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Clinical Practice Guidelines - CPG

Opropic: Xu6TACELS TOV OVATTUGGOVTOL LLE GVGTTILOTIKO TPOTO KO EXOVV WG GTOYO TNV Peltion ¢ mupoyns

VYELOG GE KAVIKO, OPYOVAOTIKO 1| GLOTNKO EMIMEDO (TOAMTIKEG VYELNG).
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Dopeic suyypaeng KatevLBLVTINPLOV 0O YLDV

Kidney Diseases Improving Global Outcomes

Sociedad LatinoAmericana de Nephrologia e Hipertension

Kidney Health Australia—Caring for Australasians with Renal Impairment
Kidney Disease Outcomes Quality Initiative

Canadian Society of Nephrology

United Kingdom Renal Association
European Renal Association

*  Emomuovikég etonpeiec
* EBvikol opyavicpol
*  EmoayyeAlatiKég eVOOELS

e  Mn kepdOGKOMIKOL OPYAVIGLLOL

Global

Latin America
Australia, New Zealand
USA

Canada

United Kingdom
Europe
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“The millennials”

Evidence-based practice

Clinical
Expertise

Patient

Evidence
Preferences

Jacobs JA, Jones E, Gabella BA et al. Tools for Implementing an Evidence-Based Approach in Public Health
Practice. Prev Chronic Dis 2012;9:110324
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MeBoooroyia cuyypaenc KatevbuvinpLmy 0ONYLHV

O ovotnuatkoc Tpodmog ov “otnvovtal” ot CPG: amd Tic evOeiEelg 6TIC CLOTAGELS

Ynapyet MIA péfodog; Me aAda Adyia vtdpyet ENAX cuotnuatikog tpomog mov avantuosoviot ot CPG;

[TAn0®po. 0dnyLdV <,

ENAL KANENAY

AMNAOETIKAALYT] 0N YLDV TTOV ONUOGIEVOVTAL OO GAAOVE POPELS

Apoeifoing moldtntac oomyieg




MeBoooroyia cuyypaenc KatevbuvinpLmy 0ONYLHV

Approaches to clinical guideline
development in healthcare: a scoping review
and document analysis

Annemar ie De Leo!"®, Dianne Bloxsome' and Sara Bayes?

Principles of CPG development
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MebBoooloyia cuyypoeng KaTeLOLVTNPIOY 0ONYIDV

Conceptual Considerations
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)
Scoping of the Formulating
guidelines the questions
— | ——

Methodological Considerations
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N\~

Synthesizing
the evidence

=

©

Grading of
the evidence

<<
|

/¢

4
o

Formulating
recommendations

Y — .

www.who.int/news/item/28-01-2019-enhancing-who-s-standard-guideline-development-methods
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21| TEPLYPOPT] TNG O10dKOGTAG

Atopavi 6tddto pe okomd v elaytotomoinon g pepoinyiog (bias), g aAloimong TV SE00UEVOV KoL TG CUYKPOVOTC TV GUUPEPOVTOV
Oudoda epyaciog e cCOUUETOYT OA®V TOV EUTAEKOUEV®V EOTKOTNTOV, LEB0OOAOY®V, 0GOEVOV/ANTT®OV TNG TOPOYNS LYELNG

2V0TNUATIKY avaoKonnon ¢ PipAoypagiog

[epiAnyn kai cbvOeon g TANpoopiag (evidence) oyetikd pe ta 0QEAN/KIvOHVOLE TOoL GuVOEovTaL LE KAOE 00MYia,

[Teprypapr) Tov pOAOL TOL EMOLEE 1 KAVIKT] EUTELPLQ, 1] YVOUN TOV EWOTKOV 1] 1] TPONYOVUEVT] EUTELPLA GTN IATOHTMOGCT TV 0N YLDV
A&oroynon ¢ morotntog Tev evoeitewv (level of evidence) kot g woyvog twv odnyiodv (strength of recommendations)

E&mtepikoc Eheyyoc (external review)

AvvoatotnTa avovEmong

***F*Toromomuéveg Awadikaciec Asrtovpyiag -Standard Operating Procedures (SOP)



Phases

Set-up Phase

Development
Phase

Finalisation Phase

ERBP guideline development process.

Tasks
Topic Selection
v
Guideline Group Composition

v

Determining Questions and Outcomes
v

Framing Clinical Questions

v

Systematic Search and Study Selection
N

Data Extraction, Appraisal, Summary
¥
Appraisal Body of Evidence

M

Recommendation Generating Process
v

Appraising Implementability
v
Draft Guideline Report
v
External Review
v
Plan Future Review and Update

v

Produce Final Guideline

Texunpiowon g avayKaldTnTog

[TpoKaTapKTIKO 6TAS10 <:

J\

\

E&wtepkdc Eheyyog kot Onpocicvuon

Emiloyn Oepatikng ko 6to)0ov

Yvotaon Oudoag Epyaciag (Task Force)

>— 2voTUaTiki avackonnon e Biploypaeiog

>— >von, 016pBwon, O THTOST OEPATEVTIKMOY 00N YDV



Task Force

e Idavikoc ap1Budc 20-30 dropa (OAeg o1 eumAekOUEVEC E10KOTNTEC, LEBOOOAOYOL, acBeveic/ANmTec vyeing)

ELayiotomoinom pepoAnyiog, dtopoavig SNAmon cOYKPOUGNG CUUPEPOVT®V

*  Kuaipwog onuaociog n svotaon TF. To amotéhecpa 1060 g TEYVIKNG Oladkaciog (avalnnon evoeifemv) 660 Kot TG
TOPAYOYIKNG Ot001Kaciog (Epunveia TV AmoTEAEGUATOV Kol SATOTMOT TOV GLCTACE®V) EMNPEALETOL OO TNV 1010, TN

ocvvBeon TV LEADV



Phases Tasks

Set-up Phase

Development
Phase

Finalisation Phase

ERBP guideline development process.

Topic Selection

v

Guideline Group Composition

v

Determining Questions and Outcomes

"

Framing Clinical Questions

.

Systematic Search and Study Selection

.

Data Extraction, Appraisal, Summary

v

Appraisal Body of Evidence

v

Recommendation Generating Process

v

Appraising Implementability

v

Draft Guideline Report

v

External Review

v

Plan Future Review and Update

v

Produce Final Guideline

J\

\

>— 2VoTNUOTIKN avacKOTNon TG PAoypapiog




(ﬁ() Cochrane
s/o? Library

Cochrane Database of Systematic Reviews

="Frame research question (PICO)

=Write a protocol

=Conduct a literature search (information sources, databases)
=Retrieve citations

=Screen titles/abstracts

=Retrieve full-texts

mAssess risk of bias and extract data

=Qualitative synthesis

=Meta-analysis

=Report



PICO

Define the type of Patients (population)
1. Define the condition eg patients with an autoimmune disease (which? under which criteria?)
2. Define the population setting and demographic factors (hospital? outpatient clinic? age group? sex?)

Define the type of Intervention (exposure)
1. Was it a treatment? How was it administered? When? Dosages?
2. Was it an exposure? How long did it last?

Define the Comparison

1. For controlled trials is it treatment A vs placebo? Is it treatment A vs treatment B?

Define the Outcome

1. Define how the outcome is measured (criteria, metrics, measurements, time, primary vs secondary)



PICO 1f. In patients with SLE and active kidney involvement, what is the evidence for the benefits
and harms of therapeutic interventions including antimalarials, glucocorticoids, immunosuppressive,

biological/targeted agents, plasma exchange/immunoadsorption?

Population(s)

Intervention(s)-exposure(s)

Comparison

QOutcome(s)

o SLE patients
with active
kidney
involvement

e Glucocorticoids

e Hydroxychloroquine,
antimalarials

e Immunosuppressive agents

o Cytotoxic agents

e Methotrexate

e Leflunomide

o Azathioprine

e Cyclophosphamide

e Mycophenolate

o Ciclosporin

e Tacrolimus

e Voclosporin

eBiological agents

eBelimumab

¢ Anifrolumab

e Rituximab

® Obinutuzumab

e Ofatumumab

e Ocrelizumab

e Atacicept

e Telaticept

e Dapagliflozin

e Etanercept

e Adalimumab

e Abatacept

e Tocilizumab

e Secukinumab

o Ustekinumab

e Anakinra

* JAK inhibitors (tofacitinib,
baricitinib, upadacitinib,
deucravacitinib)

e Proteasome inhibitors

e |berdomide

e Litifilimab

eLow-dose IL-2

e Daratumumab

e CD19 CAR-T cells

e Plasmapheresis

ePlasma exchange

e Immunoadsorption

e [ntravenous immunoglobulin

©RAAS inhibitors

¢ SGLT2 inhibitors (Dapagliflozin)

e Standard of care

e Mycophenolate

® Azathioprine

e Cyclophosphamide
e Ciclosporin

e Tacrolimus
ePlacebo

eNone

¢ Disease activity
improvement/worsening (SLEDAI,
BILAG): renal-specific domains

¢ Proteinuria improvement/worsening

¢ Kidney function (serum creatinine,
eGFR) improvement/worsening

e Chronic kidney disease

» End-stage kidney disease

 Histological improvement/worsening
(change in activity/chronicity
indices)

¢ Physician Global Assessment

* Glucocorticoid dose/tapering

e Renal response (e.g., PEER,
EULAR-defined endpoints)

e Renal remission (complete renal
response)

* Relapse, flare, time-to-flare

* Treatment failure

* Organ damage (including cataract,
cognitive dysfunction, osteoporotic
fracture, osteonecrosis, stroke,
cardiovascular disease/MACEs,
malignancy, diabetes)

e Infection

o Hospitalizations

e Death

e Toxicity (including retinopathy)

e Thrombosis




PICO 1f. In patients with SLE and active kidney involvement, what is the evidence for the benefits

and harms of therapeutic interventions including antimalarials, glucocorticoids, immunosuppressive,
biological/targeted agents, plasma exchange/immunoadsorption?

m National Library of Medicine S

-mbase
,.t!_ EmbDase

PICO Search

National Center for Biotechnology Information

History and Search Details , Download  {i] Delete
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OR "nsaid s"[Title] OR ("hydroxychloroquine”[MeSH Terms] OR
"hydroxychloroquine"[All Fields]) OR “antimalarial*"[All Fields] OR
("quinacrine"[MeSH Terms] OR "quinacrine"[All Fields]) OR O phwysical Grsease by anstomical structure
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National Canter for Bistechnology Information

PubMed cov National Library of Medicine

Conducting a literature search

PubMed® comprises more than 33 million citations for biomedical Iiterature from MEDLINE, life science journals, and online books.
Citations may include links to full text content from PubMed Central and publisher web sites.

=" Major bibliographic databases
l. MEDLINE/ PubMed
Il.  EMBASE/ Elsevier
I1l. CENTRAL
IV. Subject-specific (CINAHL, PsychINFO)
V. Citation databases (Web of Science, Scopus)
VI. Registers of clinical trials (clinicaltrials.gov, EudraCT)

+ Gray (or grey) literature
+ Hand searching



[10GeC unyoveg avalntTnong;

All databases*

EM-ML-Wo0S-GS
EM-ML-GS
EM-ML-WoS
EM-W0S-GS
EMBASE+MEDLINE BRI EM-ML
EM-WoS
ML-WoS-GS
EM-GS

ML-GS

ML-WoS

EM

WoS-GS

ML

WosS

GS

0%

Relative recall:
| 100%
W 95-100%
® 90-95%
80-90%
<80%

20% 40% 60% 80%  100%
Percentage of systematic reviews

Bramer WM, Rethlefsen ML et al. Optimal database combinations for literature searches in systematic reviews: a prospective exploratory study. Syst Rev



AvAAoya e TN QUGT) TOL EPMTNUOTOC YAYVOLLE LEAETEC LE TOV KATAAANAO GYEOLUGUO

Question Look for evidence from:

Incidence, prevalence surveys, cohort studies

Therapy Clinical trials

Screening Clinical trials

Diagnostic accuracy Clinical trials, cross sectional studies

Prognosis Clinical trials, cohort studies

Harm Clinical trials, cohort studies, case control studies
Etiology Cohort studies, case control

AN didtpa : YAwooa, XpOVIKO eUpog, peyebog Selypatocd...

Introduction to Systematic Review and Meta-Analysis by Johns Hopkins University on Coursera.



The PRISMA flowchart

E
Records identified through Additional records identified
database searching through other sources
(m = 10255) (n = 506)

Records after duplicates removed

|

[n= TTB3)
'E Tithesfabstracts screened Records excluded
(n = 7783 "] (n = 7142)
Full-text articles assessed Full-text artickes excluded
E for eligibility B (n=574)
{n = 641) =20 participants with ASD,
i ASD group results not reported,
“ No measure of hyperacusis,
! Outcome of interest reported as M/SD
_— Studies included in Measure of hyperacusis included
qualitative synthesis hyporeactivity/sensory seeking,
[ ] in=67) Hyperacusis designation based on
sample percentile (e.g., median split)

Studies included in
quantitative synthesis
[meta-analysis)
{n=6&7)

Included

Williams ZJ, Suzman E, Woynaroski TG. Prevalence of Decreased Sound Tolerance (Hyperacusis) in Individuals
With Autism Spectrum Disorder: A Meta-Analysis. Ear Hear. 2021 Feb 9;42(5):1137-1150. doi:
10.1097/AUD.0000000000001005. PMID: 33577214; PMCID: PM(C8349927.
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AELOAOYNON LEAETOV

2yeUOUOC LEAETAOV KO TOLOTNTO EVOEIEEMV

Systematic reviews and
meta-analyses of RCTs*
Randomized
controlled trials

| Higher | | Lower |

I

Cohort studies

I Case-control studies
Quality of
l Cross-sectional studies, surveys

evidence Risk of bias
o Case reports, case studies Higher
Mechanistic studies

Editorials, expert opinion




A&L0AOYNON LEAETOV

‘EXeyyoc uepoinyiog - Assessing risk of bias

Sources of bias in RCTs

Type of bias

Description

Relevant domains in the
Collaboration’s ‘Risk of bias' tool

Selaction bias.

Systematic differences between
baseline characteristics of the
groups that are compared.

Sequence generation.

Allocation concealment.

Performance bias.

Systematic differences between
groups in the care that is
provided, or in exposura to
factors other than the
interventions of interest.

Blinding of participants and
personnel.

Other potential threats to validity.

Detection bias.

Systematic differences between
groups in how outcomes are
determined.

Blinding of outcome assessment.

Other potential threats to validity.

Attrition bias.

Systematic differences between
groups in withdrawals from a
study.

Incomplete outcome data

Reporting bias.

Systematic differences between

reported and unreported findings.

Selective outcome reporting (see
also Chapter 10).

Chandler J, Cumpston M et al. Cochrane Handbook for Systematic Reviews of Interventions, 2019




AtloAoynon LEAETWV

Random sequence generation
(selection bias)
Allocation concealment
(selection bias)

Bias arising from the randomization process

Blinding of participants and personnel

(performarice bias) Bias due to deviations from intended interventions

Incomplete outcome data . _
P Bias due to missing outcome data

(attrition bias)
Blinding of outcome assessment Bias in measurement of the outcome
(detection bias)
Selective reporting Bias in selection of the reported result
(reporting bias)
Other bias N/A
N/A Overall bias

Higgins Julian P T, Altman Douglas G et al. The Cochrane Collaboration’s tool for assessing risk of bias in randomised trials BMJ 2011



Outcome
Outcome
Outcome
Outcome

(@] (el — ")

Evidence synthess

Recomme ndation

Grade recommendations
[Evidence to Recommendation)
»For or against (direction) 4 T
»Strong or conditionaliweak (strength)

LB

-

3y considering balance of consequences
evidence to recommendations): e—— S
Q Qualty of evidence e
Balance benefts/harms .
Feasibility, equity and acceptabilty —~ -,
Resource use (if appicable) ;I;

‘l

vuouu

8 Randomization raises

@0
B® 8% o o ot¢ intial qualiy
0‘&56\;@& ?\:si&é\ c&‘o‘\z RCTs: high
o o & Observational: low
N — 1. Risk of bias
1 g 2. Inconsistency
- Moderate 3. Indirectness
l’ — e g 4. Imprecision
) p_— e Vefylw 5. Publication bias
Summary of findings &
estimate of effect for g ;: '&'g:e""“
each oulgsre | 3. Opsngties &
(&) Confounders
Grade overall

quality of evidence
across outcomes based on

lowest quaity
of critical outcomes

Formulate Recommendations (L7 | ©..)
“The panel recommends that ... .should...”
“The panel suggests that ... should...”

“The panel suggests to not ..."
“The panel recommends to not..”

~ = Transparency, clear, actionable
Research?
Adapted from GRADE handbook and based on GRADE meeting, Edinburgh 2009 (https://gdt.gradepro.org/app/handbook/handbook.html)



Quality of evidence Rationale

A High RCT or meta-analyses

B Moderate Downgraded RCTs or upgraded
observational studies

C Low Well-done observational studies '

D Very low Case series or expert opinion

Strength of recommendation

Grade 1 Strong We recommend

Grade 2 Weak We suggest

Grading of the quality of evidence and strength of recommendations



Phases Tasks

Set-up Phase

Development
Phase

Finalisation Phase

ERBP guideline development process.

Topic Selection

v

Guideline Group Composition

v

Determining Questions and Outcomes

"

Framing Clinical Questions

.

Systematic Search and Study Selection

.

Data Extraction, Appraisal, Summary

v

Appraisal Body of Evidence

v

Recommendation Generating Process

v

Appraising Implementability

v

Draft Guideline Report

v

External Review

v

Plan Future Review and Update

v

Produce Final Guideline

J\

\
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Recommendation 10.2.3.1.1: We recommend that patients with active Class Ill or IV LN, with or without a

membranous component, be treated initially with glucocorticoids plus any one of
the following:

i. mycophenolic acid analogs (MPAA) (1B); or

ii. low-dose intravenous cyclophosphamide (71B); or

iii. belimumab and either MPAA or low-dose intravenous cyclophosphamide (7B); or
iv. MPAA and a calcineurin inhibitor (CNI) when kidney function is not

severely impaired (i.e., estimated glomerular filtration rate [eGFR] <45
ml/min per 1.73 m?) (1B).




Phases Tasks

Set-up Phase

Development
Phase

Finalisation Phase

ERBP guideline development process.

Topic Selection

v

Guideline Group Composition

v

Determining Questions and Outcomes

"

Framing Clinical Questions

.

Systematic Search and Study Selection

.

Data Extraction, Appraisal, Summary

v

Appraisal Body of Evidence

v

Recommendation Generating Process

v

Appraising Implementability

-

Draft Guideline Report

v

External Review

v

Plan Future Review and Update

v

Produce Final Guideline

J\

\

***mmunonephrology Working Group

E&wtepkdc Eheyyog kot Onpocicvuon



Ermipépouc Intpata

* 0Obnyiec yia Bépata yla ta omoia dev umapxouv KaANRG molotntac dedopeva — e€olkeiwaon Ye To cuoTNUA
BabuoAoynong

e Awadoon twv odnyLwv Kal TpocapHoy Toug oE eBVIKO emtinmedo

* Edoappoyn kat EAeyxoc rototntag (BeAtiwon mapoxnc vyeiag)



European Renal Best Practice

Alignment and Synergy in Long-Term Vision: A Memorandum of Understanding between the
European Renal Association and the Kidney Disease Improving Global Outcomes

ERA and KDIGO representatives convened on May 21%, 2022, during the 59" Congress of the
European Renal Association, to sign the first Memorandum of Understanding (MoU) between

the ERA and KDIGO. The MoU outlines several projects and initiatives for the global nephrology

ERA will not only write commentaries on KDIGO guidelines but will also actively help identify

expert reviewers to participate in the public review period of the KDIGO guidelines.



Take home

O1 CPG npémet va avomthocovial Pe VOV GUOTNUATIKO, S10(povT], TPOSPACILO KOl OVATAPOY®Y IGO0
Tpomo Pacicuévo oto evidence-based practice

H emloyn ¢ opdoag epyaciog eival facikr) 6T O10TOTMOGT TOV EPEVVNTIKOV EPOTNUATOV, TNV
aELOAOYNON KOl TNV EPUNVELN TOVG

Agv vdpyet avag Kowog neboooroyikdg tpomoc cvyypaenc CPG aAld o1 mepiocdtEPOL POpEig
Hotpdlovtor KovES apyEC

H 8140001 Kl 66T EQAPUOYT TOV 00NYLOV ATALTEL GLVEPYAGia EBVIKMOV — S1EBVAOV 0pYaVICUOV 0AAA
Ko ekmoidevon/eCotkelmon TV enayyEALATIOV VYEIOC MOTE Vo 010AlOVY Kot VoL EPUNVEVOVY GMOGTA TIG
EKAGTOTE 0ONYiEC

O1 Ogpamentikég 0ONYieg Ogv elval OEGUEVTIKEC



YOG EUYXAPLOTW YLO TNV TTPOCOXN OO



