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BACKGROUND

Efgartigimod Blocks FcRn and Reduces IgG Levels FIGURE 1 Efgartigimod Mechanism of Action56-11
e CIDP is an autoimmune, inflammatory, demyelinating neuropathy resulting in Efgartigimod outcompetes endogenous IgG antibodies and pathogenic autoantibodies for binding to FcRn,
distal/proximal weakness and/or sensory deficits, with a high treatment burden’ due to increased affinity to FcRn
* FcRn recyc|e5 lgG antibodies, saving them from |y5050ma| degradation and e FcRn-bound efgartigimod, IgG antibodies, and pathogenic autoantibodies escape cellular degradation
resulting in IgG antibodies having the longest half-life and being the most o Remaining unbound IgG antibodies, pathogenic & 3
abundant ot a A autoantibodies, and efgartigimod are 4
bund fall Ig>”’
L. . . . . L degraded in the lysosome
* Efgartigimod is an IgG1 antibody Fc fragment engineered for increased affinity for
FcRn compared with endogenous IgG, and is uniquely composed of the only part o Fczn-bO:nd efgartigimoo:; 'gG antibodies, ‘
. . 6 and pathogenic autoantibodies are
of the IgG antibody that normally binds FcRn recycled back into circulation p
* Efgartigimod selectively reduces IgG by blocking FcRn-mediated 1gG recycling ° o °
without impacting antibody production, reducing albumin levels, or affecting ’

other parts of the immune system®?2 (Figure 1) Efgartigimod

IgG antibodies

IgG autoantibodies

Efgartigimod PH20 SC is a coformulation of efgartigimod and rHuPH20,
which allows for rapid (30-90 s single injection) SC administration®:1© FRn

STUDY RATIONALE
* Inthe ADHERE trial (NCT04281472), efgartigimod PH20 SC demonstrated a significant, * Inthe ADHERE trial, 38.7% (63/163) of participants had a >1-point aINCAT score
clinically meaningful benefit in participants with CIDP, regardless of prior CIDP therapy!? decrease at stage A last assessment from run-in baseline
* Participants who received CIDP treatment within 6 months of entering ADHERE were required * Disease worsening before starting efgartigimod treatment was specific to the
to withdraw these treatments and show disease worsening during a treatment-free run-in ADHERE trial design and not part of clinical practice; research on the transition
period before receiving efgartigimod PH20 SC for <12 weeks (stage A)1? from IVIg to efgartigimod PH20 SC without disease worsening is needed
* The frequency of aINCAT score changes from run-in baseline to stage A last assessment in the * This phase 4 study will assess the transition to efgartigimod PH20 SC treatment
ADHERE trial is shown in Figure 2; 63 out of 127 participants had a >1-point aINCAT score 1 week after the last IVIg infusion in adults with CIDP (Figure 3)
decrease at stage A last assessment from run-in baseline * Initiating treatment with efgartigimod PH20 SC 1 week after the last IVIg infusion
v ~ was selected as:
FIGURE 2 Frequency of aINCAT Score Changes From Run-in Baseline — Delay between the last IVIg infusion and the beginning of efgartigimod PH20
to Stage A Last Assessment in the ADHERE Trial SC treatment could increase the chance of patients experiencing disease
worsening
e :1t7% _— 13 outof 19 — Switching from IVIg to efgartigimod PH20 SC too early can be considered a
; ;p'f,',ﬁ";‘;;& ? \ g;rgg:ﬂigmgi‘ia waste of 1VIg, or may interfere with a perceived benefit of IVIg
zg;rgsetase at ~ scoreincrease at — Bulk of IVIg exposure occurs in the first week after infusion, with total IgG
assessment (n=19) Ztsiiisﬁ\nlzrifrom levels initially peaking after infusion and then declining by 50% within
stage A baseline 2-4 daysl3
— Assuming pathogenic IgG levels follow total IgG levels, reduction of pathogenic
10.4% IgG levels occurs mostly during first week after IVIg infusion
Participants with 1-point aINCAT score L. . . ) .. .
increase at stage A last assessment (n=17) — Preclinical interaction studies showed efgartigimod rapidly reduced 1gG when
administered 3 days after IVIg
\ /
STUDY DESIGN
Screening (<3 Weeks 4 : : b
4 ) FIGURE 3 Phase 4, Open-Label, Single-Group, Multicenter Study (NCT06637072)
v/ KEY INCLUSION CRITERIA in ~25 Participants With CIDP®
21‘8‘ years old at the time off:”o‘rIsent X Home or on-site study visit A On-site study visit
CIDP or possible CIDP diagnosis according to 1week | 12 weeks = 4 weeks —

criteria from EAN/PNS? |

Being treated with IVIg (0.5-2 g/kg) every 3—6 weeks, } Last IVIg dose ———» Safety follow-up
on a stable dose and dosing interval for 23 doses

at the time of screening [ [ [ |

I I I |
o . ‘ WEEK 0 1 2 3 4 5 6 7 8 :9 10 11 12
If receiving oral corticosteroids, treatment must have been at a :
dosage of <20 mg/day (or <40 mg every other day) at a stable A A A I A
dose for 21 month before screening :
X X X X X X'X X X X
Nonsteroidal immunosuppressive therapy allowed if received :
at a stable dose for 23 months before screening (. TTmTmTo==== A --—--—----- A
Participants <7 days of last 4 weeks
who discontinue efgartigimod (£2 days)
“This study began in December 2024 and is scheduled to conclude in September 2025. befO re Week 12 dose after prior ViSit
Y  KEY EXCLUSION CRITERIA
4 N\
Medical condition interfering with CIDP assessment . . .
or putting the participant at risk — Primary Endpoint Secondary Endpoints
History of malignancy unless considered cured by adequate
treatment with no evidence of recurrence for 23 years
History of myelopathy or evidence of
vvvvvvvvvvvvvvvv Central demyellnatlon Proportion Of participants Patient_Reported Outcomes Safety and
Pregnancy or lactating state who begin treatment with efgartigimod and Treatment Satisfaction Tolerability
"""""""""""""""""""""""" PH20 SC within 1 week after stoppin inci
Total IgG concentration <4 g/L within 1 w ' 'p'pl g Actual values and changes from Adverse events (incidence and
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, IVIg therapy and are still receiving baseline in EQ-5D-5L, PGI-C, severity), laboratory test results,
Treatment with SClg efgartigimod PH20 SC at the end of the PGI-S, and TSQM-9 over time vital sigh measurements, and
"""""""""""""""""""" 12-week treatment period i
Anti-CD20 or anti-CD19 antibody received <6 months before > SIBEITEEEIE e Esie
screening, mAb (other than anti-CD20 or anti-CD19), PLEX, and live L )

or live-attenuated vaccine received <4 weeks before screening

O KEY TAKEAWAY

This phase 4 study will evaluate the transition to efgartigimod PH20 SC 1 week after the last IVIg infusion in patients with CIDP
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aINCAT, adjusted Inflammatory Neuropathy Cause and Treatment; CIDP, chronic YMH: Nothing to disclose; JTG, JB, AR, EH, 1. Cox ZC, Gwathmey KG. Clin Geriatr Med. 2021;37:327-45. 2. Van den Bergh PYK, et al. Eur J Neurol. 2021;28:3556—83.
inflammatory demyelinating polyradiculoneuropathy; EAN, European Academy of ADR, GI, KA, BVH: employees of argenx. 3. Gorson KC. Ther Adv Neurol Disord. 2012;5:359—73. 4. Brun S, et al. Immuno. 2022;2:118-31. 5. Ward ES, Ober RJ.
Neurology; EQ-5D-5L, EuroQol 5-dimension 5-level; Fc, fragment crystallizable; This study is sponsored by argenx. Medical Trends Pharmacol Sci. 2018;39:892-904. 6. Ulrichts P, et al. J Clin Invest. 2018;128:4372-86. 7. Vidarsson G, et al.

FcRn, neonatal Fc receptor; Ig, immunoglobulin; IVIg, intravenous immunoglobulin; writing support was provided by Envision Front Immunol. 2014;5:520. 8. Guptill JT, et al. Autoimmunity. 2022;55:620-31. 9. Locke KW, et al. Drug Deliv.

mAb, monoclonal antibody; PGI-C, Patient Global Impression of Change; PGI-S, Pharma Group, funded by argenx. The 2019;26:98-106. 10. VYVGART HYTRULO. Prescribing information. argenx; 2024. https://www.argenx.com/product/
Patient Global Impression of Severity; PLEX, plasma exchange; PNS, Peripheral Nerve authors gratefully acknowledge the study vyvgart-hytrulo-prescribing-information.pdf. Accessed April 10, 2025. 11. Roopenian DC, Akilesh S. Nat Rev Immunol.
Society; QW, once weekly; rHuPH20, recombinant human hyaluronidase PH20; participants and investigators involved. 2007;7:715-25. 12. Allen J, et al. Lancet Neurol. 2024;23:1013-24. 13. Allen JA, et al. J Peripher Nerv Syst. 2018;23:78-87.

SC, subcutaneous; SClg, subcutaneous immunoglobulin; TSQM-9, Treatment Satisfaction
Questionnaire for Medication — abbreviated 9-item version.
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