322

BACKGROUND

Efgartigimod Blocks FcRn and Reduces IgG Levels

e CIDP is a severe autoimmune

Jeffrey A. Allen,! Jie Lin,2 Mark Stettner,? Jeffrey T. Guptill,**> Geoffrey Istas,> Arne De Roeck,®> Satoshi Kuwabara,® Giuseppe Lauria,”® Luis Querol,>1°

Niraja Suresh,!! Chafic Karam,'2 Thomas Skripuletz,'* Simon Rinaldi,'* Andoni Echaniz-Laguna,®
Ryo Yamasaki,!® Pieter A. van Doorn,'? Richard A. Lewis?°

Channa Hewamadduma,!6'7 Benjamin Van Hoorick,>

1University of Minnesota, Minneapolis, MN, USA; 2Fudan University, Shanghai, China; 3University Medicine Essen, Essen, Germany; “Duke University, Durham, NC, USA; >argenx, Ghent, Belgium; éChiba University, Chiba, Japan;
7IRCCS Foundation “Carlo Besta” Neurological Institute, Milan, Italy; 8University of Milan, Milan, Italy; Universitat Autonoma de Barcelona, Barcelona, Spain; 1°Centro De Investigacion Biomédica en Red en Enfermedades Raras
(CIBERER), Madrid, Spain; Lakeland Regional Health, Lakeland, FL, USA; 2University of Pennsylvania, Philadelphia, PA, USA; 3 Hannover Medical School, Hanover, Germany; University of Oxford, Oxford, UK; °Bicétre University
Hospital, Le Kremlin-Bicétre, France; 16Sheffield Teaching Hospitals Foundation NHS Trust, Sheffield, UK; University of Sheffield, Sheffield, UK; Kyushu University Hospital, Fukuoka, Japan; °Erasmus University Medical Center,

Rotterdam, the Netherlands; 2°Cedars-Sinai Medical Center, Los Angeles, CA, USA

OBJECTIVE

peripheral neuropathy characterized by

progressive or relapsing muscle weakness and sensory disturbance and is METHODS

associated with a high treatm

ent burden!™

* Efgartigimod is an IgG1 antibody Fc fragment engineered for increased affinity

genous IgG, and is uniquely composed of the FIGURE 2 Trial Designs of ADHERE'? (NCT04281472) and ADHERE+ (NCT04280718)
only part of the IgG antibody that normally binds FcRn®-2

o
» Efgartigimod selectively reduces IgG by blocking FcRn-mediated IgG recycling adhereﬁ.

for FcRn compared with endo

without impacting antibody p

other parts of the immune system®-9 Identify participants with active CIDP
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Identify clinical response
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* Inthe ADHERE trial, efgartigimod PH20 SC reduced the risk of relapse and led

to clinically meaningful impro

Baseline Characteristics e

e Baseline characteristics were
ADHERE+ (Table 1)

or stage A baseline
e Current CIDP treatment: corticosteroids,
IV1g/SClg, or off treatment (discontinued

treatment =6 months before study entry Until confirmed evidence

or without previous treatment) — ‘:f CIlzmcaI 'mp:fwen.‘e.tnt —
or Z consecutive visits

Run-in period: <12 weeks PRIMARY ENDPOINT

* Participants on treatment had to suspend Percentage of participants with
therapy and demonstrate evidence of conflrmgd evidence of clinical
clinically meaningful deterioration Improvement

* Participants off treatment with active
disease may skip the run-in and enter stage A

* To report safety and efficacy from an interim analysis (data cutoff: February 16, 2024) of the open-label extension ADHERE+ trial

adhere RS

Assess efficacy and safety Assess safety and tolerability
Double-blinded: Stage B Open-label, long-term extension
R (1:1) - .
ROLLOVER CRITERIA

QW placebo SC

l— Until 88 events (relapses) —I

* Completed Week 48 stage B
(ADHERE), or

* Deteriorated in stage B (ADHERE), or

e Terminated ADHERE early
(sufficient events for primary
endpoint have been reached)

PRIMARY ENDPOINT
Time to first aINCAT deterioration
(relapse) compared with stage B
baseline

Only treatment responders advance to stage B
99% of eligible participants rolled over®

PRIMARY ENDPOINT
Long-term safety and tolerability

“According to 2010 criteria of the European Federation of Neurological Societies/Peripheral Nerve Society (Van den Bergh PYK, et al. Eur J Neurol. 2010), progressing or relapsing forms. 'n=228/229. 229 participants
enrolled in ADHERE+, including 3 participants who inadvertently rolled over without meeting per-protocol inclusion criteria. The safety population for ADHERE+ included 228 participants who received >1 dose of
efgartigimod PH20 SC in the open-label extension period, as 1 participant discontinued before receiving the first dose of efgartigimod PH20 SC.

Efgartigimod PH20 SC is a coformulation of efgartigimod and recombinant human hyaluronidase PH20 (rHuPH20),

vements in functional ability, daily activity, or grip which allows for rapid (30-90s single injection) SC administration!314
strength versus placebo, and was well tolerated in participants with CIDP*?

RESULTS

similar between stages and treatment groups in ADHERE and in

TABLE 2 Safety and Tolerability in ADHERE and ADHERE+ N

ADHERE™ ADHERE+

-

\

Open-Label Stage A Double-Blinded Stage B Lol

TABLE 1 Baseline Characteristics in ADHERE and ADHERE+
Placebo SC
0, t
ADHERE®2 ADHERE+ n (%) [event rate,’] (n=110; PYFU=42.1)
Open-Label Stage A Double-Blinded Stage B Open-Label Extension
Any TEAE 204 (63.4) [13.43] 71 (64.0) [3.48] 62 (56.4) [5.11] 171 (75.0) [3.10]
Placebo SC
(n=110) Any SAE 21 (6.5) [0.51] 6 (5.4) [0.14] 6 (5.5) [0.19] 35 (15.4) [0.25]
Scores shown were assessed at screening in ADHERE and baseline in ADHERE+
Any Grade >3 TEAE 25 (7.8) [0.62] 7 (6.3) [0.14] 7 (6.4) [0.21] 41 (18.0) [0.31]
Age, years, mean (SD) 54.0 (13.9) 54.5 (13.2) 51.3 (14.5) 53.2 (14.1)
SeX, male, n (%) 208 (646) 73 (658) 69 (627) 142 (623) Any ISRs 62 (193) [264] 16 (144) [039] 7 (64) [021] 29 (127) [027]
Time since diagnosis, years, mean (SD) 4.9 (6.1) 3.7 (4.4) 3.8 (4.7) 4.9 (5.6) Discontinued due to TEAEs 22 (6.8) [0.47] 3 (2.7) [0.05] 1(0.9) [0.02] 18 (7.9) [0.14])¢
Typical CIDP diagnosis, n (%) 268 (83.2) 97 (87.4) 95 (86.4) 199 (87.3)
- Deaths$ 2 (0.6) [0.04] 0 1(0.9) [0.02] 2 (0.9) [0.008]
Unstable active disease (CDAS: 5),” n (%) 197 (61.2) 74 (66.7) 76 (69.1) 151 (66.2)
. - . .
S T (iR e Benie 1 Most common TEAEs (25% of participants in the total group in ADHERE+)
Immunoglobulins (1VIg, SCIg) 165 (51.2) 49 (44.1) 47 (42.7) 104 (45.6)
Off treatment 94 (29.2) 36 (32.4) 39 (35.5) 73 (32.0) Upper respiratory tract infection 11 (3.4) [0.26] 2 (1.8) [0.05] 11 (10.0) [0.26] 24 (10.5) [0.15]
Scores shown were assessed at beginning of each stage for ADHERE and at ADHERE stage A baseline for ADHERE+ COVID-19 7 (2.2) [0.17] 19 (17.1) [0.35] 14 (12.7) [0.33] 37 (16.2) [0.14]
t
INCAT score, mean (SD) 4.6 (1.7) 3.1(1.5) 3.3(1.6) 4.5 (1.6) Urinary tract infection 5 (1.6) [0.13] 2 (1.8) [0.04] 2 (1.8) [0.05] 12 (5.3) [0.06]
R
I-RODS score, mean (SD) 40.1 (14.7) 53.6 (17.9) 51.2 (15.4) 41.2 (15.4) Nasopharyngitis 5 (1.6) [0.11] 5 (4.5) [0.09] 3(2.7) [0.07] 16 (7.0) [0.08]
Grip strength (dominant hand), kPa, mean (SD)* 38.5 (24.2) 54.9 (23.6) 58.0 (25.1) 39.0 (23.6)
“Mean (SD) study duration was 60.61 (32.87) weeks. Study duration was calculated as (date of last contact - earliest date of informed consent form or date of rollover
“Unstable active disease was defined as abnormal examination with progressive or relapsing course.'® "Lower scores represent improvement on INCAT, while higher scores +1 day) / 7. "Event rates were calculated as the number of events divided by the PYFU. *TEAEs leading to efgartigimod PH20 SC discontinuation in >2 patients were: CIDP

\ represent improvement for I-RODS. *Grip strength scores in nondominant hand were similar. / (n=5) and breast cancer (n=2). Two deaths (cardiac arrest and deterioration of CIDP) in ADHERE stage A were considered unlikely related to efgartigimod PH20 SC by the

investigator; 1 death (pneumonia) in the placebo SCa

Efgartigimod PH20 SC

e Efgartigimod was well tolerated in ADHERE and ADHERE+ (Table 2); most TEAEs were mild or

moderate in severity

* Theincidence of infections with efgartigimod PH20 SC treatment was low regardless of IgG level
(Figure 3), and infections were mild to moderate in severity
— Most common infections were COVID-19, nasopharyngitis, urinary tract infection, and upper
respiratory infection (Table 2)

SAE of CIDP deterioration (considered to be related to efgartigimod PH20 SC by the investigator due to postexposure onset but considered not related to treatment
according to the sponsor because of the long treatment duration of >1 year with resulting clinical improvements and plausible alternative explanations. An independent

Was WEI I T0|eratEd in ADH E RE a nd ADH E RE+ DSMB reviewed the case and concluded that overall, the safety data did not reveal any concern), and 1 participant had a fatal SAE of cardiac arrest (considered not related

rm of ADHERE stage B was considered treatment related by the investigator; in ADHERE+, 1 participant had a fatal

vo efgartigimod PH20 SC or study procedures by the investigator and sponsor).

Endpoints

* |SRsin ADHERE+ were mild and usually occurred within 24 hours of injection * Based on a post hoc analysis,

— 29/228 (12.7%) participan

ts experienced ISRs and 1/228 (0.4%) experienced moderate ISRs; strength from ADHERE run-in

no severe ISRs were reported

Improvements From ADHERE Run-In Baseline to ADHERE+ Week 36
Were Observed With Efgartigimod PH20 SC Across Clinical Efficacy

minimal clinically important differences in aINCAT, I-RODS, and grip
to ADHERE+ Week 36 were observed (Figure 4)

/FIGURE 3 Event Rate for All Infections per PYFU With Efgartigimod PH20 SC by\ /FIGURE 4 Post Hoc Ana

lysis:* Change in Different Efficacy Parameters From\

Lowest Recorded IgG Level Split Into Quartiles in ADHERE and ADHERE+ ADHERE Run-In Baseline to ADHERE+ Week 36
. . Functional Ability: aINCAT Daily Ability: Centile Metric I-RODS Grip Strength (Dominant Hand) (kPa
Approximately 1 event or less per year, regardless of IgG level/quartile Y Y Y ? th { ) (kpa)
1.2 +
. 1.055 0,695
g 1.0 1 0.882 U 12 - 25 1
T 038 - 0.688 -0.2 A
g—_ 10 - o 20 A
g 06 | g% 04 £
o Q2 @ ] an: 8 - c 4
= 04 - =2 06 - s 2 O = 15 -
g £ 3 £ 3 %
w 0.2 4 - -08 1 e 0 £ <
59 59 &5 10 -
0.0 S % -1.0 - - E 4 - -::Cu
Q1 (Lowest IgG) Q2 Q3 Q4 (Highest IgG) 12 - “ 5
PYFU=85.8 PYFU=77.1 PYFU=55.9 PYFU=30.0 - 2 A |
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"Event rates were calculated as the number of events divided by the PYFU. fConcentrations of IgG were 1.220-2.380 g/L (first quartile), 2.381-3.240g/L (second quartile), -16 -
3.241-4.500 g/L (third quartile), and 4.501-19.550 (fourth quartile). ADHERE+ data cut-off: June 15, 2023.
n=number of participants with event; N=total number of participants in each subgroup. / v’-\nalysis set population included efgartigimod responders in stage A with run-in baseline values and ongoing on ADHERE+ at the time of data cutoff (N=221). /

Interim results

ADHERE+ indicate long-term

safety and clin
efgartigimod P

participants with CIDP

ABBREVIATIONS

alNCAT, adjusted INCAT; CDAS, chronic inflammatory
demyelinating polyradiculoneuropathy disease activity
status; CIDP, chronic inflammatory demyelinating
polyradiculoneuropathy; COVID-19, coronavirus disease
2019; DSMB, data and safety monitoring board; Fc,
fragment crystallizable; FcRn, neonatal Fc receptor; Ig,
immunoglobulin; INCAT, Inflammatory Neuropathy Cause
and Treatment; I-RODS, Inflammatory Rasch-Built Overall
Disability Scale; ISR, injection site reaction; IVIg, intravenous
immunoglobulin; PYFU, participants years of follow-up; Q,
quartile; R, randomization; rHUPH20, recombinant human
hyaluronidase PH20; QW, once weekly; R, randomization;
SAE, serious adverse event; SC, subcutaneous; SClg,
subcutaneous immunoglobulin; SD, standard deviation; SE,
standard error; TEAE, treatment-emergent adverse event.

O KEY TAKEAWAYS

Efgartigimod PH20 remained well tolerated in ADHERE+:

 Similar safety profile as ADHERE with no increased rate or
severity of TEAEs with longer exposure

* Low incidence of infections regardless of IgG level

* ISRs were mostly mild and usually occurred within 24 hours
of injection

from

ical efficacy of
H20 SCin

Meaningful clinical improvements in
alNCAT, I-RODS, and grip strength
(dominant hand) were observed with
efgartigimod PH20 from ADHERE run-in
baseline to ADHERE+ Week 36
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