bocter Study Design of Intravenous Efgartigimod in Children With Generalized Myasthenia Gravis
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INTRODUCTION DESIGN
Efgartigimod Mechanism of Action: Blocking FcRn * The primary aim of this study is to confirm the age-appropriate dose of intravenous efgartigimod and provide (model-predicted) evidence for the treatment response
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* Efgartigimod is a human IgG1 Fc fragment, a natural ligand of FcRn, ' '
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Generalized Myasthenia Gravis in Children: an IgG-Mediated Autoimmune Disease*® R - L
Efgartigimod IV infusion

* sMG is a rare, chronic, neuromuscular autoimmune disease mediated by pathogenic IgG autoantibodies that cause debilitating A Visit
and pOtentia”y Iife-threatening mUSde WeakneSS4 Patients who complete Part A but do not rollover to Part B may
be replaced by new patients who can start immediately in Part B. )
* IlgG autoantibodies against AChR have been identified in children with gMG (50%—71% in prepuberty, 68%—92% after puberty)® Enrollment of the — PK/PD Modeling | | |
2 to <12-y age group To confirm the age-appropriate dose for the 12 to <18-y age group and to predict the age-appropriate dose for the 2 to <12-y age group

* |G autoantibodies are directly pathogenic in gMG, causing failure of neuromuscular transmission by targeting receptors and
proteins of the neuromuscular junction®

* The medical need for effective and safe treatments for gMG in children remains high, owing to the limited options and lack of

studies focusing on this age group® Primary Endpoints SUMMARY
Efgartigimod Has Been Shown to Effectively Reduce IgG Antibodies in Clinical Studies in Adults* . :
Pharmacokinetics Pharmacodynamics
In the phase 3 trial (ADAPT Trial, NCT03669588, n=167) IV infusion of 10 mg/kg efgartigimod in a treatment cycle » Efgartigimod concentrations as input for 5000 * PD parameters as input for PK/PD . -
of 4 weekly infusions demonstrated clinical efficacy compared with placebo and was generally well tolerated in AChR-Ab+ PK/PD modeling analysis including: Hmlm\hl modeling analysis: p Open-label, uncontrolled trial to evaluate PK, PD, Safety, and clinical response of
patients®: _ Clearance _ Total IgG levels efgartigimod in children aged 2 to <18 years with gMG
MG-ADL responders in cycle 1: 68% vs 30% placebo (P<.0001) QMG responders in cycle 1: 63% vs 14% placebo (P<.0001) — Volume of distribution — Anti-AChR-Ab levels
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(68%) (30%) (63%) (14%) Secondary and Additional Endpoints ADAPT JR will determine age-appropriate dosing and safety of efgartigimod and
provide evidence for the treatment response in children and adolescents aged 2 to
KEY ELIGIBILITY CRITERIA ) | N <18 MG
Safety, tolerability, and Efficacy (age-dependent) based on: Additional PK and PD ye€ars withn g
Inclusion cri:eria | . Exclu:iondc;iteria f d | . Immunogenicity based on: * Daily function: MG-ADL * Serum levels of efgartigimod
* Patients aged 2 to <18 years (12 to <18 years in the US * Confirmed diagnosis of MGFA disease class |, IVb, and V . : :
e Confirmed diagnosis of gMG, MGFA disease class ll, lll, IVa with the * Active or chronic infection at screening Incidence and Severlty of AEs ° Strength: Ql\/lG * Cha nge from baseline in IgG
presence of AChR-Ab * History of malignancy? * Incidence and prevalence of | and anti-AChR-ADb levels :
* On stable concomitant gMG therapy of adequate duration before e Received a live or live-attenuated vaccine <28 days before screening antidru antich;dies * QoL and fatigue: EQ-5D-Y and Recruitment is Ong()ing 6 patlents agEd 12 to <18 years dre already
sc]rceenmg and documented unsatlsfacjcé)ry responsleh(e;‘flcacy and/or e Received a thymectomy <3 months before screening or performed during the trial period 5 NeuroQol Pediatric Fatigue Score pa rticipating in the Study
;Sr?h(ie;?/t)otrz Immunosuppressants, steroids, or acetylcholinesterase * Use of an investigational product within 3 months or 5 half-lives, monoclonal antibody within e Cha nge in protective Ab titers to . . fOr 2- tO <12-year age group
6 mon’Fhs of first efgartigimod dose, or IVIg or plasma exchange within 4 weeks before vaccines received prior to or * Detailed neurologlcal assessment:
screening . P in children <6y
* Total IgG levels below the lower limit of normal for age and sex durlng the study

AParticipants may be included if they have adequately treated basal cell or squamous cell cancer, carcinoma in situ of the cervix or breast, or incidental histological findings of prostate cancer.

ABBREVIATIONS
Ab, antibody; AChR, acetylcholine receptor; AChR-Ab, AChR antibody; AE, adverse event; EQ-5D-Y, EuroQoL 5-dimension QoL instrument for youth; FcRn, neonatal Fc receptor; gMG, generalized myasthenia gravis; IgG, immunoglobulin G; IV, intravenous; MG-ADL, Myasthenia Gravis Activities of Daily Living; MGFA, Myasthenia Gravis Foundation of America; NeuroQol, QoL in neurological disorders; PD, pharmacodynamics; PK, pharmacokinetics; QMG, Quantitative Myasthenia Gravis; Qol, quality of life.
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