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Le Linee Guida

* Cosasono

* Perché servono
e Chilefa
 Chile usa

e Come si fanno



Una Definizione Formale

sono un INSieme di raccomandazioni utiii
per assistere sia chi «Offre» sia chi «riceve» interventi

sanitari a prendere decisioni informate

“....systematically developed evidence-based statements which
assist providers, recipients and other stakeholders to make
informed decisions about appropriate health interventions.
Health interventions are defined broadly to include not only
clinical procedures but also public health actions.”

WHO 2003, 2007



Cosa sono

* Insieme di raccomandazioni per la pratica clinica.

— Raccomandare # da prescrivere/imporre/costringere

— A favore o contro, fortemente/debolmente

 Cosa si raccomanda?
— Interventi -> quali? -> TUTTI

* Farmaci
* Esami
* Interventi: riabilitativi, psicologici, chirurgici



Percheé servono

La medicina evolve

Gli interessi in gioco sono molti
'ignoranza e tanta
Il tempo e poco

Serve pre-digerire i risultati della ricerca per
introdurre coscienziosamente le «ultime
scoperte» nella pratica.

Le risorse non sono infinite



Chi le fa

* Agenzie (nazionali/regionali)
e Societa scientifiche (es AIOM, ESMO, ASCO etc)
e Associazioni /altri

— PANELS MULTIDISCIPLINARI —
—VOI, NOIL..

.. @ chi puo si metta attorno a un
tavolo




Chi le usa

Tutti ..auspicabile

Medici..ah ..ah..ah

Pazienti..dovrebbero ma non sono pensate per loro
Istituzioni..le commissionano, hanno fretta
Magistrati..qualunque approccio fa paura ai piu

Media..enorme responsabilita formativa e informativa
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Evidence synthesis (SR, HTA)

Recommendation/Decision

Grade overall
quality of evidence
across outcomes based on
lowest quality

K« T . of critical outcomes
- 69‘\\\0?} Guideline/Decision
By considering balance of consequences \g\ .~ Formulate Recommendations/Decision

(evidence ,to recommendations): “The panel recommends that ....should...”
Q Quality of ewdgnce = _ “The panel suggests that ....should...”
Balance benefits/harms | — “The panel suggests to not ...”

VaIuelslelmd preferences = “The panel recommends to not...”
Feasibility, equity and acceptability —=— Transparency, clear, actionable
Resource use (if applicable) Research?

Grade recommendations

(Evidence to Decision)

« For or against (direction) 4T

» Strong or conditional/weak (strength)
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Come si fanno

Quesito PICO (Pazienti, Intervento, confronto, esiti) ->Panel
Strategia di ricerca sistematica MN

Valutazione delle PROVE «EVIDENCE» raccolte MN

Dichiarazione del campo di gioco: Panel e MN
— Che studi includo (perché) (PICO)
— Che studi escludo (perché) (PICOs)

Valutazione formale delle «<PROVE»

Restituzione sintesi MN GRADE T1ab delle evidenze ex SIGN
bilancio rischi/beneficio -> Panel

Direzione e forza della raccomandazione -> Panel



Dove e massimo il vostro contributo?

* Nella formulazione delle DOMANDE:

— Devono originare da un problema R-E-A-L-E

* « esiste un problema importante/rilevante che non & ancora
stato risolto ma non ci sono studi» SI!!

— NON devono essere guidati dalle pubblicazioni

* « Vvisto che e uscito un nuovo articolo che dimostra..allora
valutiamolo» NO!!

E molto piu utile chiedersi se togliere sistematicamente i
tappeti dalle case degli ultra 65 previene le fratture di anca e
femore? Che di quante settimane ritarda la progressione di un
tumore l'ultimo farmaco costosissimo scoperto.

PERCHE?



Dove e massimo il vostro contributo?

* Nella scelta degli esiti (outcome) da misurare
per decidere:

— Se un intervento funziona (benefici)

— Se lo stesso intervento fa anche male (danni)
» OUTCOME (esiti) possono essere

* Critici -> devo conoscere cosa fa lI'intervento x
decidere se darlo o no al paziente

* Importanti -> sarebbe utile conoscere l'effetto del
trattamento su questi esiti ma non e determinante
per prendere la decisione clinica

* Non rilevanti



Dove e massimo il vostro contributo?

Domanda -> fatta
Valutazione quali/quantitativa delle prove -> fatta
Bilancio tra benefici e danni dell’intervento (3 livelli)

* Sono piu importanti gli effetti (esiti-outcome) positivi
* Sono piu importanti gli effetti (esiti-outcome) negativi
* Sono incerto, non e chiaro, non ho informazioni sufficienti

Direzione e forza della raccomandazione

* Favorevole al trattamento o Contraria al trattamento
— Forte: per tutti o quasi & una opzione da considerare/proporre
— Debole: da valutare caso per caso, condizionata dalla volonta del paziente, etc



In Italia
2 elementi di novita

* Legge n 24/6 -8 march 2017 (Gelli)

— architrave tra sicurezza del paziente e
responsabilita personale

* AIFA (Italian Drugs Agency) with
«Determinazione n 519/2017» viene adottato
il GRADE per la valutazione delle evidenze



Impianto della legge n. 24/2017

* Aspetto rilevante e relativo alla causa di non punibilita

* la punibilita e esclusa, senza piu riferimento al fatto che si
versi in colpa grave o lieve, se:

— 1. I'evento si sia verificato a causa di imperizia;

— 2 siano state rispettate le raccomandazioni previste dalle linee guida,
come definite e pubblicate ai sensi di legge, ovvero, in mancanza,

— 3 le buone pratiche clinico - assistenziali le quali assumono una
posizione suppletiva nei confronti delle linee guida);

— 4 |e raccomandazioni contenute nelle linee guida predette risultino
adeguate alle specificita del caso concreto.



Accreditamento delle linee guida

I’Italia si munisce quindi di un sistema di accreditamento,
monitoraggio ed aggiornamento delle linee guida

e Attivita di verifica su linee guida che, ai sensi del
comma |, sono «elaborate da:

— enti ed istituzioni pubblici e privati nonché dalle
societa scientifiche e dalle associazioni tecnico-
scientifiche delle professioni sanitarie iscritte in
apposito elenco istituito e regolamentato con
decreto del Ministro della salute,

* da emanare entro novanta giorni dalla data di entrata
in vigore della presente legge,

* da aggiornare con cadenza biennale



Le buone pratiche clinico - assistenziali

Diversi commentatori hanno ricondotto le buone pratiche ai
protocolli;

altri le hanno considerate come delle indicazioni trattamentali di
comprovata efficacia anche se non regolamentate, a titolo
esemplificativo, taluni usi off label dei farmaci

I'art. 3 della legge “Gelli - Bianco” istituisce «presso I'Agenzia
nazionale per i servizi sanitari regionali (AGENAS), I’Osservatorio
nazionale delle buone pratiche sulla sicurezza nella sanita»

I'art. 5 della legge “Gelli - Bianco”, infatti, dopo aver richiamato le
linee guida ed il relativo sistema di formale “accreditamento”,
prevede: «In mancanza delle suddette raccomandazioni, gli
esercenti le professioni sanitarie si attengono alle buone pratiche
clinico - assistenziali»



Dove si troveranno le LG accreditate?

e saranno pubblicate sul sito internet
dell’Istituto superiore di sanita pubblica,
«previa verifica della metodologia adottata a

standard definiti e resi pubblici dallo stesso
Istituto
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Chi siamo
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AIFA ALLEGATO 1

CRITERI PER LA VALUTAZIONE DELLINNOVATIVITA’

Tre elementi fondamentali:

1. il bisogno terapeutico;
2. il valore terapeutico aggiunto;

3. la qualita delle prove ovvero la robustezza degli
studi clinici.



3) Qualita delle Prove

* La corretta valutazione del potenziale innovativo di un
farmaco in relazione alla specifica indicazione dipende
dalla qualita delle prove scientifiche portate a supporto
della richiesta. Per la valutazione di questo parametro

I’AIFA decide di adottare
il metodo GRADE

(Grading of Recommendations Assessment Development and Evaluation)

* la qualita potra risultare: ¢ Alta; ® Moderata; ® Bassa; ®
Molto bassa.



Qualita delle Prove

Allegato 2 - Modulo per la richiesta del riconoscimento dell’innovativita

QUALITA’ DELLE PROVE

Alta Q Moderata Q

Bassa Q Molto bassa Q

= Descrivere brevemente e sinteticamente le evidenze a supporto della richiesta, per la cui pitu specifica trattazione
di rimanda al dossier di prezzo e rimborso

* In questa sezione deve essere descritta la qualita delle prove fornite a supporto della richiesta del riconoscimento
dell’innovativita

* Per la descrizione della qualita delle prove deve essere utilizzato il metodo GRADE (Grading of Recommendations
Assessment, Development and Evaluation; http://www.jclinepi.com/content/jce-GRADE-Series)



http://www.aifa.gov.it/sites/default/files/Allegato2_modulo_richiesta_innovativit%C3%A0.pdf

Gli strumenti per produrre
Raccomandazioni sono numerosi e
diversi tra loro

* Over 100 organizations worldwide are
considering GRADE an indispensable tool for

rating the certainity of evidence and develloping
recommendations

Holger Jens Schinemann 2017



What are we grading?

two components

« quality of body of evidence

extent to which confidence in estimate
of effect adequate to support decision

 high, moderate, low, very low

» strength of recommendation
* strong and weak




AGREE |

AGREE Il provides a framework for:
» Assessing the quality of guidelines
* Developing guidelines following a methodological strategy

* Determining the “what” and “how" of information to be reported in
guidelines

The AGREE Il consists of 23 key items organized within 6 domains
followed by 2 global rating items ("Qverall Assessment’). Each domain
captures a unique dimension of guideline quality.




AGREE Il: Domains

Scope and Purpose
Stakeholder Involvement
Rigor of Development
Clarity of Presentation
Applicability

Editorial Independence

Plus

Overall assessment 1
(Includes the rating of the overall quality of the guideline and whether
the guideline would be recommended for use in practice) 2




DIMENSIONE 2

COINVOLGIMENTO DEI SOGGETTI PORTATORI DI INTERESSE
(stakeholders)

4. |l gruppo che ha elaborato la linea guida include tutte le categorie

professionali rilevanti

5. Sono stati presi in considerazione i punti di vista e le preferenze della

popolazione target (pazienti, cittadini, etc.)

6. Lalinea guida identifica con chiarezza gli utenti target



10.

DIMENSIONE 3

RIGORE METODOLOGICO

Sono stati utilizzati metodi sistematici per ricercare le evidenze
scientifiche

La linea guida descrive con chiarezza i criteri utilizzati per selezionare

le evidenze scientifiche

La linea guida descrive con chiarezza i punti di forza e i limiti delle
evidenze scientifiche

La linea guida descrive con chiarezza i metodi utilizzati per formulare
le raccomandazioni



11.

12.

13.

14,

Nella formulazione delle raccomandazioni sono stati presi in

considerazione benefici e rischi conseguenti alla loro applicazione

Esiste un legame esplicito tra le raccomandazioni e le evidenze

scientifiche che le supportano

Prima della pubblicazione la linea guida e stata valutata da esperti

esterni

E descritta la procedura per I'aggiornamento della linea guida



DIMENSIONE 6

INDIPENDENZA EDITORIALE

22. | contenuti della linea guida non sono stati influenzati dagli eventuali

sponsor istituzionali o commerciali

23. Gli eventuali conflitti di interesse dei componenti del gruppo che ha
elaborato la linea guida sono stati esplicitamente dichiarati e

adeguatamente governati
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Raccomandazioni per la pratica clinica

GRADE processo

* Formulazione del Quesito Clinico

?



* Formulare il quesito su uno o piu bisogni
clinici
v’ evitare quesiti del tipo: “qual & il ruolo di
X nel trattamento della patologia Y”?

 Fondamentale una specifica (non generica!)
individuazione del paziente di interesse

v" non andare a traino della casistica / delle
evidenze degli studi registrativi...

v’ strutturare il quesito sulla base del
modello P.I.C.O.
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,ER-:-_'E] La formulazione del Quesito Clinico

Specifiche caratteristiche di
P Nei Pazienti con... malattia (stadio, classe di
rischio, ecc.)

Intervento terapeutico oggetto

I "Intervento... del quesito clinico
(é sgscettibile di Trattamento altrimenti consi-
C impiego) derabile in alternativa all’inter-
in Confronto con... vento in esame




Strategia di ricerca

OBIETTIVO

To be extensive as possible in order to
ensure that as many as possible of the
necessary and relevant studies are
included in the review

DOVE CERCARE

Numerose banche dati

A search of MEDLINE alone is not considered adequate.

trials were identifiable using MEDLINE

A systematic review showed that only 30% - 80% of all known published randomized

Dickersin 1994




Qualita delle evidenze

* GRADE e

— 1 “outcome centrico’’: ogni outcome ha un punteggio in termini di criticita e

— la qualita puo differire da un outcome all’altro
e all'interno di un singolo studio
e attraverso l'intero corpo delle evidenze

Nell’ ambito di un singolo studio o di una revisione

Gli Outcome soggettivi -> prone to performance and detection bias,
mentre gli oggettivi meno

E.g. Un outcome puo essere impreciso mentre un altro no
E.g. Un outcome puo avere rischio di attrition bias mentre un altro no



Grades of evidence and

Interpretation

Symbol?  Quality? Interpretation®

WeRrederyEonfidenthat®heRruefffectfiesilosefoRhatf?

? i
o000z Hight the@stimatedfthe@ffect?

WereModerately@onfidentinheRffect@stimate T helruel
®0®0r Moderatel effectlsdikelyRotbelloseoRheistimatedihe®ffect,butl
therels@ossibility&hatAtsBubstantially@ifferent?

Ouronfidencen®he®ffect®stimatelsdimited:Therueffect

%600z Low? mayteBubstantially@ifferentrom&hestimatehe@ffect?

Wethavemeryflittle@onfidenceln®heRffectistimate:Thefruel
®000r Verydowd effectsikelyRobeBubstantially@ifferentFromEhe@stimate®fa
effect




Rating quality of evidence

GRADE'’s approach begins with the study
design. Randomized controlled trials
(RCTs) start as high-quality evidence and
observational studies-as-low-guality--
evidence supporting estimates of

Il  High effects

(Randomised trialg) DODD (wign
Moderate Downgrade
DDD O (mod
LOW ________________________________________ e are-) ____________
(Observational studies)
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Very Low
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La Table of evidence (ToEs)

Evidence profile: use of antibiotics (penicillin) versus no use of antibiotics in
children with sickle cell disease. Source: Hirst et al. 4

Quality assessment Ne of patients Effect
icilli Qualit Importance
Ne of Study Risk of bias Inconsistenc Indirectness Imprecisi con?i:iheer;tio iiml?"llz-)nx Standard | Relative Absolute v P
studies design y on ns P pisy care (95% ClI) (95% Cl)
Incidence of pneumococcal infection, for initiation of treatment - Initiation of penicillin
2 Randomize | Not serious 2 not serious 4 | none 2 9/248 19/209 | OR0.37 | 55 fewer per 1000 | ®®OQO | CRITICAL
d trials serious 1 serious 3 (3.6%) (9.1%) (0.16to | (from 12 fewer to LOwW
0.86) 75 fewer)
Deaths, for initiation of treatment - Initiation of penicillin
1 randomized | not not serious | not serious | serious 2 | none 2 0/105 4/110 OR0.11 | 32 fewer per 1000 | ®®®(O | CRITICAL
trials serious © (0.0%) (3.6%) (0.01to | (from 36 fewer to | MODERATE
2.11) 37 more)
Adverse drug effects - Nausea and vomiting
1 randomized | not not serious | not serious | serious ¢ | none 2 2/201 1/199 OR1.99 | 5 more per 1000 ®DDO | CRITICAL
trials serious & (1.0%) (0.5%) (0.18 to (from 4 fewer to | MODERATE
22.12) 95 more)

1.blinding and concealment were not clear for one of the two studies
2.heterogeneity exists; p-value for testing heterogeneityis 0.07 and 12=69%
3.the question addressed is the same for the evidence regarding the population, intervention, comparator and outcome
4.total sample size is small and the total number of events is <300 (a threshold rule-of-thumb value)
5.insufficient number of studies to assess publication bias
6.unclear allocation concealment




Evidence to Decision
framework (EtD)

Documento sintetico e strutturato con sintesi delle evidenze
per ogni dominio rilevante (non solo efficacia) .

Per aiutare i decisori (membri di un panel) ad utilizzare le
evidenze in modo strutturato e trasparente per informare le
decisioni nel contesto delle raccomandazioni cliniche.

Strumento decisionale che guida i decisori nel processo di
analisi, giudizio delle evidenze e formulazione della
raccomandazione

L'EtD e sviluppato per rispondere a una domanda formulata
secondo il criterio PICO

Es: Should patients with atrial fibrillation and a moderate to
high risk of stroke who are currently taking warfarin switch to
dabigatran?



EtD

- Enter research evidence before
meeting

- Use during the guideline meeting
- Record judjments and discussions
- Make available to guideline users
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Struttura dell’EtD

Lo strumento e suddiviso in tre parti:

* Prima parte: Formulazione della domanda (PICO)
* Seconda parte: Valutazione delle evidenze disponibili
* Terza parte: Conclusioni e raccomandazioni

* |l framework concettuale viene preparato e compilato nelle
sue parti principali da esperti in metodologia della ricerca;

e ai panelisti restano da compilare una sezione della seconda
parte (colonna “Giudizi”) e la terza parte dell’EtD.



Struttura dell’EtD: 1) Formulazione della domanda

QUESTION: Should dabigatran versus warfarin be used for atrial fibrillation?

Question details
Problem: Patients with atrial fibrillation and a moderate to high risk of stroke who are
currently taking warfarin
Option: Dabigatran (150 mg) daily
Comparison: Warfarin
Main outcomes: Death, stroke, major bleeding, myocardial infarction, burden
Setting: High-income country
Perspective: patient perspective
Background

Atrial fibrillation (AF) is one of the most common cardiac arrhythmias. Its incidence and
prevalence increase with age, representing a significant burden for health services in
western countries [1,2]. The most feared consequence of AF is cardio-embolic stroke,
accounting for roughly one third of ischemic strokes in the elderly. Warfarin reduces the risk
for ischemic stroke in patients with atrial fibrillation, but increases the risk for haemorrhage
and requires frequent blood tests and clinic visits to monitor the international normalized
ratio (INR) and adjust the dose. Apixaban dabigatran and rivaroxaban are new fixed been
compared to warfarin in randomised trials.




Struttura dell’EtD: 2) Valutazione delle evidenze

Quali sono le dimensioni?

1. RILEVANZA DEL PROBLEMA: Il problema € una priorita?

2. VALORI: Importanza degli esiti (benefici e danni) per pazienti e
medici

3. BENEFICI E DANNI ATTESI: Quale ¢ la certezza complessiva

dell’evidenza? Quanto sono importanti i benefici attesi? Quanto
sono importanti gli effetti indesiderati (eventi avversi)? (SoF)

4. USO DELLE RISORSE: Quali sono i costi complessivi del
trattamento? | costi aggiuntivi sarebbero maggiori dei benefici
ottenuti?

5. EQUITA: Qual & I'impatto dell’intervento sulle disuguaglianze?

6. ACCETTABILITA: Il trattamento & accettabile per i medici e
pazienti (stakeholders)?

7. FATTIBILITA: Il trattamento & facile da implementare?



GRADE:
Recommendations

1. Direction: For or Against an option

2. Strength: Strong or Weak/Conditional



Balance of what ?

* When making recommendations the panel
needs to decide on the balance of the
undesirable and desirable consequence (not
just benefits and harms). By looking back to all
of the decisions, the panel could see that
when considering the factors that they
‘orobably’ favoured the option . And overall
that the desirable consequences probably
outweigh the undesirable consequences.



Should we recommend NOACs?
Weigh benefits and harms




Should we recommend A?
Strong recommendation for...

Strong
recommendation
FOR A

Almost all
patients would
want A; clinicians
should ‘do it’ Against




Should we recommend A?
Weak/conditional recommendation for...

Weak/conditiona
|
recommendation
FOR
A

Most patients
want A, but not
all; clinicians and
patients will
need to consider
the conditions

Against



Struttura dell’EtD: 3) Conclusioni e raccomandazioni

Recommendation
' Should hip protectors vs. no hip protectors be used for preventing hip fractures in older people?

Undesirable consequences

Undesirable consequences The balance between desirable |  Desirable consequences Desirable consequences clea

E::I::':E“::Ices clearly outweigh desirable probably outweigh desirable and undesirable consequences is | probably outweigh undesirable outweigh undesirable
9 consequences in most settings | consequences in most settings closely balanced or uncertain consequences in most settings| | consequences in most settin
o] o] o] [ ] J o]
Type of

recommendation

We recommend against offering this option | We suggest not offering this option || We suggest offering this option We recommend offering this optioi

Recommendation

For the frail elderly at high risk of fractures who are living in long term care facilities, we suggest they wear hip protectors to prevent hip fracturas.

Justification

There is low quality evidence for the reduction in hip fractures, and moderate guality avidence that the risk of pelvic fractures probably increase (although the
absclute increase is small when compared with potential benefits on hip fractures and mortality, There was a high value placed on avoiding hip fractures due to t
serious downstream consequences of hip fractures in thic population.

Subgroup
considerations

This recommendation is for frail elderly identified at high risk of fractures, A different recommendation has been made for frail alderly not at high risk of fracture;

Implementation
considerations

Adherence to hip protectors can vary among individuals and can be very low. Barriers to adherence at a system level should be avoided such as access to
purchasing the protectors, ensuring proper fit, access to laundering facilities, and support to put on and take of hip protectors.

Monitoring and
Evaluation

Use of hip protectors in facilities should be monitored to inform future coverage decisions of hip protectors in long term care facilities. As adherence is also
variable, adherance by residents should also ba monitored.

Research possibilities

Randomised controlled trials comparing hip protectors te no hip protectors on hip fractures are needed. In particular, many studies did not consistently measure
raport hip fractures or mertality. Studias with long term follow-up to measura the downstream conseguences of a hip fracture are needed. Studies assessing the
differences in soft versus hard hip protectors are alse needed. Strategies to improve adherence should alse be evaluated,




Implications of strong and conditional
recommendations

Patients

Strong recommendation

Most people in your
situation would want the
recommended course of
action and only a small
proportion would not

Conditional recommendation

The majority of people in your
situation would want the
recommended course of action,
but many would not

Clinicians

Policy makers

79



Implications of strong and conditional
recommendations

Strong recommendation

Conditional recommendation

Patients Most people in your The majority of people in your
situation would want the | situation would want the
recommended course of | recommended course of action,
action and only a small but many would not
proportion would not

Clinicians Most patients should Be prepared to help patients to
receive the recommended | make a decision that is
course of action consistent with their own values

Policy makers

80



Implications of strong and conditional
recommendations

Strong recommendation

Conditional recommendation

Patients Most people in your The majority of people in your
situation would want the | situation would want the
recommended course of | recommended course of action,
action and only a small but many would not
proportion would not

Clinicians Most patients should Be prepared to help patients to
receive the recommended | make a decision that is
course of action consistent with their own values

Policy makers

The recommendation can
be adapted as a policy in
most situations

There is a need for substantial
debate and involvement of
stakeholders

81



I
thought
we
agreed

What
did we
decide?

Didn’t we
already
discuss

that?

What
about...

| absolutely
disagree!




Factors to consider when
making recommendations:

* Priority of problem

enefits and harms
ertainty of evidence
alues and Preferences
esources

quity

cceptability

easibility
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Criteria

Problem/priority?

Benefits & harms
of the options

Certainty of
evidence

Values
Resource use
Equity
Acceptability

Feasibility

Evidence from
Systematic Reviews

00O OO



Problem @
|5 the problem a priority? v

Desirable Effects @
How substantial are the desirable anticipated effects?

Undesirable Effects @
= How substantial are the undesirable anti cipated effects? v
Certainty of evidence a
What is the overall certainty of the evidence of effects? v
Values @
+ Is there impartant uncertainty about or variahility in how much people value the main outcomes? v
Balance of effects &
' Does the balance between desirable and undesirable effects favor the intervention or the comparison? v
Resources required a
Howy large are the resource requirements (costs)? v
., Certainty of evidence of required resources a
' What is the certainty of the evidence of resource requirements {costs)? v
" Cost effectiveness @
(' Does the cost-effectiveness of the intervention favor the intervention or the comparisan? v
Equity @
What would be the impact on health equity? v
Acceptability @
|5 the intervention acceptable to key stakeholders? v
Feasibility &
|5 the intervention feasible to implement? v




GRADEpro[GDT| W workshop ratiees [ Moo 9° €

W Should www vs. egee be used for [Problema di salute /o di popolaziong]? B Bottompanel & Explanations t

Problem @
|s the problem a priority?

Desirable Effects &

How substantial are the desirable anticipated effects?

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

{0 Trivial
0 Small
{0 Moderate
{0 Large

O Varies
{0 Don't know

Defailed judgements

Undesirable Effects @
How substantial are the undesirable anticipated effects?

Certainty of evidence i
What is the overall certainty of the evidence of effects?

Values @
|5 there important uncertainty about or variability in how much people value the main outcomes?

Balance of effects @
Does the balance between desirable and undesirable effects favor the intervention or the comparison?

Resources required a
How large are the resource requirements (costs)?




GRADEpra W workshop

CRITERIA

PROBLEM
DESIRABLE EFFECTS
UUNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE

WALLES

BALANCE OF EFFECTS

RESOURCES REQUIRED

CERTAINTY OF EVIDENCE OF
REQUIRED RESOURCES

(OST EFFECTIVENESS

EQUITY

ACCEPTABILITY

FEASIBILITY

W Should www vs. eeee be used for [Problema di salute /o di popolaziong]?

SUMMARY OF JUDGEMENTS

Feal frea to m Help 3¢ e

B Bottom panel & Explanations [=

IMPORTANCE FOR DECISION




W Should usare farmaci antiepilettici/stabilizzatori dell'umare vs. no farmaci antiepilettici/stabilizzatori dellumore be used in adulti con ASD senza epilepsia? B Bottompanel X Explanations [

CRITERIA SUMMARY OF JUDGEMENTS IMPORTANCE FOR DECISION
PROBLEM No Probably no Probably yes Yes
DESIRABLE EFFECTS Trivial Small Moderate Large Don't know
IUNDESIRABLE EFFECTS Large Moderate Trivial

CERTAINTY OF EVIDENCE oW Moderate High

Possibly important uncertainty or Probably no important uncertainty or
variability variability

o . Prabably favors the
ravars the comparison :
BALANCE OF EFFECTS Comparison

Lange costs Moderate costs Megligible costs and savings Moderate savings Large savings
RESOURCES REQUIRED

CERT%E%IEE[?EEDS?UCEC?E Very low Low Moderate High Mo included studies

. Prabably favors the
ravars the comparison >
COST EFFECTIVENESS COMparison

Reduced Probably reduced Probably no impact Probably increased Increased
EQUITY ‘ H

ACCEPTABILITY Mo Probably no Probably yes Yes

FEASIBILITY MNo Probably no Probably yes Yes

VALUES  Important uncertainty or variability No important uncertainty or variability

Does not favor either the
ntervention or the
comparison

Probably favors the

o Favors the intervention
intervention

Does not favor either the
ntervention or the
comparison

Probably favors the

) Favors the intervention
intervention




Immunoterapia nel melanoma

PROBLEM Probably no Probably yes Yes
DESIRABLE EFFECTS Trivia
LINDESIRABLE EFFECTS Large

CERTAINTY OF EVIDENCE Very Low

YALLES mportant uncertainty or variability

BALANCE OF EFFECTS §
RESOURCES REQUIRED
CERTAINTY OF EVIDENCE OF ]
REQUIRED RESOURCES :
COST EFFECTIVENESS - No included studies
teduced Probablyreduced = Probabl mpact  Probabl

EQUITY

ACCEPTABILITY Probably no Probably yes

FEASIBILITY Probably no Probably yes




Anti-EGFR vs chemio in NSCLC

CRITERIA SUMMARY OF JUDGEMENTS IMPORTANCE FOR DECISION

DESIRABLE EFFECTS Trivial “ pderate Large

|UNDESIRABLE EFFECTS Large nderate Sma Trivial

CERTANTY OF EMDENCE ey lo 5

VALUES mportant uncertainty o

) Does not favor either the
; = ) intervention ar the ) Fa e inte
BALANCE OF EFFECTS comparson
_ _ 13 rate Negligible costs and savings Dderate savings Large savings
RESOURCES REQUIRED

CERTAINTY OF EVIDENCE OF o .
REQUIRED RESOURCES ery Loy :

Does not favar gither the

_ _ Favors the comparison A intervention or the Fa 2 inte
(OST EFFECTIVENESS LOmpansa comparison
Reduced Probably reduced Probably no impact Probably increased icreased
EQUITY
ACCEPTABILITY o Prabably no Probabl

FEASIBILITY o Probably no Frobabl




CRITERIA

PROBLEM

DESIRABLE EFFECTS

LUNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE

YALLES

BALANCE OF EFFECTS

RESOURCES REQUIRED

CERTAINTY OF EVIDENCE OF
REQUIRED RESOURCES

(OST EFFECTIVEWESS

EQUITY

ACCEPTABILITY

FEASIBILITY

Farmaci anti-HCV

SUMMARY OF JUDGEMENTS

Small

Does not favor either the

intervention or the
comparison

IMPORTANCE FOR DECISION



Trastuzumab sottocute vs iniettiva

CRITERIA SUMMARY OF JUDGEMENTS IMPORTANCE FOR DECISION
DESIRABLE EFFECTS pderate Large

UUNDESIRABLE EFFECTS Large oierate Sma Trivial

CERTANTY OF EMDENCE ey lo 5

VALUES  Important uncertainty or variabilit o Ll el iy No important uncertinty or variability
Does not favor either the
_ intervention or the
BALANCE OF EFFECTS comparison

_ _ arge costs pderate costs MNegligible costs and savings pderate saving
RESOURCES REQUIRED

CERTAINTY OF EVIDEMCE OF S .

Does not favor either the
intervention or the
comparison

(OST EFFECTIVENESS

EQUITY

ACCEPTABILITY

FEASIBILITY




CRITERIA

PROBLEM
DESIRABLE EFFECTS
UNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE

VALUES

BALANCE OF EFFECTS

RESOURCES REQUIRED

CERTAINTY OF EVIDENCE OF
REQUIRED RESOURCES

(OST EFFECTIVEWESS

EQUITY

ACCEPTABILITY

FEASIBILITY

Dilatatore anale per
ragadi

SUMMARY OF JUDGEMENTS
Probably no Probably yes Yes

Large Moderate

IMPORTANCE FOR DECISION



Per approfondire

\Welcome to the GRADE working g

From evidence to recommendations - transparent and sensible

http://www.gradeworkinggroup.org/
https://gdt.gradepro.org/app/handbook/handbook.html
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*Per la disponibilita



