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INTRODUCTION RATIONALE SUMMARY
Efgartigimod Mechanism of Action: Blocking FcRn = MG is a rare, chronic, neuromuscular autoimmune disease mediated by pathogenic IgGs that ADAPT OCULUS is a randomized, double-blind, placebo-controlled study
= FcRn recycles IgG antibodies and albumin. This recycling and salvage from lysosomal degradation target components of the NMJ, resulting in reduced neuromuscular transmission and subsequent : : ’ ’ ..
results in IgG antibodies having the longest half-life and being the most abundant of all debilitating muscle weakness®° evaluating the efficacy and safety of subcutaneous (SC) efgartigimod

immunoglobulins’-3 = MG can manifest as focal weakness, with ocular symptoms being the most common focal coformulated with recombinant human hyaluronidase PH20 in oMG

presentation, which can include fluctuating ptosis, diplopia, and eye closure weakness with intact

. » Efgartigimod is an IgG1 antibody Fc fragment that has been engineered for increased affinity to i f 1113
‘ FcRn, and is uniquely composed of the only part of the IgG antibody that normally binds FcRn' buptiiary Tetiexes Thi h 3 trial will ide i rtant dat the effi d safetv of
automibody o _ . _ _ _ _ _ » Of patients with MG who initially presented with ocular symptoms (either ptosis or diplopia), up to IS pnase AWl provideiiinportant daia ofitheieriicacy aia salety o
w = Efgartigimod selectively reduces 1gG by blocking FcRn-mediated 1gG rec¥gllng without impacting 80% subsequently developed gMG™" efgartigimod PH20 SC prefilled syringe in the treatment of oMG, including
. antibody production, albumin levels, or other parts of the immune system - Anti-AChR antibodies are found in 40% to 77% of patients with oMG* patients early in their disease course
antibody - . e . . . . . .
% ¢ Eigartigimod PH20 SQ IS4 coformulatl_on of efga_rtl_glmo_d and recombinant hlér7nan hyaluronidase = Treatment for patients with oMG predominantly consist of off-label drug use and efficacy has not
© PH20 (rHUPH20), which allows for rapid SC administration of larger volumes® been proven for immunosuppressive treatments such as corticosteroids and NSISTs15.16
eRn » PK/PD modeling and phase 3 data (ADAPT-SC) have demonstrated that 4 once-weekly Esti - . .
- - - im rim mpletion :
gy 6 administrations of 1000 mg efgartigimod PH20 SC and 10 mg/kg efgartigimod IV result in _ Recruitment is ongoing QfltZOgtSed P ary completio date
Acidiied . omnos comparable decreases in IgG levels®s To evaluate the efficacy and safety of subcutaneous (SC)
< OBJECTIVE efgartigimod coformulated with recombinant human
| ] hyaluronidase PH20 in participants with oMG
DESIGN ENDPOINTS
INCLUSION CRITERIA
Adult participants diagnosed with MG with consistent clinical features and confirmed b < » ADAPT OCULUS (ARGX-113-2315) TRIAL DESIGN Al
= Adu ici | Wi Wi i ini u | y e . A ) ) o . :
documentation and supported by Odeto l Phase 3, Randomized, Double-Blinded, Placebo-Controlled, Parallel-Group Trial With Efgartigimod PH20 SC in oMG MGII (PRO) ocular score change from baseline to Day 29 in part A
Abnormal neuromuscular transmission myasthenia Total anticipated enroliment:
(historical or during screening) gravis study Approximately 124 oMG participants with confirmed diagnosis SECONDARY ENDPOINTS
. reviewed by MG Diagnostic Adjudication Committee?
Seropositivity for AChR-Ab AND

Part A T Key Secondary Endpoints (Hierarchical Testing)
History of positive edrophonium chloride test (<2 yéars) = MGII (PRO+PE) ocular score change from baseline to Day 29 in part A
or demonstrated improvement in

MG signs® - Efgartigimod PH20 SC (PFS)P = MG-ADL ocular domain score change from baseline to Day 29 in part A

= MGFACclass | = Multiple cycles = MGII total score change from baseline to Day 29 in part A
= MGII (PRO) ocular score 26 with at least 2 ocular items with a score of 22 at screening _‘ﬁ Y Y U o Other Secondarv Endpoints

and baseline = Efgartigimod PH20 SC (PFS)b ry P

(@) + 1 .

= On a stable dose of MG therapy prior to screening (AChEI, CS, NSISTs; alone or 3 Placebo PES® . . . = MGlI oculqr scores (PRO, PRO+PE, and PE), generalized score, and total score; actual values and changes

in combination) S NN N from baseline in part A and parts A+B
- Symptom onset <3 years before screening® - H — = MG-ADL total score, ocular domain score, and generalized domain score; actual values and changes from
= No pupillary abnormality other than that from previous local disease or surgery - Efgartigimod treatment baseline in part A and parts A+B
replacement n exttaocular muscles or demoneiated reaponse 10 eament n he pact yea (i, Improvement n =1 oMIG sign based on mveatgator udgment aer eatment wih Vi Week  Baseline 1 > 3 H z 5 Y = 4 once-weekly injections = Incidence and severity of AEs and SAEs in part A and parts A+B

PLEX, pyridostigmine, and/or steroids).

| I Clinically relevant changes in laboratory parameters, vital signs, and ECGs in part A and parts A+B
EXCLUSION CRITERIA | [ o
Efgartigimod 4-week MG-QoL15r total score actual values and changes from baseline in part A and parts A+B

= Presence of other autoimmune diseases that would interfere with an accurate dosin follow-up period .
S : 2L = NEI VFQ-25 total score actual values and changes from baseline in part A and parts A+B
assessment of clinical symptoms of oMG (treatment cycle)
= HIStOI'y Of ma|lgnan0ya aAChR-Ab seropositive participants do not have to be reviewed by the adjudication committee. PTriangles indicate efgartigimod or placebo administration. . ACtual Values and percent Changes from basellne In tOtal IgG |eveIS Over tlme In part A and partS A+B
= Clinically significant active infection = Actual values and percent change from baseline in AChR-Ab levels in AChR-Ab seropositive participants over
) . . +
" TOtaI IgG Ievels <4 g/L at Screenlng ﬁszﬁtElt\)/olﬁ;lggP?El acetylcholinesterase inhibitor; AChR, acetylcholine receptor; AE, adverse event; CS, corticosteroids; ECG, electrocardiogram; Fc, fragment crystallizable region; FcRn, neonatal Fc receptor; Ig, immunoglobulin; IVIg, intravenous immunoglobulin; MG, myasthenia gravis; tlme In part A and parts A B
L. . o . . L. . MG-ADL, Myasthenia Gravis Activities of Daily Living; MGFA, Myasthenia Gravis Foundation of America; MGII, myasthenia gravis impairment index; MG-QoL15r, Myasthenia Gravis Quality of Life 15-ltem Questionnaire, Revised; MRI, magnetic resonance imaging; NAb, neutralizing antibodies;
| C||n|Ca||y S|gn|f|cant d|sease, recent major Surgery (W|th|n 3 months Of Screen|ng) NEI VFQ-25, 25-item National Eye Institute Visual Function Questionnaire; NMJ, neuromuscular junction; NSIST, nonsteroidal immunosuppressive therapy; OLE, open label extension; oMG, ocular myasthenia gravis; PD, pharmacodynamics; PE, physical examination; PFS, prefilled syringe;

PK, pharmacokinetics; PLEX, plasma exchange; PRO, patient-reported outcome; SAE, serious adverse event; SC, subcutaneous; TNM, tumor, necrosis, metastasis.

or intention to have surgery during the study; or any other medical condition that
REFERENCES

would confound the results of the study or put the participant at undue risk in the 1. Ulrichts P, et al. J Clin Invest. 2018(10);128:4372-4386. 2. Ward ES, Ober RJ. Trends Pharmacol Sci. 2018;39(10):892-904. 3. Vidarsson G, et al. Front Immunol. 2014;5:520. 4. Howard JF Jr, et al. [published correction appears in Lancet Neurol. 2021;20(8):5.] Lancet Neurol. 2021;20(7):526-536.
5. Guptill JT, et al. Autoimmunity. 2022;55(8):620-631. 6. Study ARGX-113-2001 (ADAPT-SC) Clinical Trial Protocol v2.0, 02 Jul 2021. 7. Locke KW, et al. Drug Deliv. 2019;26(1):98-106. 8. Casey J, et al. Poster presented at: American Academy of Neurology (AAN) Annual Meeting; April 22-27, 2023; Boston, MA.

. . y -

mvestlgator S opInion 9. Behin A, Le Panse R. J Neuromuscul Dis. 2018;5(3):265-277. 10. Lazaridis K, Tzartos SJ. Front Immunol. 2020;11(212):1-13. 11. Grob D, et al. Muscle Nerve. 2008;37(2):141-149. 12. Jayam TA, et al. Autoimmune Dis. 2012;2012:874680. 13. Evoli A, lorio R. Front Neurol. 2020;11:605902.

. ] ] ] ) ] 14. Nair AG, et al. Indian J Ophthalmol. 2014;62(10):985-991. 15. Behbehani R. Eye Brain. 2023;15:1-13. 16. Benatar M, et al. Muscle Nerve. 2012;45(6);909-917.

= QOther diseases that lead to eyelid drooping, peripheral muscle weakness, or diplopia
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aUnless cancers were cured by adequate treatment with no evidence of recurrence for =3 years before the first dose of treatment. Adequately treated participants with basal cell or Toleranzia AB. CB-T: argenx, Alexion, UCB, Janssen, US Department of Defense, Muscular Dystrophy Canada, MGNet, Grifols and Octapharma; and is the primary developer of the MGIl and may receive royalties. JG, RJ, FG, SS, and FV: argenx. SHW: Visual Snow Initiative, myaware, MGFA, argenx, and
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