to create Summary of Findings tables and to make
recommendations

ACR Panel Experience

— Apply evidence base to patient Scenarios using
Decision Aids



Case study: Paul, age 55, has
Osteoarthritis of the knees.

Shows good knowledge about the options.
Is motivated to make a change.

Had indicated pain relief is his objective.
Decides to discuss NSAIDs with his doctor.



Stepped care Decision Aid

Based on Cochrane Reviews and
GRADE -based Recommendations



Introduction and background

What are my options for managing hip or knee osteoarthritis?
A stepped decision aid to discuss options with your practitioner

Whatis Osteocarthritis ?

It breaks down the cartilage in a joint. This causes joint pain, stiffness andswelling. Itlimits people
from doing whattheywant and needto do. Usually the symptoms come on slowly, but getworse

overtime. Thereisnocure butsymptoms can be controlled.

How is osteoarthritis affectingyou? (Check & the answerthat shows how you felt IN THE PAST WEEK)

In the pastweek..... Motatall! Mildly  Moderately Severely Extremely
Mo Pain
How intense has vour joint painbeen?
W H O O H
How much has your joint pain affected
voursleep? = - = = -
How much has your joint pain affected O

vour overall quality of life?

How much has yvourjoint painmade it

DIFFICULT to do vour daily activities such O 0 O O 0
as errands, chores, hobbies, socializing,

travel, and being physically active.



These are the interventions

What are you doing now to manage your osteocarthritis? (Check 1 those you use now)

Thetreatments are listed in levels ranging fromsimpler (0)to stronger (5). When simpler treatments
no longerwaork, stronger ones with possible side effects aretried. Sometimes surgery is needed.

Level 0 O Mothing yet OHotpeppercream O Glucosamine O TEMS-Electrical

1 Chondroitin such as Capsaicin currents applied to skin
Level 1 O Exercise O Healthy weight O Acupuncture O Acetaminophensuch
as Tylenol
Level 2 O Mon-stercidal creams (MSAID) OInsoles O Jointinjection with steroid or
such as Pennsaid®lotion viscosupplement

Level 3 O MSAID pills such as Advil

Level 4 O Opioid (narcotic) painkillers such as oxycontin, oxycodone, morphine, demerol
Level 5 O See asurgeon aboutjoint replacement

List otherthings yvou have tried:

How often have you followed your current plan during the pastweek? (Circle the best answer)
[ followed my exerciseprogram 0 days 1-2days 3-4days 5-6 days T days Doesnotapply
| did things to control myweight 0days 1-2days 3-4days 65-6days 7 days Doesnotapply
ltook my daily medidnes 0 days 1-2days 3-ddays B5-6days Tdays Doesnotapply

What are your options?
+ Make nochange.ou continue as vou are doing now.
« Make achange.oufollowyour plan moreregulady or yvou try another option.

Working through the 4 steps of this decision aid may help you decide



Step 1: What are the benefits and harms of each treatment option?

Blocks of 100 faces show a ‘bestestimate’ of whathappens to 100 people who choose different options for one to
& maonths. Each face () stands for one person. The shaded areas show the number of people who improve
{have less pain) or are harmed. Thers is o way of knowing in dvance if youw wil be the one who improves or is
harmed. About 20 out of 100 people will improve on their own even if they take aninactive or faks teatment.
This is called the “placebo effecf’

Lewvel Options Benefits Serious Harms and Side Effects
Lawal [ = = Chondroiin, In 100 peapi= The chancs of sarous harm ks e zams for
Theseaplans Mave « Holpepper cream S0 Impraws an fhair own fragimant or piacsbo (iEke resiment)
2 same henalis [capsaloi) M impravs due o frasimeam
andhanms 35 3 » CIUCIEITINS 7 dar imipravs Capsaicin can cause discomian wihen anpied
piacsha (fake » Blacrical ragimam fafne siin.
Trzztman] apail=d 1o e s

=
=T » ERarciEs § TRE CanCE O =i00s Nanm 15 T 5ame 1
Thesa oplions Wark » Hagiy waig 80 imiprava an elr oan frasimant or piacsbo (iEke restmant).
amibeter MEN 3 4 Acumunchers 8 improvs due o raaimeam
oiaceDo and Sdd . Acstzminaohan &4 .dar imprave Evarciss can cause peagis 10 5100 dus 1o pan.
B2 Narm [s0ch 35 Tylanai)

) ACUDUNCIUNS Can C3usS Druksing.

=T R » NSAID creams (such N 100 peaps. TRE CIANCE O S2ious Narm 15 T sames 1
Far pagants wha 35 Deqpsald boion) S0 Improwe an g own TEFIMET O 30200 (1362 rasiman).
a0l 1, 252 e inedizs Bl improws due 10 Tagimeam
QUNONS WOK DENET . joimiimechons witn 4900 Imorove MEAID CEIME CIN CIUSS dry SEIN OF r3sh.

TN AMasEN0 AW ctarcidar

Feokd savious RAM ylscaERmemE, A comiman skde efiact from joim injaciian
[Visrnsupieman b5 3 sidn reaction Al he joint
s

aan = MEAID pils (such 3z SR s 03N CaUS2 N3UsE3, S1man
Thes2 aglans Work A _": oiz=d ] OF WCars, or n2art Fiack.

oefizrtnan 3 In 100 peogie undar &0 years withna "I-5-1-J"3.' o
piacaba. Mara anzar] disasss

oeams arz nanmad 99 ar2 nol narmad

by 2 Faatman [ 32t anzan anack duz 1o NSAID pilks

nan nkeeal 2.

Wumiber of hear! SACeE Norazse In oider
peagie or tose with oravious Meard Siisces

T S = il (nancolic) In 100 peapi=: gk painkdliars Can c3use naussa,
Thess apian:s WK painidilers such 35 & imprawes an s own canslipatian, of withdrawal sympiomss.
betir an 3 omcls, ooy, Blmorove due to weamem [l more peapie Qe wildrawal SymiIsiams whan

piacaba. Mars o, ,

peapiz are narmad  manphing, demanl
by The Traaiman

ian heval 3

49 o0 Imprave T Qo panamas ars reouczd
T7 peoms awald Wildrawal Symimams

e a SJ'-;-".""g.' Te=a SUrgaan 300U o T remacaTan =rgary Tolhe apbats Nave N
warinad.

MHSTE The srtraiss o beafis o heemm o et opbors ore Beeed oo opood reperch. Lesl Zod Doopion e et o Level | opboe are reia 2

bt RET TR Thiz maene that furiher reseench @ oy oniiosy bz change e artmetar.  Some opbonr 0 Lecsl U aeihy oseghtl s T Jnecanl oond Levsl

L Thin e ther setsmater mmy chengs © Dot recserch ocdos TRAD n Leew 0 moreied bes plun

(mal whch mee et ersTaber e ey sy bz cmnge wih Nother ressench

Visual
representation
of what the
research shows,
includes the
assessment of
methodological
quality of the
evidence using
GRADE



Step 1: What are the benefits and harms of each option?

Level 3 +* » NSAID pills (suchas In 100 people: NSAID pills can cause nausea, stomach
These options work  Advil) 30 improve on theirown bleeding or ulcers, or heart attack.
better than a 21 improve due to treatment In 100 people under 60 years with no history of
placebo. More 49 don'timprove a heart disease:
people are harmed = = 99 are not harmed
by the treatment e ll gets a heart attack due to NSAID pills
thanin level 2. EEEEEEEEEE Biiiiiiiio

goososaons SRS

Number of heart attacks increase in older
people or those with previous heart attacks

Level4 *++* » Opioid (narcotic) In 100 people: Opioid painkillers can cause nausea,

These options work  painkillers such as 30 improve on theirown constipation, or withdrawal symptoms.

better than a opioids, oxycontin, 24 improve due fo treatment [l more people get withdrawal symptoms when
placebo. More oxycodone, 49 fmprove their Qpioid painkillers are reduced

people are harmed morphine, demergl o~ = Sooooccccs 7 people avoid withdrawal symptoms

by the treatment =2 S

than level 3.

e

Level 5 See a surgeon about joint replacement surgery if other options have not




Step 2: Which reasons to choose each option matter most to you?

Commonreasons to chooseeach option are listed below
Show how mucheach reasonmatters to vou by circling a number from 0to &5
‘0'meansitis not importantto vou. *5*means itis very importantto vou.
If areasonisimportantto you, the options to consider are shown in the columnon the right

. . Not Very Options to considerif this
How importantis it to you ... Important Important reasonis important toyou

. . Try other options in your current

To getbetter pain relief o 1 2 3 4 5§ Lg.relurmgvetuthgneﬂmyrel.
Toavoidtaking pills? 0 1 2 3 4 & Tryoptionsin Level 1aorz.
To avoid needlas? o ’ 7 5 i £ Avoid acupuncturein Level 1

and jointinjectionsin Level 2.

To avoid bleeding ulcers or

heart attack? 0 1 2 3 4 g Avoid NSAID pillsin level 3.

Avoid OPIOID painkillersin
Level 4.

L=
—
[ ]
(]
e
tn

To avoid withdrawal symptoms?

Listotherreasons

Discussion of
options with
patients based
on what is
important to
them



Step 3: What else do you need to prepare for decision making?

Find out how well this decision aid helpedyou to learnthe key facts.
Check M the best answer.

. . . O O
! ?:ﬁh;::rcgv?npgtlggingsme L Stemidjmntﬁ.n:etamﬁ‘mphen Ehu:unDdrn:uitin Dont
) injection Krow

2. Whil::l'!Dptil:unhasthehighestchanl::euf o o C,pli:lmd DEn-t
bleeding stomach ulcers or heart attack?  Glucosamine  MSAID pills painkillers Know

3. Whil::hDptil:unhasthehighestchanl::euf o o Dpli:'md DEM
withdrawal symptoms? Glucosamine MSAID pills painkillers T

4. If 100 peopletake MSAID pillsfor1to G 0
manths, how many more peoplewith no O O O Don't
history of heart disease will have a heart 0 1 2-B —
attack from taking them? '

. . . O O O O

o Uverltllme:thepalnfrnmnstenarthrrtls Gete Stays the Gets Don't
I Worse same better Krnow

Find out how comfortable you feel about deciding.®
Check M the best answer

Do vou know encughon the benefits and harms of each option to make a
choice?

Arevou clear aboutwhich benefits and harms matter mastto yvou? O%es
Dovou have enoughsupport and advice fromothers to make a choice? O%es
Dovoufeel sure aboutthe bestchoiceforvou? O%es

O%Yes

OMao

OMo
OMao
OMo

Discuss of
patient
knowledge of
the benefits
and harms

Readiness to
make a
decision



Make a list of your next steps.

Next Steps

This information is not intended to replace the advice of a health care provider.

Content Editors: McGowanJ, Toupin-Apnl K, Hawker 5, RaderT, Tugwell, P.
Conflict of intere st daclaration availsble from treden@uottswa.cas. Fundad by the Cansdian Instiuie for Health Ressarch.
Format based on the Citaws Personal Decision Guide & 2000 A O'Connar, D Stecey, University of Ottswa Canada.

Fafarznces to the evidenoe can be found st wesw cochranemsk.omg.
Puhblication Date 2011, Last reviewsd: Juna T, 2011.



Patient’s Self Reported Outcomes during the week of
Averapge Pain Saverity

Joint pain during activities

Functional Difficulty

dus o joint pain

Patient’s Perceptions of Current Plan
Level 0 OO Thave not trisd anyvthing wat O Chondroitir 01 TENS [0 Capsaicin
Level 1 [0 Exercisa program 1 Maintain healthy weigk [1 Glucosamins [ Insoles

O Acstamnophan O Acummetura
Level 2 O Topical NSAIDs [ Joint injection: O Joint mjection: Visco supplamentstion
Corticostamoid

Level 3 O NSAID pills O Opipid painkillers
Level 4 [ See a surgeon aboutjomt replacament

Other things trisd:

Adharance to daily ragime (Fdays/waek) 0 1-2 34 3-8 7 Mo plan
Exercisa
Control waight
Tzke daily madicinss

Patient’s Preference & Decisional Needs
Cartainty  Prafers to: Change management plan: NSAIDS

# Does not feel: sure shout best chodes
Enowladzz 75% correctanswars ¥ Knows: Joint mjzction mors affzctive than: dhomdrpitin, scetaminophan
¥ Knows: NSAIDs has highast chance: blaading ulcer, heart attack
¥ Knows: QOpigids have highest chanes: withdrawal symptoms

¥ Does feek knows enough
¥ Does not know: gyteg pain g=ts worss over tims

Valuas ¥ Does feek claar 2 vahias Not Very
Important Important
Reasons fo choose each option 1 2 3 4 5
Gat batter pam mlisf
Avoid praseription pills
Avoid neadlas

Avoid serious harme such as bleeding
ulears and haart attack
Avoid withdraveal sympteoms

Other:
Support ¥ Does not feel: has enough support/advics
Barriars to Mot Vary
changz 1 2 3 4 3

Motivated to do this

Confident that can do this

Barriers to doing this None

Facilitstors to doing this ~ Very organized taking pilly

Questions  [phat do you think about NSAIDs.?

Physician
receives a
one page
clinical
summary of
the patients
answers



LETS LOOK AT ‘GRADE’

Grades of Recommendation, Assessment,
Development and Evaluation



Key features of GRADE
(Grades of Recommendation, Assessment,
Development and Evaluation)

* Background on guidelines and GRADE
* Quality of evidence

* Going from evidence to recommendations
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Appraising evidence and developing
recommendations

* To guide healthcare decision-making, a
guideline (panel) should weight the
desirable and undesirable consequences
related to that decision for the relevant
setting on the basis of the best available
evidence and integrate values and
preferences.

e Evidence = observations in the world

* Best available = implies hierarchy of
evidence



Background

« WHO develops advice (recommendations) “all
the time”

 Format differs, methods differ, much criticism

 May 2005 World Health Assembly resolution

—WHO Director-General "to undertake an
assessment of WHO's internal resources, expertise
and activities in the area of health research, with a
view to developing a position paper on WHO's role
and responsibilities in the area of health research,
and to report through the Executive Board to the
next World Health Assembly."



WHO guidelines were considered

v’ not transparent

v" not evidence based

Oxman et al, Lancet 2007;369:1883-9



In other words

v { Systematic reviews

v’ | Transparency about judgements

v’ I Expert opinion confused with evidence
v N Conflict of interest

v' |, Adaptation of global guidelines to end users'
needs

v & Tension between time taken and when
advice needed

v''{ Resources



Which approach?

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

Evidence
B
* A
e |V

Recommendation
Class |

1

C

Organization
» AHA

» ACCP

» SIGN



GRADE
Working Group

Grades of Recommendation
Assessment, Development and

Evaluation

e Aim: to develop (use and test) a common, transparent and
sensible system for grading the quality of evidence and the
strength of recommendations (over 100 systems)

* International group of guideline developers, epidemiologists,
clinical researchers, public health officers, methodologists &
clinicians from around the world (>300 contributors) — since
2000

CMAJ 2003, BMJ 2004, BMC 2004, BMC 2005, AJRCCM
2006, Chest 2006, BMJ 2008



GRADE Uptake

World Health Organization

Allergic Rhinitis in Asthma Guidelines (ARIA) - @
American Thoracic Society e
American College of Physicians

European Respiratory Society iy Y
European Society of Thoracic Surgeons Y IDSA

British Medical Journal

Infectious Disease Society of America

American College of Chest Physicians

UpToDate® i
National Institutes of Health and Clinical Excellence (NICE) #ea and ciniaixceenc
Scottish Intercollegiate Guideline Network (SIGN) [E2XITelY

Cochrane Collaboration Scottish Intercollegiate Guidelines Network
Infectious Disease Society of America

Clinical Evidence
Agency for Health Care Research and Quality (AHRQ) ()
Partner of GIN

Over 60 major organizations

THE CDCHRME


http://www.sign.ac.uk/

Getting from evidence to
recommendations - GRADE

Recommendations are judgments:
— Quality of evidence
— Trade off between benefits and harms
— Values and preferences
— Resource use

But judgments need to be based on the best available
evidence and transparent



GRADE Quality of Evidence

In the context of making recommendations:

* The quality of evidence reflects the extent of our
confidence that the estimates of an effect are

adequate to support a particular decision or
recommendation.



GRADE: quality of (a body of)
evidence & recommendations

Clear separation, but judgments required:

1) 4 categories of quality of evidence:
— methodological quality of evidence

_ likelihood of DIAS related to recommendation
— by outcome and across outcomes

2) Recommendation: 2 grades — weak (aka
conditional) or strong (for or against an action)?
— balance of benefits and downsi~~-
— values and preferences
— resource use
— quality of evidence




Date: 2008-10-09

Question: Should Antibiotics vs. no antibiotics be used for children with otitis media®?

Settings: outpatient

GRADE evidence profile

Author(s): YFY (update from CDSR version)

Bibliography: Sanders S, Glasziou PP, Dellar C, Rovers M. Antibiotics for acute otitis media in children. Cochrane Database of Systematic Reviews 2004, Issue 1. Art. No.:

Cp000219 DOl 10.100214651858 CRO00219 pub2 (2008 yversion)

Summary of findings
Quality assessment
No of patients Effect
Importance
No of . e . . .. Other e no Relative Quality|
i Design Limitations Inconsistency Indirectness Imprecision ) X Antibiotics . Absolute
studies considerations] antibiotics (95% CI)
Pain at 24 hours (follow-up 24 hours)
5 randomized [no serious no serious no serious no serious none 223/624 — RR 0.9 37 fewer per 1000 (from |BEEE CRITICAL
trials limitations inconsistency indirectness imprecisicn 35.7%) ) (0.78 to 1.04)| B1fewerto 15 more} | HIGH
Pain at 2 to 7 days (follow-up 2-7 days)
10 randomized |no serious no serious no Serious no serious none 228/1425 2691 RR0.72 |73 fewer per 1000 (from|B5 5 CRITICAL
trials limitations inconsistency indirectness imprecision (169%) (0.62 to 0.83)| 44 fewer to 93 fewer) | HIGH
Hearing - 1 month (follow-up 1 months; as measured by tympanometry)
4 randomized |no serious no serious serious? serious? none 153/467 168,/460 RR 0.89 |40 fewer per 1000 (from|®&&00) CRITICAL
trials limitations inconsistency (32.8%) (36.5%) |(0.75t01.07)| 91fewerto26 more) | LOW
Hearing - 3 months (follow-up 3 months; as measured by tympanometry)
3 randomized [no serious Serious serious? no serious none 96,410 96/398 RR 0.97 7 fewer per 1000 (from (2200, CRITICAL
trials limitations imprecision (23.4%) (24.1%) |(0.76to1.24)| 58 fewer to 38 more) | LOW
Vomiting, diarrhea, or rash
5 randomized [no serious very serious* no Serious no Serious none 110/690 83/711 |RR 1.33 (1.09|44 more per 1000 (from |2S00) CRITICAL
trials limitations indirectness imprecision (15.9%) (11.79%) to 1.76) 11 more to 83 more} | LOW

1 This is the median event rate.
2 Tympanometry surrogate for hearing

395 Cl interval includes clear benefit as well as harm
4 Relative study inconsistency is not present. However, the absolute rates of adverse effects ranged from 1 to 50% suggesting inconsistency.




Quality assessment

Mo of
studies

10

[¥]

randomized
trials

randomized
trials

randomized
trials

randomized
trials

randomized
trials

Limitations

no sericus
limitations

no sericus
limitations

no sericus
limitations

no serious
limitations

no serious
limitations

Inconsistency

no Serious

inconsistency

no serious
inconsistency

no serious
inconsistency

Serious

very serious®

Indirectness

no Serious
indirectness

no Serious
indirectness

serious?

serious?

no serious
indirectness

Imprecision

no serious
imprecision

no serious
imprecision

cerious?

no serious
imprecisicn

no serious
imprecisicn

Other
considerations

none

! This is the median event rate.
Z Tympanometry surrogate for hearing

305 Cl interval includes clear benefit as well as harm

4 Relative study inconsistency is not present. However, the absolute rates of adverse effects ranged fr



GRADE evidence profile

Author(s): YFY (update from CDSR version)
Date: 2009-10-00

Question: Should Antibiotics vs. no antibiotics be used for children with otitis media?

Settings: outpatient

Bibliography: Sanders S, Glasziou PP, Dellar C, Rovers M. Antibiotics for acute otitis media in children. Cochrane Database of Systematic Reviews 2004, Issue 1. Art. No.:

CDO00219. DOI: 10.1002/14651858.CD000218 pub2. (2008 version) .
Summary of findings
Quality assessment
No of patients Effect
P Importance
No of . e ) . .. Other e no Relative Quality
i Design Limitations Inconsistency Indirectness Imprecision . . Antibiotics L. Absolute
studies considerations antibiotics (95% CI)
Pain at 24 hours (follow-up 24 hours)
5 randomized |[no serious no serious no serious no serious none 223/624 e RR 0.9 37 fewer per 1000 (from |BEEE CRITICAL
trials limitations inconsistency indirectness imprecisicn 35.7%) ' (0.78 to 1.04)| 81 fewer to 15 more} | HIGH
Pain at 2 to 7 days (follow-up 2-7 days)
10 randomized |no serious no serious no Serious no serious none 228/1425 s RR 0.72 |73 fewer per 1000 (from |SHEE e
trials limitations inconsistency indirectness imprecision (169%) (0.62 to 0.83)| 44 fewer to 93 fewer) | HIGH
Hearing - 1 month (follow-up 1 months; as measured by tympanometry)
4 randomized |no serious no serious serious? serious? none 153/467 168/460 RR 0.89 |40 fewer per 1000 (from|®&E00) e
trials limitations inconsistency (32.8%) (36.5%) |(0.75t01.07)| 91fewerto26 more) | LOW
Hearing - 3 months (follow-up 3 months; as measured by tympanometry)
3 randomized |no serious Serious serious? no serious none 96,410 96/398 RR 0.97 7 fewer per 1000 (from [&&00), CRITICAL
trials limitations imprecision (23.4%) (24.1%) |(0.76to1.24)| 58 fewer to 38 more) | LOW
Vomiting, diarrhea, or rash
5 randomized |no serious very serious* no serious no Serious none 110/690 83/711 |RR 1.38 (1.09|44 more per 1000 (from |&SB00) e
trials limitations indirectness imprecision (15.9%) (11.79) to 1.76) 11 more to 89 more} | LOW
e ——

1 This is the median event rate.

2 Tympanometry surrogate for hearing

395 Cl interval includes clear benefit as well as harm

4 Relative study inconsistency is not present. However, the absolute rates of adverse effects ranged from 1 to 50% suggesting inconsistency.



Date: 2008-10-09

Question: Should Antibiotics vs. no antibiotics be used for children with otitis media®?

Settings: outpatient

GRADE evidence profile

Author(s): YFY (update from CDSR version)

Bibliography: Sanders S, Glasziou PP, Dellar C, Rovers M. Antibiotics for acute otitis media in children. Cochrane Database of Systematic Reviews 2004, Issue 1. Art. No.:

CDO00219. DOI: 10.1002/14651858.C0D000219 pub2. (2008 version)

Summary of findings
Quality assessment
No of patients Effect
Importance
No of . e ) . .. Other e no Relative Quality|
i Design Limitations Inconsistency Indirectness Imprecision . . Antibiotics . Absolute
studies considerations antibiotics (95% CI)
Pain at 24 hours (follow-up 24 hours)
5 randomized |[no serious no serious no serious no serious none 223/624 — RR 0.9 37 fewer per 1000 (from |BEEE CRITICAL
trials limitations inconsistency indirectness imprecisicn 35.7%) ) (0.78 to 1.04)| B1fewerto 15 more} | HIGH
Pain at 2 to 7 days (follow-up 2-7 days)
10 randomized |no serious no serious no Serious no serious none 228/1425 2691 RR0.72 |73 fewer per 1000 (from|B5 5 CRITICAL
trials limitations inconsistency indirectness imprecision (169%) (0.62 to 0.83)| 44 fewer to 93 fewer) | HIGH
Hearing - 1 month (follow-up 1 months; as measured by tympanometry)
4 randomized |no serious no serious serious? serious? none 153/467 168,/460 RR 0.89 |40 fewer per 1000 (from|®&&00) CRITICAL
trials limitations inconsistency (32.8%) (36.5%) |(0.75t01.07)| 91fewerto26 more) | LOW
Hearing - 3 months (follow-up 3 months; as measured by tympanometry)
3 randomized |no serious Serious serious? no serious none 96,410 96/398 RR 0.97 7 fewer per 1000 (from (2200, CRITICAL
trials limitations imprecision (23.4%) (24.1%) |(0.76to1.24)| 58 fewer to 38 more) | LOW
Vomiting, diarrhea, or rash
5 randomized |no serious very serious* no serious no Serious none 110/690 83/711 |RR 1.33 (1.09|44 more per 1000 (from |2S00) CRITICAL
trials limitations indirectness imprecision (15.9%) (11.79%) to 1.76) 11 more to 83 more} | LOW

1 This is the median event rate.
2 Tympanometry surrogate for hearing

395 Cl interval includes clear benefit as well as harm
4 Relative study inconsistency is not present. However, the absolute rates of adverse effects ranged from 1 to 50% suggesting inconsistency.



Determinants of confidence

+ RCTs 908® 9@
i 3

« observational studies 0O

« 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

G A WN

gt = 0
/B
-

N Wi*ih



Strength of recommendation

“The strength of a recommendation reflects

the extent to which we can, across the range
of patients for whom the recommendations

are intended, be confident that desirable

effects of a management strategy outweigh
undesirable effects.”

 Strong or conditional



Implications of
a strong recommendation

* Patients: Most people in this situation would want
the recommended course of action and only a small
proportion would not

* Clinicians: Most patients should receive the
recommended course of action

* Policy makers: The recommendation can be adapted
as a policy in most situations



Implications of
a conditional/weak recommendation

e Patients: The majority of people in this situation
would want the recommended course of action, but
many would not

* Clinicians: Be more prepared to help patients to
make a decision that is consistent with their own
values/decision aids and shared decision making

* Policy makers: There is a need for substantial
debate and involvement of stakeholders
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Guideline development
Grade overall

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

Grade recommendations p " ' ‘| " k)
« For or against (direction) 4T R
* Strong or conditional/weak (strength) _ _

By considering balance of:
O Quality of evidence

m O Balance benefits/harms

Guideline

AMERICAN GASTROENTEROLOGICAL ASSOCATK

Formulate Recommendations (VT | ®...)

O Values and preferences *"*We recommend using...” | “Clinicians should...”
A\ i 174 A\ i /=0 i "

Revise if necessary by considering: *"“We suggest using... | “Clinicians might...
*"We suggest not using...” | “Clinicians ... not...”

O Resource use (cost) . : el )
*"We recommend not using...”| “Clinicians should not...




Conclusions

Guidelines should be based on the best available
evidence to be evidence based

GRADE is the approach used by WHO and gaining
acceptance internationally

® combines what is known in health research methodology and
provides a structured approach to improve communication

Does not avoid judgments but provides framework

Criteria for evidence assessment across questions and
outcomes

Criteria for moving from evidence to recommendations

Transparent, systematic
o four categories of quality of evidence
o two grades for strength of recommendations

Transparency in decision making and judgments is key




Thank you!

e Questions?



Desirable attributes of CPGs

Validity

Reliability

Reproducibility
Representative development
Clinical applicability

Clinical flexibility

Clarity

Meticulous documentation
Scheduled review

Institute of Medicine (1992). Guidelines for clinical practice: from development to use.



ldentifying evidence for guideline
development

Possible methods include:
* Expert opinion
* Unsystematic reviews

* Systematic reviews.

Grimshaw, Russell (1993). Quality in Health Care.



