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Program

Velkommen ved GBS-CIDP Patientforening

Thomas Harbo: Resultater fra International GBS Outcome Study
Forfriskning

Lennart Kjeer Madsen: Smerter ved GBS

Kort pause

Thomas Harbo: Opdatering p3a, hvad der sker indenfor GBS/CIDP/MMN
Afrunding ved GBS-CIDP Patientforening

rhus Universitetshospital Aarhus Universitetshospital
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Guillain Barre Syndrom.

Resultater fra International GBS Outcome Study (1GOS).
Et observationsstudie med informationer om sygdommen
fra indlaeggelse og 3 ar frem

GBS-CIDP Patientforening aftenmgde

Torsdag den 9. oktober 2025

Overlege og klinisk lektor Neurologisk Afdeling, AUH/AU
Thomas Harbo

Aarhus Universitetshospital Aarhus Universitetshospital
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Landry, Guillain, Barré & Stroll Syndrom

. Landry 1859 TRAITE COMPLET

= QOpadstigende lammelser forudgaet af feber, PARAEYSIF%
respiratorisk insufficiens og dad -

O. LANDRY,

= Guillain, Barre and Stroll (Revue Neurologiqui 1916) S
= 2 soldater i fgrste verdenskrig

» Lammelse, manglende reflekser og
rygmarvsvaeske med albuminocytologisk
dissociation PARIS

LIBRAIRIE VICTOR MASSON,
FRACE DF LfenvE-ne eioertNy

=  EAN/PNS Kkriterierne (JPNS/Eur J Neurol 2024) .
» Progredierende lammelser i arme og ben.
» Fraveerende eller afsveekkede reflekser.
= Fortsat forveerring ikke over 4 uger.

SUR UN SYNDROME DE RADICULO-NEVRITE AVEC HYPERALBUNMINOSE DU LIQUIDE
CEPHALO-RACHIDIBEN SANS REACTION CELLULATRE. REMARQUES SUR LES
CARACTERES CLINIQUES KT GRAPHIQUES DES HEFLEXES TENDINEUX,

par MM. Georces GuitLaiy, J.-A. Bamug et A. Strour.

.
7 Aarhus Universitetshospital

André Strohl

-
Jean-Alexandre Barré

Georges Guillain
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Klinisk praesentation

= Guillain Barré Syndrom (GBS) er en
autoimmun polyneuropati med akut eller
subakut debut med progression i op til 4
uger, efterfulgt af langsom restituering.

= GBS er hyppigt forudgaet af en infektion,
fx gastroenteritis eller gvre
luftvejsinfektion.

Severity

= Andre udlgsende arsager: Vacciner, ;
operation, immun check point inhibitor, S T W T . ;

ma“gn Sygdom _ Weeks Months Years

l Serum antibodies to gangliosides l

| Progression “ Plateau phase ” Recovery phase ” Disability

Aarhus Universitetshospital Aarhus Universitetshospital
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Klinisk praesentation

Respirationsmusklerne kan blive
sveekkede og ca. 20% kommer i
respirator. e —

De fleste patienter kommer sig godt, men
ca. 20% far varige som fx dropfod.

Severity

Der er en dgdelighed pa under 5% i

Danmark og andre udviklede lande med /

adgang til respirator behandling til alle \

Dgdsarsager er typisk autonom — T
dysfunktion med hjertearytmier,

komplikationer og komorbiditet som [P s el i |

| Progression I I Plateau phase | ‘

Recovery phase | | Disability

pneumoni, sepsis og lungeemboli eller
fravalg af respiratorbehandling hos
meget syge og eeldre.

Aarhus Universitetshospital

g

Aarhus Universitetshospital
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Forekomst

= GBS har en hyppighed pa 1-2 per —— ol

100.000 personer per ar (ca. 100 | 4o —m— Make
DK) =—d— Female

= Man kan fa sygdommen i alle aldre
(barndom til seniet), men der er en
stigende forekomst med hgjere alder

IR per 100,000 PY

= Der er flere maend end kvinder der far

sygdommen 1,4:1 (mand:kvinde). =TT T T T T T T
09 10-19 20-29 30-39 40-49 50-59 60-69 70-79 80-89
Age categories

» Saesonvariation med hgjere incidens i
vintermanederne (DK)

Aarhus Universitetshospital Aarhus Universitetshospital
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Typiske symptomer og objektive
fund &

o

D9

= Progredierende lammelser der rammer ben og arme
symmetrisk distalt og proksimalt. Klassisk blev det
beskrevet som opadstigende parese, dvs. det starter i @
fgdderne og spreder sig op i resten af kroppen.
Sadan er det ikke altid.

= Manglende sensibilitet og faleforstyrrelser, som kan “
veere sovende fornemmelse | haender og fadder, ‘

udstralende smerter fra rygsgijlen til arme og ben eller
breendende, stikkende og jagende nervesmerter.

= Manglende (eller afsveekkede reflekser)

= Kranienervelammelser. Hyppigst ifa.
ansigtslammelse.

Aarhus Universitetshospital Aarhus Universitetshospital
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Diagnostik

Diagnosen stilles klinisk pa baggrund af en typisk sygehistorie og objektive fund ifa.
progredierende pareser over dage (maksimalt 4 uger) og fraveerende eller afsvaekkede
reflekser. Derudover laves ofte fglgende undersggelser

Lumbalpunktur:
= Her ses typisk forhgjet protein og normalt celletal

= Det er 0ogsa en vigtig undersggelse mhp. at
udelukke differentialdiagnoser, specielt
neuroinfektion

= Forhgjet celletal og/eller normalt protein e N
udelukke ikke GBS fuid

Spinal needle is inserted
between 3rd and 4th

lumbar vertebrae.

Aarhus Universitetshospital Aarhus Universitetshospital
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Diagnostik, cont

Diagnosen stilles klinisk pa baggrund af en typisk sygehistorie og objektive fund ifa.
progredierende pareser over dage (maksimalt 4 uger) og fraveerende eller afsveekkede
reflekser. Derudover laves ofte fglgende undersggelser

NEURON

MITOCHONDRION DENDRITES

RIBOSOM

NERVE CONDUCTION STUDY o et g

Elektrofysiologisk
undersggelser:

= Tegn pa nervebetaendelse
= Myelinskeder

MYELIN SHEATH

o
D
e (s
\\\
‘\ /o‘b
g
L >

Monitor

= Nervefibre

AXON TERMINALS

T

.
7 Aarhus Universitetshospital Aarhus Universitetshospital
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Diagnostik, cont

Diagnosen stilles klinisk pa baggrund af en typisk sygehistorie og objektive fund ifa.
progredierende pareser over dage (maksimalt 4 uger) og fraveerende eller afsvaekkede
reflekser. Derudover laves ofte fglgende undersggel<er

Auto-antistoffer (blodprgve)

= Ved nogle GBS varianter kan
der pavises specifikke
antistoffer mod nervefibre
eller myelinskeder ifa.
gangliosid-antistoffer

= Nodale og paranodale
antistoffer ved svaer AIDP eller
akut onset CIDP

= NF155/186, Contactin 1
og 2, CASPR 1

.
7 Aarhus Universitetshospital

NEURON

ROUGH ENDOPLASMIC 9 d NUCLEUS

SMOOTH ENDOPLASMIC
RETICULUM

LYSOSOME

MYELIN SHEATH

/AXON TERMINALS

L2

Neurofat

NF155 transfection &

NF186 transfection
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GBS varianter baseret pa symptomer objektive
fund, neurofysiologi og antistoffer

Motor-sensory variant

= Akut inflammatorisk demyeliniserende polyneruopati (AIDP). Den
hyppigste variant i Danmark (ca. 70%).
= Elektrofysiologi demyeliniserende
= Antistoffer: Uspecifik og sjeeldent diagnostisk betydende

= Akut motor-sensory aksonal neuropathy (AMSAN), ca. 10%

= Elektrofysiologi axonal

= Antistoffer: Lidt hyppigere men fortsat uspecifik og sjeeldent diagnostisk
betydende

Motor variant
= Akut motorisk axonal neuropati (AMAN), ca. 15%.

= Elektrofysiologi axonalt
= Antistoffer: GM1a, GM1b, GD1la, GalINAC-GD1la

Aarhus Universitetshospital

.
7 Aarhus Universitetshospital
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GBS varianter baseret pa symptomer objektive
fund og antistoffer

Miller Fisher Syndrom, ca 5%
= Oftalmopleqi, arefleksi og ataxi
= ENG normalt eller uspecifikt
= CSV normal eller let forhgjet protein
= Antistoffer: GQ1b

Sjeelde varianter

= Pharyngeal-cervical-brachial

» Bilateral Facialisparese med distale pareestesier
= Pure sensory

= Pure autnonomic failure

» Bicherstaff

.
7 Aarhus Universitetshospital Aarhus Universitetshospital
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Sygdomsmekanismer

Man ved ikke hvad der forarsager GBS, men det er en autoimmune sygdom og
der er formentlig bade celluleere og antistofafhaengige sygdomsmekanismer

Ved GBS-varianten AMAN har man en forholdsvis
valid sygdomsmodel, hvor man ser et autoimmunt

respons baseret pé ”mo|ecu|ar mimicry” nerve root blood-nerve barrier nerve terminals

AMAN forudgas ofte af gastroenteritis med >

Campylobacter Jejuni nmeo‘::;nf" .
Ny Y v YV

myelin sheath  axon

Der dannes antistoffer mod lipopolysaccarider
(LPS) pa bakterien

LPS har antigene egenskaber der minder om
gangliosid molekyler pa axon og myelinskeder

. . ganglioside
som antistofferne reagerer imod

0 e,
o . . . . . ?
Der kan males anti-gangliosid antistoffer (anti- A A 4

GM1) hos patienter med AMAN ek LPS Campylobacter

jejuni
Ved AIDP og andre varianter er det
immunologiske respons ikke beskrevet

7 Aarhus Universitetshospital Aarhus Universitetshospital
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Behandling - immunmodulerende

Ved patienter som ikke er i stand til at ga uden hjeelp og har haft
symptomer i maksimalt 14 dage, er der evidens for behandling med:

Plasmaferese

3-5 plasmafereser indenfor 1-2
uger sammenlignet med
placebo

tid i respirator halveret

median tid til gangfunktion 30
vs. 44 dage

fuld remission efter 1 &r 71% vs.

52%
ikke forskel i dgdelighed

Severity

Aarhus Universitetshospital

! untico\n:gulnnt
gl

Behandling
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Behandling - immunmodulerende

Ved patienter som ikke er i stand til at ga uden hjeelp og har haft
symptomer i maksimalt 14 dage, er der evidens for behandling med:

Intravengs immunglobulin

= Der findes ingen placebokontrollerede
studier

= |VIG 2 g/kg over 5 dage vs.
plasmaferese

» Effekt som plasmaferese

=  Nemmere at administrere, feerre
komplikationer

Severity

Aarhus Universitetshospital B e n an d I I n g Aarhus Universitetshospital
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Behandling - immunmodulerende

Ved patienter som ikke er i stand til at ga uden hjeelp og har haft
symptomer i maksimalt 14 dage, er der evidens for behandling med:

Intravengs immunglobulin
= Der findes ingen placebokontrollerede studier :

= |VIG 2 g/kg over 5 dage vs. plasmaferese

= Effekt som plasmaferese

=  Nemmere at administrere, feerre
komplikationer

Bivirkninger
. Infusionsrelaterede: Forbigaende £
hvp, kvalme, tp stigning, aseptisk g
meningitis
. Anafylaxi (allergi)
. Haemolytisk anaemi, udsleet
. BT, tromboembolisk, :
hjertebelastning T L LA a2 e e i B S T B

N 1 |l
- benandiing — :
Aarhus Universitetshospital Aarhus Universitetshospital
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Behandling - immunmodulerende

Binyrebarkhormon
= Har ingen effekt som mono-terapi eller add-on
= @ger muligvis dgdeligheden

Rituximab

= Ved fulminant GBS neurofascin antistoffer (NF 155/186)
Ekstra IVIG til patienter med darlig prognose

» |ngen effekt

=  @ger tromboemboliske komplikationer

Plasmaferese og IVIG

= |ngen effekt over IVIG alene

Gentage IVIG/Plasmaferese ved behandlings relaterede fluktuationer

= Good clinical practice point

Aarhus Universitetshospital

%

Aarhus Universitetshospital
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Behandling - immunmodulerende

Gentage IVIG/Plasmaferese ved behandlings relaterede fluktuationer

= Good clinical practice point

Severity

Behandling

Aarhus Universitetshospital

Aarhus Universitetshospital
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Behandling - Understgttende

= QObservation

= Smerter

= Forebyggeblodpropper

= Respirator

= Sondeernaering

=  Kommunikation

=  Angst

= Genoptraening

= Forebyg liggesar og kontrakturer
= Etc.

Aarhus Universitetshospital Aarhus Universitetshospital
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International GBS Outcome Study

I GCS

Update for PNS website, January 9th, 2025

Aarhus Universitetshospital
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International GBS Outcome Study (IGOS)

Observationelt prospektivt studie, designet til prognostiske og comparative studier i GBS
Jacobs et al. J Peripher Nerv Syst 2017

IGOS study protocol Countries participating in IGOS (161 hospitals)

Time line (weeks)

a4+
=3
®
o
5

[]=-
SPe

Treatment data

|
0

1

Clinicaldata D
[

W DO~
S @ O- -
N @ 0O-

WO O-s
WO O-s

W EO--
N E @O

Serum samples

Nerve physiology _

Cerebrospinal fluid D

DNA, D

Current status of IGOS

* 2000 included (all severities, subtypes, variants)
* Last 3-year follow-up included in May 2024

* AIlI NCS results in database

* Biobank acute stage samples ready for use Danmark 179

AUH 84

1 GOS

.
7 Aarhus Universitetshospital Aarhus Universitetshospital
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GBS in children

Prognostic value

Anti-paranodal abs

Rasch MRC scores

1GOS-2000 cohort

Abs in co-cultures

Long-term outcome

Pain

IVIg PK/PD, albumin

Decision-curve analv5|s

1GOS
IGOS Research program 1GOS
Epidemiological Outcome measures Research
Clinical/diagnosis Electrophysiology Laboratory Treatment Prognostic models methodology
1GOS Protocol NCS protocol Big 5 infections Treatment practice mEGOS validation Ordinal analysis ]
Published in JPNS Pubiished in Clin Neurophysiol Published in Neurology Published in Neurology Published in Neurology
Regional variation EDx survey study SARS-CoV-2 studies I-SID in severe GBS EGRIS validation Machine learning ]
Published in Brain Publishedin JPNS Published in Brain Publishedin JINNP Publishedin Ann Neurol
IGOS-DK epidemiol Subtype classification Zika virus studies IVlg in mild GBS BD mEGOS validation ]
Published inJ Neurol Publishedin Eurd Neurol Published in JPNS Publishedin INNP Publishedin ACTN
Cerebrospinal fluid Serial EDx studies Anti-ganglioside abs CER proof-of-concept EGRIS improvement ]
Published in Neurology Publishedin JNNP
Cranial nerves GBS subtypes Infections 1GOS-2000 CER Imflidase I-RODS validation ]
Diagnostic value Genomic studies CER ANX005 ]

NfL

Peripherin
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{
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Data analysis (n=6)
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Proteomics

Study preparation (n=16)
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GBS in children

Prognostic value

Anti-paranodal abs

Rasch MRC scores

1GOS-2000 cohort

Abs in co-cultures

Long-term outcome

Pain

] (’*‘ m e
IGOS Research program 1GCS
Epidemiological Outcome measures Research
Clinical/diagnosis Electrophysiology Laboratory Treatment Prognostic models methodology
IGOS Protocol NCS protocol Big 5 infections Treatment practice mEGOS validation Ordinal analysis ]
Published inJPNS Published in Clin Neurophysiol Published in Neurology Published in Neurology Published in Neurology
Regional variation EDx survey study SARS-CoV-2 studies I-SID in severe GBS EGRIS validation Machine learning ]
Published in Brain Published in JPNS Published in Brain Publishedin JNNP Publishedin Ann Neurol
1GOS-DK epidemiol Subtype classification Zika virus studies IVIg in mild GBS BD mEGOS validation ]
PublishecinJ Neurol Publishedin Eurd Neurol Publishedin JPNS Publisheclin JNNP Published in ACTN
Cerebrospinal fluid Serial EDx studies Anti-ganglioside abs CER proof-of-concept EGRIS improvement ]
Published in Neurology Published in JNNP
Cranial nerves GBS subtypes Infections 1GOS-2000 CER Imflidase |-RODS validation ]
Diagnostic value Genomic studies CER ANX005 ]

IVlg PK/PD, albumin

Decision-curve analv5|s
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GBS in children

Prognostic value

Anti-paranodal abs

Rasch MRC scores

IGOS-2000 cohort

Abs in co-cultures

Long-term outcome

Pain

IVlg PK/PD, albumin

Decision-curve analysis

|l =W ey
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GBS in children

Prognostic value

Anti-paranodal abs

Rasch MRC scores

IGOS-2000 cohort

Abs in co-cultures

Long-term outcome

Pain

IVlg PK/PD, albumin

Decision-curve analysis

IGCS
IGOS Research program GOS8
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Published in Brain Published in JPNS Publishedlin Brain Publishedin JNNP Publishedin Ann Neurof
1GOS-DK epidemiol Subtype classification Zika virus studies IVIg in mild GBS BD mEGOS validation }
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A JOURNAL OF NEUROLOGY

Regional variation of Guillain-Barré syndrome
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A JOURNAL OF NEUROLOGY

Regional variation of Guillain-Barré syndrome

Alex Y. Doets,"* Christine Verboon,"* Bianca van den Berg,"* Thomas Harbo,?

David R. Cornblath,® Hugh ). Willison,* Zhahirul Islam,® Shahram Attarian,®

Fabio A. Baz\rrcvscv,7 Kathleen Bateman,u Luana Benedetti,'; Peter van den Bergh,w

Carlos Casasnovas,'' Guido Cavaletti,'? Govindsinh Chavada,® Kristl G. Claeys,'3'”
Efthimios Da\rdicn:is,I5 Amy Davidson," Pieter A. van Dcvorn,I Tom E. Feasby,'°

Giuliana Gezllassi,I7 Kenneth C. Gorson,m Hans-Peter Hart:ung,I9 Sung-Tsang Hsieh,10
Richard A.C. Hughes,“ Isabel llla,?? Badrul Islam,® Susumu Kusunoki,?* Satoshi Kuwabara,?*
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Patient forlgb de
farste 52 uger

Week 52 (1 = 656) - 35 33 18 E
Week 26 (n = 696) 1 = 22 2 (] 0: Healthy state
(] 1: Minor symptoms, able to run
Week 4 (n=772) 1 5 - = - B [ 2: Able toyvg:lll)k unaided
n [ 3: Able to walk 10m with help
Week 2 (n=783) 1 12 25 26 S8 [ 4: Bedridden or chairbound
I 5: Mechanically ventilated
Week 1 (n=852)1 8 21 34 IS B 6: Dead
Entry (n =921) 4 20 47 9

0 20 40

Proportion of patients (%)
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A JOURNAL OF NEUROLOGY

Regional variation of Guillain-Barré syndrome

Alex Y. Doets,"* Christine Verboon,"* Bianca van den Berg,"* Thomas Harbo,l
David R. Cornblath,® Hugh ]. Willison,* Zhahirul Islam,® Shahram Attarian,®

Fabio A. Bezlrrvoscn,7 Kathleen Bateman,u Luana Benedetti," Peter van den Bergh,ID
Carlos Casasnovas,'' Guido Cavaletti,'? Govindsinh Chavada,® Kristl G. Claeys,”'”
Efthimios Dardicn:is,I5 Amy Davidson,4 Pieter A. van Dcu:nrn,I Tom E. Feasby,'b

Giuliana Galassi,'” Kenneth C. Gorson,'® Hans-Peter Hartung,'? Sung-Tsang Hsieh,?° A s
Richard A.C. Hughes,“ Isabel llla,?? Badrul Islam,® Susumu Kusunoki,?? Satoshi Kuwabara,>
Helmar C. Lehmann,15 James A.L. Miller,u Quazi Deen Mohammad,n Soledad Monges,m T0%

Eduardo Nobile Orazio,?® Julio Pardo,?® Yann Pereon,’' Simon Rinaldi,? Luis Querol,??

Stephen W. Reddel,?* Ricardo C. Reisin,’? Nortina Shahrizaila,>® Soren H. Sindrup,]r’ g 6%
Waheed Waqar,” Bart C. jacobs"“ and the IGOS Consortium® iy
£ 50%
a
]
=
5 4%
s
] ] | -
E. 30%
INISKE varianter *
B
20%

10%%

og forudgaende

infektioner fordelt °-
pa verdensdele

A

% 4

Propartion of patlents (%)
e
Z

0

F<0.001

6%

Sensorimotor

P=0.001

URTI

P = 0001

6%

Pure motor

£ =0.060

Gastroenteritis

Europe/Americas (n = 562)
®  Asia without Bangladesh (n = 63)

®  Bangladesh (n = 107)

P <0001 P=0.018

22%

MFS Other

Furope/ Americas (i = 652)
®  Asia without Bangladesh (n = 69)

® Bangladesh {n = 121}

P = 0008 P = 0039

34%

19%

Other None
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IGOS database som GBS model til fremtidige

Trials, controls

|
|

Q

behandlingsstudier

1GOS-2000 cohort

|

|

|

Clinical presentation, variants, diagnosis
Electrophysiology

Preceding events

Genetic polymorphisms

Antibodies (glycolipids, paranodal, other)

NfL, biomarkers, proteomics, multiomics

Treatment

Clinical course and outcome

arhus

Universitetshospital

1 GOS
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IGOS database som GBS model til fremtidige
behandlingsstudier

Vg

HANSA“

Ourcompany v Focusareas v Science v Medicines v  Investors v Media

Hansa Biopharma announces
positive full results from 15-
HMedldeS-09 Phase 2 study and
comparative analysis of imlifidase in
patients with Guillain-Barré
Syndrome

Lund, Sweden, 17 December 2024, Hansa Biopharma, “Hansa" (Nasdaq Stockholm: HNSA), today
announced positive full results from the 15-HMedIdeS-09 single arm Phase 2 study of imlifidase, a first in
class IgG cloaving enzyme, in Guillain-Barré Syndrome (GBS) and an indirect treatment comparison of
the 15-HMedIdeS-09 study data to the International Guillain-Barré Syndrome Outcome Study (IGOS), a
worldwide prospoctive study by the Inflammatory Neuropathy Consortium on prognosis and biomarkers
of GBS,

Data from the 15-HMedIdeS-09 study demonstrated that severe GBS patients treated with a single dose

biosciences

ABOUT SCIENCE PIPELINE INVESTORS & MEDIA

NEWS RELEASE DETAILS

ANNEXON ANNOUNCES POSITIVE TOPLINE RESULTS FROM REAL-
WORLD EVIDENCE STUDY COMPARING ANX005 TREATMENT TO
INTRAVENOUS IMMUNOGLOBULIN (IVIG) OR PLASMA EXCHANGE
(PE) INAMATCHED PATIENT COHORT FOR THE TREATMENT OF

GUILLAIN-BARRE SYNDROME (GBS)

December 16, 2024 at 7:30 AM EST

Real-World Evidence Study Strengthens the Body of Evidence Supporting ANX005 for Treatment of GBS & PDF Version
ANXO005 Phase 3 Population Was Matched 1:1 on Prespecified Criteria with Patients in International GBS Outcomes Study (IGOS)

Matched Cohort Study Showed Early and Greater Benefits of ANX005 over IVIg or PE in Muscle Strength and Functional Outcomes Across
Multiple Measurements

Conference Call and Webcast Today at 8:30 a.m. ET

BRISBANE, Calif., Dec. 16, 2024 (GLOBE NEWSWIRE) — Annexon, Inc. (Nasdaq: ANNX), a biopharmaceutical company advancing a late-
stage clinical platform of novel therapies for people living with devastating classical complement-mediated neuroinflammatory diseases

.
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>
16OS

Home IGOS study GBS Collaboration Publications Members News

www.igosresearch.com

« To domaener:

« Offentlig tilgeengelig

» For members only New IGOS website launched

March 8, 2024 - The IGOS Coordinating Team is thrilled to announce the launch of our new IGOS website! Our website serves as an information hub for all IGOS-related
matters, providing details on study design, recent publications, ongoing research, and opportunities for collaboration. We value your input and invite you to share any
feedback or ideas to help us enhance our website. Feel free to reach out via email at gbsstudies@erasmusmc.nl,

« Formal:

« Atinformere om studie .
resultatern lgbende International GBS

Outcome Study

1GOS

The International Guillain-Barré Syndrome Cutcome Study (1GOS) started in May 2012,
including 2000 patients with Guillain-Barré Syndrome (GBS) from 21 countries across
° Powe r po | nt SI |d es 5 con.tments.. All patients diagnosed with GBS are includad, independent of age,
severity, variant, treatment and course. IGOS is tha largest real-world database on GBS
worldwide containing clinical data, biomatenial, electrophysiology and guestionnaires

° Ikke til at indsa m Ie e"er dele on patient-reported outcome measures. Data are collected at standardized timepoints

for up to thrae years after hospital admission. We expect to finalize follow-up in May

d a t a 2024,

« Adgang til at ansgge om eller
foresla nye projekter

Countries that participate in IGOS

4
7 Aarhus Universitetshospital Aaliius Ullivel sitcwsnuspilal



midt

regionmidtjylland

USA

UK
Bangladesh
Italy
Denmark
Spain
Germany
Argentina
Japan
Malaysia
Canada
France
Belgium
Taiwan
South-Africa
China
Australia
Greece
Brazil

Switzerland
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Opdatering pa, hvad der
sker indenfor
GBS/CIDP/MMN
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Hvorfor har vi behov for ny behandling

Guillain Barré Syndrom
» Pta. IVIG og Plasmafere

» Langvarig sveere, invaliderende og indleeggelseskraevende
symptomer

= Betydelige varige mén ved 20 %

CIDP

» Kan behandles med immunglobulin, plasmaferese og binyrebarkhormon
» Forbundet med bivirkninger
= Effekt ved 85%

» Delvis effekt, vedvarende symptomer pta. behandling og
behandlingen kan veere livslang

MMN

= |Immununglobulin er eneste behandlingsmulighed

Aarhus Universitetshospital Aarhus Universitetshospital
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Hvorfor er det sveert at introducere ny
behandling

» Sjeeldne og ultra sjeeldne sygdomme
= Der er ingen dyremodel til radighed
= Der eringen gode biomarkgrer til at

vurdere effekt | JL_

» Patienter og leeger er bekymret for at
stoppe immunoglobulin behandling
ifm. studiedeltagelse.

» Sygdomsmekanismer er uklare

Aarhus Universitetshospital Aarhus Universitetshospital



midt

regionmidtjylland

Sygdomsmekanismer

Autoimmune " T Periphers! nervous system
rammer de 5 (TN complement deposited
perifere nerver, | Yal' AT Pe sy
men ukendt .
immmunmekani S S
sme og ingen )
. - Recruitment of resident
identificerede macrophage o inammatory FeR
. N
biomarkgrer i
.o Y Autoantibody binding to
o' Y the node of Ranvier
. Complement fixation-
Forskellige 14 Tk Antibody binding to C3
sygdomme og complement, cytokines,
. [ chemokines, immunoglobuling
varianter, . Y MAC C5b-0

korresponderer .. Y
med forskellige
mekanismer

N Y
Q/ g f@' :f

Fam. to unknown antigen

Schwann cells
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Fremtidig behandling - GBS
ANX-005, anti-Clq

» Fase 3 studie med signifikant effekt overfor placebo, specielt meget hurtigt
indseettende bedring af symptomer

= Matched Cohort Study med bedre effekt end IVIG/Plasmaferese
= Forventer at indsende ansggning til EMA godkendelse 1. halvar 2026.
= Abner studie i Arhus ultimo 2025.

Imlifidase, IgG cleaving enzyme

» Fase 2 studie. Matched Cohort Study. Imlifidase+IVIG sammenlignet med
Placebo+IVIG.

= Signifikant effekt, specielt meget hurtigt indsaettende bedring af symptomer

7 Aarhus Universitetshospital Aarhus Universitetshospital
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Fremtidig behandling — GBS

Anti-complement

Lectin Pathway

MASP
MASP2 Immune cell
. recruitment
Classical Pathway

@ Membrane
cts Damage

Alternative Pathway \ D|rectlcled t|tmrr||(une
@ cell attac

.
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Fremtidig behandling — GBS

Immunglobulin klgvende enzym

Imlifidase cleaves IgG at the hinge region

\/

Il \V//
A\
\ Il

\ /4 b
\ ! / e 4 hr.s-afteer
2 hrs after , imlifidas
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|
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CIDP en sjeelden, immunmedieret Polyneuropati

Y Disease characteristics ~N

= CIDP er en inflammatorisk demyeliniserende
neuropathy som resulterer i distal/proximal lammelse
0g sensoriske tab og faleforstyrrelser

= Store myeliniserede fibre rammes
= Symptomer pa CIDP forvaerres over minimum 8 uger
» Hyppigheden er dobbelt sa stor ved meend

» Sjeelden sygdom 2.81 cases per 100,000 persons

- Hallmark signs and symptoms \

Symmetrical and Paresthesia
asymmetrical
symptoms
Areflexia/ Motor and/or
hyporeflexia sensory loss
Distal limb Proximal limb

weakn ess\ weakness

Progressive weakness,

\ disability,> and impaired QoL16 )
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CIDP Varianter

| Distal Multifocal Pure motor Pure sensory
Distal acquired degﬁj“gatmg Lewis-Sumner or Chronic immune sensory
symmetric or MADSAM polyradiculopathy
Aarhus Universitetshospital Aarhus Universitetshospital
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Behandling

IVIg er steerkt anbefalet til initiering og vedligeholdelsesbehandling af
CIDP.

SClg er steerkt anbefalet til vedligeholdelsesbehandling af CIDP uden
preeference for enten 1VIg eller SClg.

Plasmaferese er steerkt anbefalet til behandling af CIDP. Forudseetter god
vaskulaer adgang og specialudstyr.

Binyrebarkhormon er steerkt anbefalet til behandling af CIDP, men langtids
behandling er associeret med betydelige bivirkninger og komplikationer. |
praksis undga mere end 6 mdr.

Other treatment (Good Practice Points)

- Azathioprine, mycophenolate mofetil, eller ciclosporin kan overvejes som
immunoglobulin eller corticosteroid-sparende behandling af CIDP

- Cyclophosphamide, ciclosporin, ellerr rituximab kan overvejes som behandling
af patienter som er refrakteere til bevist effektiv behandling (1VIg,
binyrebarkhormon og plasmaferese)

Vo4

Aarhus

Universitetshospital Aarhus Universitetshospital
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Behandling, fremtiden

FcRn blokerende behandling, et praeparat er godkendt i USA og Europa
(Endnu ikke taget | brug i Danmark)

Aktivt studie i Kgbenhavn

= Anti-complement:
Flere studier i gang pa AUH og RH

= Immunglobulin subcutan i hgjere concentration
Studie AUH og RH

= Anti B-celle behandling

Rituximab (anti-CD20)

Anti-CD19 under udvikling

Aarhus Universitetshospital Aarhus Universitetshospital



Behandling, Efgartigimod, FcRn blokade
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Efgartigimod alfa and
fewer IgG antibodies
are recycled back into
the bloodstream?

Efgartigimod alfa
binds to FcRn,
competing with IgG12
FcRn-bound
complexes are
rescued from cellular
degradation
pathways??

Unbound IgG
antibodies enter the
lysosomal degradation
pathway?2

Acidified
endosome

'

IgG
antibody

T

A

141
Efgartigimod
alfad

4
7 Aarhus Universitetshospital

Aarhus Universitetshospital



midt

regionmidtjylland

Behandling, fremtiden

= Anti-complement: 2 studier i gang bade AUH og RH

= Patienter med CIDP som har veesentlige symptomer og handicap pta.
behandling med immunoglobulin eller binyrebarkhormon.

= Lodtraekningsstudie i1 fase 3 hvor

= Aktiv studiebehandling sammenlignes med IVIG, hvis i behandling

= Aktiv studiebehandling sammenlignes med placebo, hvis ikke respons pa tidligere
behandling

« Efterfglgende abent studie, hvor man far studiebehandling

.
7 Aarhus Universitetshospital Aarhus Universitetshospital
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Multifocal Motor Neuropathy

® Autoimmune sygdom
Effekt af IVIG
anti-GM1 ganglioside antibodies
Motorisk nerveledningsblok udenfor tryksteder

Fortykkede nerver i plexus brachialis ved MR/UL
® Ultra sjeelden, preevalens 1:100,000 personer

" Ca. 3 gange hyppigere ved maend end
kvinder

- HY)IOpigt symptom debut 35-45 &r (range 20-
70

.
7 Aarhus Universitetshospital Aarhus Universitetshospital



midt

regionmidtjylland

Multifocal Motor Neuropathy

Kronisk, langsomt progredierende |
et stepvist multifokalt mgnster.

Multifokal asymmetrisk, falger
distribution af enkelte nerver klinisk
og elektrofysiologisk.

Distal predominant, naesten altid
afficerende heaender, men ikke
ekslusivt.

muskel atrofi er prominent og der ses
ofte kramper og fasciculationer og
forveerring ved kuldepavirkning.

Ingen sensoriske symptomer.
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MMN, Behandlingsmuligheder

Immunoglobulin er den eneste
medicinske behandling der er
bevist effektiv ved MMN

= |ntravenous administration r‘
(IVIG)

"  Subcutaneous administration *
(SCIG)
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MMN, Fremtidig

anti-complement
" To active studier, RH og AUH
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