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Efficacia, sicurezza e tollerabilita dei Mabs

CIDP

Federica Ginanneschi

UOC Neurologia
Universita di Siena



P~
[\

Forum Risk Management

N\ ‘/// BT sanita 9salute]

European Academy of Neurology/Peripheral Nerve Society
guideline on diagnosis and treatment of chronic inflammatory
demyelinating polyradiculoneuropathy: Report of a joint Task

Force—Second revision

... the diagnosis of CIDP rests upon a

combination of clinical, electrodiagnostic,

and laboratory features with exclusions to
eliminate other disorders that may mimic CIDP”

Typical CIDP
All the following:

e Progressive or relapsing, symmetric, proximal and distal muscle
weakness of upper and lower limbs, and sensory involvement of at
least two limbs

e Developing over at least 8 weeks

e Absent or reduced tendon reflexes in all limbs

AREZZ0 FIERE E CONGRESSI

26-29 NOVEMBRE 2024 4 /

C CIDP g

Typical CIDP Distal CIOP MultifocalFocal CIDP Motor CIDP Sensory CIDP
Sensory + Motor Motor + Sensory Motor Sensory
Motor + Sensory distal multifocal/focal symptoms + signs symptoms + signs
symmetric Predominant in Usually asymmetric If sensory conduction If motor conduction
proximal + distal lower Embs Predominant in upper imbs studies also abnormal studies also abnormal
= molor predominant = sensory predominant

Incidenza: 3-4 casi /100.000
Maggior frequenza: 5° decade
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EAN/PNS

e Maintenance Treatment "l
Guidelines Complete
2021 High/moderate-certainty evidence rosponse Periodically reduce
crm———1 i : dosefrequency
R —— bl Restart if deteroration
P e — » Corticosteroids (usually daily oral), or (active disease)
. : xi;fas.ﬁ'&aw Consider increasing
* - nge Partial dose/frequency, or
2 response combination treatment

PROVEN EFFELTIVE TREATM ENT

exchange frequency-reducing drug g Cochrane
very low-certaint denc - Library

Immunomodulatory treatment other than corticosteroids,

INDUCTION

. _!)_._[!eor : : : : » Cyclosporine
; ; : : * MMF

""""""""""""""""""""""""""""""""" Implications for practice. \ I_'y

. CortlcosterOIds (dallv Ora|/Du ise) or + Azathioprine immunoglobulin and plasma exchange for chronic inflammatory

""""""""""""""""""""""""""""""""" | demyelinating polyradiculoneuropathy (Review)

One randomised controlled trial of azathioprine, two of interferon beta-1a (IFN beta-1a) and one of
methotrexate have been performed in chronic inflammatory demyelinating
polyradiculoneuropathy (CIDP). None showed a significant effect but none were adequate to
support or refute mild or moderate benefit or harm. Small numbers of case reports and case series
described the use of other immunosuppressant drugs, especially cyclophosphamide, ciclosporin

and rituximab, but none consistently produced sufficient improvement to recommend their use

without further research.
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Summary of general CIDP disease burden
CIDP Disease Burden — Results
of a US NatlonWIde patlent Survey e 47% of patients stopped \A.'forklng due thle
e Another 14% changed their way of working
\Time missed from work or school in the past month (e.9. changed job, reduced hours)
A. Symptoms B. Infusions IG e.v. e 24% moved to a new home due to CIDP
N . = (14% for unlikely CIDP patients)

100% 100% e 40% made changes to their current residence

90% 90% 10% (e.g., installing ramps, chair lifts)

80% 80%

0% 709 e 29% cannot go up and down stairs at a normal pace

0% 0% e 32% currently use a cane (61% have ever used one)
60% 60%
50% 50% ‘ : )
e 48% experienced all 10 symptoms queried,
40% 40% and on average, patients felt some degree
) of pain at all times, even at their best

30% 30% P! mes s |

20% 20%

10% 10%

0% 0% L — Conclusion
M 1day W 2-T days B O0Sdays W1day M 2days * The results from this US nationwide survey demonstrate that
W 12-21 days W 22-31 days 8 3days MW 4days W 25days both CIDP and commonly prescribed CIDP treatments are

associated with disease and treatment burdens that impact
school, work. and home activities

#ForumRisk19 OXO0D




,—\'
&\
Forum Risk Management

L\ /// obiettivo CEIEREANT AREZZO FIERE E CONGRESS! ' Y 4

BB u.s. National Library of Medicine

ChinicalTrials.gov

58 trial farm acologici

Im m unoglobuline

Blocc. FcRn

AntiCD 20

96 trial totali su CIDP

Blocc. Com plem ento

#ForumRisk19 OXO0D
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European
Commission

THE LANCET

Lancet Neurol. 2024 Oct;23

O AR
Safety, tolerability, and efficacy of subcutaneous efgartigimod in }?;5‘-‘ .

patients with chronic inflammatory demyelinating i D C A S NLIANA DEL TR D

polyradiculoneuropathy (ADHERE): a multicentre, randomised-
withdrawal, double-blind, placebo-controlled, phase 2 trial

Farmaci a uso compassionevole

@ Fondo Nazionale AIFA (*Fondo 5%')

#ForumRisk19 OXO0D
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Efgartigimod blocks FcRn and reduces IgG levels

* FcRn recycles IgG, extending its half-life and maintaining
serum concentration?!

e Efgartigimod is a human IgG1 Fc fragment, a natural
ligand of FcRn, engineered for increased affinity to FcRn?3

e Efgartigimod was designed to outcompete endogenous
lgG, preventing recycling and promoting IgG lysosomal
degradation without directly impacting its production?=®

— Targeted reduction of all IgG subtypes
— Noimpacton IgM, IgA, IgE, and IgD

— No reduction in albumin or increase in cholesterol levels

AREZZ0 FIERE E CONGRESSI ' /
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¢
1gG
autoantibody
| Acidified H v/
/ endosome lgG
N ’ i antibody

# g

FcRn

8

Efgartigimod

#ForumRisk19
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ADHERE: A Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial 100% Stage A Response Rates
\S’ Stage B Efficacy
adhere¥: - PU— 80% Time to First Adjusted
SSes | n
mprovement bl L1 66% 70% = 1004 INCAT Deterioration
Identify patients with Stage A: Q Stage B: Randomized-withdrawal, ‘ § tl,
active CIDP Open-label el double-blind, placebo-controlled o 60% ) ‘
g ° @ 754 [
Screening Run-in period 3 Stage B e a -
2 § 40% ® L
<4 weeks <12 weeks s12weeks B A8 weeks 0 e 504 =
CIDP diagnosis Patients need to g [ T T o < b
ey aenesewesseve | [{1{{{{ EIAUNEC RO 5 4t -
external expert worsening (based on 2B LLL L L L L LLLLL L 20% 3?
committee INCAT, I-RODS, grip Efgartigimod PH20 SC % Placebo PH20 SC weekly <
strength) after weekly g 2 25 Hazard ratio=0.39
current treatment 2 214/322 214/304 = P=0.000039
discontinued pri Stage A: :Ad: int 2 0% All patients Patients g '
rimary Endpoin 5] e Q
Percentage confirmed § Efgartigimod PH20 SC weekly who reached e 0+
Szl of clinical | i Stage B: Primary Endpoint endpoint in o L N N N I S N e o o= 4 ! !
improvement @ Time to first adjusted INCAT deterioration compared to Stage A" 0 4 8 12 16 20 24 28 32 36 40 44 48
baseli "
Stage B baseline Time (WEEkS)

Efgartigimod PH20 SC reduced the risk of relapse versus placebo
based on time to first adjusted INCAT deterioration (hazard
ratio=0.39; P=0.000039)

#ForumRisk19 MG » W vvw-forumriskmanagement.it
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Highlights from the ADHERE study:

e ADHERE met its primary endpoint (p<0.0001) demonstrating a 61% reduction (HR: 0.39
95% Cl: 0.25; 0.61) in the risk of relapse versus placebo

e 69%(221/322) of patients treated with VYVGART Hytrulo, regardless of prior treatment,
demonstrated evidence of clinical improvement, including improvements in mobility,

function and strength
e 99% of trial participants elected to participate in the ADHERE open-label extension
e VYVGART Hytrulo was well-tolerated and safety results were consistent with the known

safety profile of VYVGART in previous clinical studies and real-world use

Rapid onset of action: the median estimate was 22.0 days (15.0-23.0).
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Journal of Neurology (2022) 269:1250-1263
https://doi.org/10.1007/500415-021-10646-y  Jianian Hu et 1

REVIEW

Efficacy of rituximab treatment in chronic inflammatory demyelinating
polyradiculoneuropathy: a systematic review and meta-analysis

13 studi; 96 pazienti; durata media malattia 4.5 anni
40.3% positivi per gli Ab anti-CNTN1/NF155 (IgG4)
11/13 studi, RTX ripetuto in media dopo 6-7 mesi
Efficacia in 75% paz

DURNAL OF THE

PERIPHERAL NERVOUS SYST

inflammatory demyelinating polyneuropathy

Long-term and low-dose rituximab treatment for chronic

= 15 paz. refrattari, trattati ad 1 e 6 mesi

= 60% responder a 6 mesi
= 50% responder a 12 mesi

26-29 NOVEMBRE 2024
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Clinical Trial > J Neurol Neurosurg Psychiatry. 2024 Aug 16;95(9):838-844. Doneddu et al
Prospective open-label trial with rituximab in
patients with chronic inflammatory demyelinating
polyradiculoneuropathy not responding to

conventional immune therapies

Probability of Improvement

10

06

= 17 pazienti
1 somministrazione 1 gr x 2
16% responder a 6 mesi

02

00 .' = 92.9 responder a 12 mesi
Al Rsk 7 14 8 € ) ) 2
0 2 “ 6 8 10 12

Time (months)
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Efficacy, safety and tolerability of rozanolixizumab in patients with chronic
inflammatory demyelinating polyradiculoneuropathy: a randomised, subject-
blind, investigator-blind, placebo-controlled, phase 2a trial and open-label

tension study.
ROZANOLIXIZUMAB Et)ji:ngsgri)re}[/al. J Neurol Neurosurg Psychiatry 2024;95:845-854

® JoU: =y —

: ¢ HR (90% Cl)
Anticorpo monoclonale IgG4 s 0.97 (0.43-2.15)
che blocca il recettore FcRn a A

o 0.8
: ?
& u
SC 10 or 7T mg(KG/week S . =
IvIG or SclG responders & l H
4 T
£ : 3
E 04- : eex :
= Paz. reclutati con stabilita di malattia?
o
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o - Placebo
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Preliminary Efficacy and Safety Data from the Phase 2 Trial of
Riliprubart (SAR445088), a Humanized Monoclonal Antibody

Targeting Complement C1s, in Chronic Inflammatory
Demyelinating Polyneuropathy (CIDP)

3 N - o ‘

Lectin Alternative

. MBL \ Factor B
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ED+— l c4nc2 (&3
Phagocytosis
b ~——p Caa
lnﬂammatlon

o'.o [
C5p)— CSa
|
attract phagocytes to

(C5b-C9) MAC inflammation site

l;b‘crn’«-wuw-ao:wy( o..wﬂmm.,

Factor D

oo

C3b deposited on cell
membrane promotes its
phagocytosis

C3a and C5a anaphylatoxins
Cell Lysis
Formation of MAC on target cell

causes bursting of cell
membrane

Oral Presentation 008
Majority of participants improved or remained stable on riliprubart at Week 24

AAN 2024

(a) SOC-Treated (N=25)2 (b) SOC-Refractory (N=18)°

88% improved or remained stable 89% improved or remained stable

50% improved

44, improved

stable \. improved stable

improved

o
449 stable

12% relapsed

1

1% relapsed

39% stable

(c) SOC-Naive (N=12)¢

92% improved or remained stable

75% improved

improved

4

Ié>

8% relapsed

17% stable

Similarly, in the SOC-Refractory and SOC-Naive groups, 50% and 75% of participants, respectively, showed improvement

in response to riliprubart at Week 24

[ In the SOC-Treated group, 44% of participants demonstrated improvement after switching from SOC (IVIg) to riliprubart ]

#ForumRisk19

6XOD
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Autoimmune nodopathy

Anticorpi monoclonali (MAB)

(nodo-paranodopathies)
Contactin=
associated
protein 1

(Caspr1)

Haematological
malignancies
~_

Monoclonal gammopathies

Neurofascin
155 (NF155)

Obbiettivi di trattamento incentrati sul paziente

MGUS IgG/lgA
IgM-MAG
positive
Typical CIDP “ega“"e
(proximal & distal;
motor & sensory)

Acute-onset
CIDP

Guillain-
Barré
syndrome

Chronic immune

Pazienti Pazienti
sensory
polyradiculopathy

(CISP)

Multifocal/focal
CIDP

ﬁ & i
—_— Test farmacogenetici
—
Terapia

— p— —

Terapie differenziate

W W

ici Nessun Effetti Ogni paziente trae benefici dal
reneiicy beneficio avversi trattamento individualizzato

OXOB
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