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Forskningsmilj@

ADiakonhjemmet sykehus

AKlinikk for revmatologi,
poliklinikk og forskning

AAnsvar for artritt-sykdommer i
Oslo

ARegionale og nasjonale
funksjoner

AREMEDY senteret
AHovedfokus pa klinisk forskning
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Eksempel: Ide

A2000-tallet: Ultralyd gker i
bruk | revmatologisk praksis

AStudier viser sammenheng
mellomsubklinisk
inflammasjon pavist med
ultralyd og leddskade samt
sykdomsoppbluss ved RA

Adkt fokus pa definerte
behandlingsmal
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ARCTIC-studien

AAiming for Remission in rheumatoid arthritis: a randomised
trial examining the benefit of ultrasonography in a Clinical
Tlght Control regimen?

AN=230
Alnklusjon 2010-2013

APasientert randomisert til en av to behandlingsstrategier:
AMalstyre behandlingen med ultralydinformasjon
AMalstyre behandling basert pa konvensjonelle sykdomsaktivitetsmal

AStrategistudie = sammenligner to behandlingsstrategier, ikke
to medikamenter

. . | wh
=<\ Diakonhjemmet Hospital Ref: Haavardsholm EA et al, The BMJ, 2015 -

)



ARCTIC studiegruppe
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ARCTIC-studien
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Erfaringer fra gjennomfart klinisk
studle
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Ultrasound in management of rheumatoid arthritis:
ARCTIC randomised controlled strategy trial
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e Nocs. ogerohante WddingHansen! Revmatoid artritt

thebm | BMT2016;354:44205 | doi: 1011346/bmj 4205

*2R=M=DY



Konklusjoner

ATilsvarende resultater med konvensjonell oppfglging vs.
ultralydoppfalging

ANegativ studie i men like viktig

Alllustrerer behovet for studier far innfgring av nye
behandlingsstrategier og undersgkelsesmetoder, ikke bare
medikamenter
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Forskerinitierte studier
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Eksempel Ide 2: Kan vi bytte til
biotilsvarende legemidler?

A2015

APatentet utlgper pa infliximab
ABiotilsvarende infliximab blir tilgjengelig

AHva er biotilsvarende legemidler?

ALignende det originale produktet
A Ikke bedre
A Ikke verre

ABilligere

AKan gi gkt tilgang pa effektiv behandling for
pasienter med immunmedierte inflammatoriske
sykdommer

NOR A
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Hovedmal

AA undersgke om CT-P13 var non -inferior ( ikke underlegen )
sammenlignet med original infliximab (INX) med tanke pa
sykdomsforverring hos pasienter som har vaert behandlet med
stabil infliximab-behandling i minst 6 maneder

ASekundsermal:
A Safety
A Immunogenisitet

s NOR 0
Diakonhjemmet Hospital SWITCH



NOR- SWITCH Study design

Primary endpoint Open Label
Week 52 Followup
Follow-up W78
Scree ning Ran  domisation

Stable patients 1:1
(at least 6 months) N= 500

Disease worsening

Remsima W52

Follow-up W78

Primary endpoint:Disease worsening
Non-inferiority margin:15%
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Resultater: Sykdomsforverring

Infliximab  CT-P13 Risk difference
originator n=206 (95% Cl)
n=202
Diagnosis ;
Crohn’s disease 14 (212%) 23 (36:5% —:b— -14-3% (-29-:3t0 0-7)
Ulcerative colitis 9-1%) 11-9% — e -2.6% (-15-2 t0 10-0)
X 6-3% (-14-5 t0 27-2)

Rheumatoid arthritis

36:7%) 30-0%
53-8%) 61-5%
Psoriasis 1(5-9%) 2 (12:5%)
Overall 53(26:2%) 61(29-6%)

. 4-5% (-20-3t0 29-3)

( 3( )

3( 5( ) :
Spondyloarthritis 17 (39:5%) 14 (33:3%) '
11 ( 9 (30-0%)

7 ( 8 ( ) -8-7% (-45-4 0 28-1)

Psoriatic arthritis

~6-7% (-26-7 t0 13-2)
. -4-4% (-12-7 t0 3-9)

1T T 1 UUSESUNL
-50-40-30-20-10 0 10 20 30 40 50

Favours infliximab Favours CT-P13
originator

Figure 2: Forest plot of risk difference according to disease
Figure shows data for the per-protocol set. Risk difference is adjusted for treatment duration of infliximab

originator at baseline. ’~ NOR
o Diakonhjemmet Hospital Ref: Jagrgensen KK et al, Lancet, 2017 SWITCH



THE LANCET

| Volisse 399 | Kusbir TODEE - Pages 2263-2388 - Juse10-16, 7057

"NOR-SWITCH is, to our knowledge,
the first randomised study to show
that switching from an originator to a
biosimilar TNF inhibitor is not inferior to
continued treatment with the originator

drug, according to a prespecified
non-inferiority margin of 15%."
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Tolkning NOR-SWITCH

Bytte fra orginal infliximab til
biotilsvarende infliximab var ikke
underlegent sammenlignet med
fortsatt orginal
Infliximabbehandling

Resultatene stgtter bytte fra
orginal infliximab til biotisvarende
infliximab pa ikke-medisinsk
Indikasjon

sv NOR
SWITCH



DAGENS
Medisin

RESULTATENE XLARE I'TIA DEN NORSKE SYTTESTUDIEN

- Trygt a bytte til biotilsvarende

Verden over har ventet | spenning pé resultatene fra Nor-Switch, som né viser at
det tkke er forskjell pd Remicade og biotilsvarende. - Byttestudien gir tre streker
under svaret, sier leder av studien, Tore K. Kvien.

Publisert 20161017 0123
Lasheth Nilsen

DAGENS
MEdlSln Nyhoter Debatt DMArena DMTV

— Nordmenn har grunn til a
vaere stolte

Den tyske gastroenterologen Stefan Schreiber beremmer de norske forskerne.
Han fpler seg trygg pa & hytte slik det er gjort § Nor-Switch-studien, men vil ha
mer data pa bytte med andre biotilsvarende.

Publisart: 2016-10-18 1103 Skrevet av: Lisbeth Nilsen/Lasse Mos

Nyheter Debatt DM Arena DMTV

Britisk ekspert: — Nor-Switch
er et vendepunkt

- Nor-Switch-studien vil gke bruken av biotilsvarende, og gir oss den real world
evidence vi trenger, mener den britiske rddgiveren Michael Sobanja.

Publisert: 2016-10-18 09:40 Skrevet av: Lisheth Nilsen/Lasse Moe
redaksjonen(@dagensmedisin.no

Medisin o Rl e oo

Blogger Debatt og kronikk Leder

— Vi trenger mer dokumentasjon
enn én studie

Legemiddelindustrien (LMI) er positive til studier som kan fgre til store
bhesparelser for samfunnet. De peker pd at det ma gjpres flere studier som Nor-
Switch for & skaffe mer kunnskap om biotilsvarende legemidler.

Publisert: 2016-10-17 12:18 Skrevet av: Lasse Moe



Forskerinitierte studier
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Randomized clinical trial in early rheumatoid arthritis
assessing management with and without ultrasound

Randomized clinical trial of switch from innovator
infliximab to biosimilar infliximab

Nordic randomized clinical trial in early rheumatoid
arthritis comparing conventional therapy versus
three biologic treatments
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monitoring versus routine care
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Randomized clinical trial in rheumatoid arthritis e
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Eksempel 3
Nedtrappping av medisiner

AHva gjer vi med pasienter med revmatoid artritt (RA, leddgikt) som
er 1 langvarig remisjon?

AGrunner til & vurdere & trappe ned eller seponere behandling:
APasientene foretrekker & sta pa feerrest mulig medikamenter
ABivirkninger i betydelig immunsuppresjon, ukjente langtidsbivirkninger
AHelsegkonomi

A
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Studiedesign ARCTIC REWIND

ATo randomisert kontrollerte non-inferiority
multistudier
A Fullfinansiert av Helse Sgr-@st og Forskningsradet

ARA diagnose
Al henhold til etablerte kriterier

ARemisjon (ingen eller svaert fa tegn til
sykdomsaktivitet)
Al minst 12 méneder
A Ved inklusjon ingen artritt i 44 undersgkte ledd

AStabil behandling i minst 12 méneder

>
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ARCTIC REWIND ARCTIC REWIND
csDMARD RCT TNFI RCT
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ARCTIC REWIND

Screening MO Period 1 M12 Period 2 M24 Extended follow-up  M36
........................ e Y |

12 months Stable dose TNFi
® o

remission with

A RCT|C stable treatment

REWIND ................. :I.- j.l...
TNFI 4 month half-dose TNFi, thereafter withdrawal of TNFi
D BED EEEED BEEED BEEEID i ccciitiiiiiiniiiiiiiiiiiissiaan ‘ ----------------------------------------------------------------------------------------------------------------------------------- .
Screening MO Period 1 M12 Period 2 M24 Extended follow-up ~ M36
........................ T OOt Y |

Stable dose csDMARD
12 months . o

ARCTIC remission with

stable treatment
REWIND v Continued half-dose csDMARD

Half-dose csDMARD |

1:1 | Discontinue all DMARDs

@ Primary endpoint
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A Halv dose ikke non-inferior til stabil behandling

Hovedresultater

A Stabil dose superior i gir mindre oppbluss
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JAMA | Original Investigation

Effect of Half-Dose vs Stable-Dose Conventional Synthetic
Disease-Modifying Antirheumatic Drugs on Disease Flares
in Patients With Rheumatoid Arthritis in Remission

The ARCTIC REWIND Randomized Clinical Trial
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Oppsummering - eksempler

AViktig at begge utfall av studien er av interesse

AStudier som svarer pa kliniske spgrsmal A innvirkning pa
klinisk praksis

AGjennomfaring av studier er krevende, krever arelang
Innsats og betydelig finansiering
AMen er mulig pé ikke-universitetssykehus!

A
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Forskningsspgrsmal

AForskningsspgrsmalet bgr/skal besvare en viktig
problemstilling og pavirke klinisk praksis

AForskningsspgrsmalet bar veere sa viktig at du ikke er |
tvil om:
AAt du bgr fa innvilget statte

A At du vil bruke mange av dine (beste?) ar i arbeidslivet pa
studien

AHvis du er i tvil, vanskeligere & overbevise andre

>
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VIKTIG AVKLARING!! Sgknadspliktig CTIS?
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An official website of the Eurcpean Union  How do you know?

EUROPEAN MEDICINES AGENCY m

SCIENCE MEDICIMES HEALTH

Medicines Human regulatory Veterinary regulatory Committees v Mews & events w Partners & networks About us w

Human requlatory

Overview Research and development Marketing authorisation

Post-authorisation Herbal products

Adaptive pathways Clinical Trials Information System

Advanced therapies Table of contents
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e« Sponsor workspace

Accelerating Clinical Trials « Authority workspace
in the EU (ACT EU) + Searching for clinical trials

» Processing of personal data

Data submission: guidance
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Forside / Godkjenning av legemidler / Klinisk utpraving av legemidler til mennesker

/ Clinical Trials Information System (CTIS)

Clinical Trials Information System
(CTIS)

Publisert: 21.05.2023 | Oppdatert: 21.06.2023

Innhold pa siden

L Hva er CTIS?
L Saksbehandling i CTIS
L Hvordan kan jeg fa tilgang til CTIS?

L Opplaeringsmoduler og -materiell
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‘(NOI‘CR'N Guidance and support  Procedures  Courses and activities News  Forindustry  Usefulinfo

About NorCRIN  ECRIN

| Procedures for clinical trials applied to the authorities
; through CTIS

CT procedures

These procedures are valid from 31 January 2022 when Regulation 536/2014 is implemented.
The procedures with accompanying appendices have been prepared to meet the mandatory
requirements described in National and International laws, regulations and guidelines for good

clinical research practice "Good Clinical Practice™ (GCP).

A flowchart of how to use the LM procedures and appendices has been prepared. You can watch a
video about the use of the flowchart.

The appendices are practical aids / guiding documents that can be adapted for use in individual
clinical trials.

Course material for handling adverse reactions / safety reporting can be found under the tab
‘courses and activities'.

For monitors: Additional relevant documents for monitors can be found here.
Corona adaptations: Special adaptations in some documents can be found here,

Ifyou find errors or omissions in any of the documents, please give us feedback via
post@norcrin.no so we can correct them as soon as possible.

"!-—l-:\i Diakonhjemmet Hospital
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Pasientgrunnlag

Alnklusjons- og eksklusjonskriterier
AEksisterer disse pasientene?

AVIKTIG! Avgjgrende del av
studieplanleggingen

>
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A Definere forskningsspgrsmal/hypotese
A Synopsis
A Finansiering
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Dedikasjon

AKliniske studier er kompliserte!

AKrever betydelig dedikasjon og utholdenhet, seerlig av
hovedutpragver/prosjektleder

AKrever stgtte fra koordinerende senter

A
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PROTOCOL SYNOPSIS

Phase of
development

Investigational
treatment strategy

Study Centres

Study organisation

Study Period

Duration
Primary objective
Secondary

ohbjectives
Endpoints

Study Design
Main Inclusion
Criteria

Main exclusion
criteria

Sample size

Hypothesis and
statistical model
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Prosjektbeskrivelse

@ Diakonhjemmet Hospital

Career fellowship - Lillegraven

M odern treatment of rheumatoid arthritis
Applicant  Siri Lillegraven, MD MPH PhD
Dept. of Rheumatology. Diakonhjemmet Hospital, Oslo

2) INTRODUCTION

This application for a career fellowship outlines five work packages (WPs) to improve modern
treatment of rheumatoid arthritis (RA) (figure 1). The proposed work aims to increase the
knowledge of how early RA and RA remission should be treated. considering both patients and
society. The project uses data from three studies and includes the main analyses of the Norwegian
multi-center randomized clinical trial ARCTIC REWIND, which assesses the effects of tapering
and withdrawal of disease-modifying antirheumatic drugs (DMARDS) in sustained RA remission.

RA Remission Sustained remission
onset

RA treatment strategies: Health economic analyses

Prednisolone bridging: A safe approach to quick improvement in disease activity?

Modern imaging in RA: Understanding the relationship between remission, subclinical inflammation and treatment
Can synthetic DMARDSs be tapered in sustained RA remission?

TNFi tapering and withdrawal in sustained RA remission

Figure 1: Conceptual illustration of the project

An introduction to RA / ’\
RA is a chronic inflammatory disease predominantly affecting Disabilty
women [3]. The main feature is joint inflammation with v
subsequent joint destruction, but the disease can also have y "'/_“‘\/
extra-articular manifestations and be associated with increased \

risk of cardiovascular disease and reduced life-expectancy [4]. % /
In early disease. disability is driven by disease activity, and /\

thus reversible with successful medical treatment (figure 2). .
RA is treated with DMARDs, which are classified as synthetic

Disease activity |

int dama Ee\»

(e.g. methotrexate. sulfasalazine), biologic (e.g. tUMOr  Figure2: Diseaseactivity, disability and
necrosis factor inhibitors (TNFi), rituximab) [3. 5, 6] or jointdamageinearlyRA[2]
targeted synthetic (e.g. janus kinase inhibitors) [3].

Modermn RA treatment and remission

The infroduction of biologic DMARDs has changed the outcome of RA. and the goal in modern RA
treatment has become to reach and sustain remission. with prevention of structural joint damage and
disability [5, 6]. Synthetic DMARD treatment is started when a patient is diagnosed, with initial
corticosteroid bridging according to current treatment recommendations [3. 5]. Although the use of
corticosteroids when initiating synthetic DMARDs is supported by considerable evidence, the
dosing, administration route and duration is debated and experts struggle to agree on a definite
recommendation [5]. RA treatment strategies now implement tight control of RA care, with a
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Ressurser

AKliniske studier er kostbart!
AAdekvat finansiering avgjgrende

ANgdvendig for & rekruttere studiesentra
A Studiepersonell
ALegemiddel
AProsedyrer (radiologi, biobanking)
AForsikring
AMonitorering

Diakonhjemmet Hospital



FOrSkningSVadet B Prekvalifisering Stiftelsen Dam
aret rundt

Tildeling Helse Sgr -@st
Tildeling Forskningsradet

Tildeling KLINBEFORSK
Tildeling Stiftelsen Dam

0 KLINBEFORSK
Sgkearet

Sykehusets fond

Sanitetskvinnene _
Utvalgte sgknader Stiftelsen Dam
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Helse Sgr-@st 2024

Tabell 3. Antall sednader inaitilt 8 stette per soknadikategor] — dhen fematick atlvoning, prioviterte onrrdder og
mseller fif beke-nmiversitetin ke,

Soknadsl : Antall varderte Antall innstilte Bebap -
soknader soknader tusen kroner
Doktorgradsstipend 205 i 34 (181 15,1%
Postdoktorstipend 101 18 20109 17,8%
."me prosjchtstatte 159 37 24 QRO 23,3%
Toval 465 Ba 149 176
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KLINBEFORSK

Antall pagaende studier koordinertihver helseregion og totalt antall
vurderte sgknader per helseregioniperioden 2016-2023

Totalt antall

Antallregionalt | vurderte

koordinerte soknader etter
Helseregion studier apenutlysning Tildelingsandel
Ser-Dst 40 (57%) 180 (62%) 22%
Vest 19 (27%) 63(22%) 30%
Midt-Norge 9 (13%) 38 (13%) 24%
Nord 2 (3%) 10(3%) 20%
Totalt 70 (100%) 291(100%) 24%

";-i-\ Diakonhjemmet Hospital
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Prosjektbeskrivelse: Metodeavsnitt

AHvordan besvares forskningsspgrsmalet best?
A RCT? Mulig bruke allerede innsamlede data?

AHva er realistisk & gjennomfare innenfor gitte rammer?
A Styrkeberegning

A NB! Viktigheten av riktig utfallsmal for & optimalisere hvor mange pasienter
man ma inkludere

A Multisenter? Fordel og ulemper

AHvordan planlegge for god datakvalitet?
A Vise forstaelse for krav om sgknad til REK, CTIS
A Plan for monitorering dersom legemiddelstudie
A Ta stilling til CRF-lgsning?

wh
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Evalueringskriterier
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