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®

Efgartigimod PH20 SC Demonstrated Clinical Benefits and Was Well Tolerated 4

Baseline characteristics were similar between stages A and B and well balanced between treatment groups (Table 1)

Efgartigimod Blocks FcRn and Reduces IgG Levels a N

- N
FIGURE 2 Trial Design of ADHERE (NCT04281472) FIGURE 4 Forest Plots of (A) Confirmed ECI Responders (Stage A) and

(B) Time to First Occurrence of Clinical Deterioration (Stage B)
in the Overall Population and by Subgroups

Across a range of
subgroups, including prior
CIDP treatment, the
majority of participants

CIDP is an autoimmune, inflammatory, demyelinating neuropathy resulting in

. . - . . 12
distal/proximal weakness and/or sensory deficits, with a high treatment burden Primary endpoint data have previously been reported6 A

adh ere\x.'

chronic inflammatory demuyelinating
oolyneuropathy study

although there is currently not a known pathogenic autoantibody identified in ’

Evidence supports a role for pathogenic IgG in the development of CIDP, Across all prior CIDP medication subgroups, the majority of participants responded to treatment with efgartigimod

Participant/Disease Characteristics Percentage (95% Cl) of Responders

_ e PH20 SC (Figure 3A); efgartigimod PH20 SC significantly reduced the risk of aINCAT deterioration versus placebo, Overall response rate, all participants (N=322) —e— 66.5 (61.0-716)
most patients™ with prior 1VIg/SClg and corticosteroids subgroups showing the greatest clinical benefit (Figure 3B) sex Female (n=L14) : 67.5 (58.1-76.0) treated with efearticimod
Identify participants Identify Assess efficacy P 8 8 8 P 8 8 g Male (n=208) —e— 65.9 (59.0~72.3) g g
ing i i intaini ' ith active CIDP linical d safet . : : : : : : - e 5(61.4-73.
* FcRn recycles 1gG, extending its half-life, and maintaining serum concentrations RRictive B < cponse R The effect of efgartigimod PH20 SC was consistent across the population, and no signals for differences in response hee years 18 0 <08 (n=247) : e eroleLaTa PH20 SC responded and
of both IgG and the pathogenic 1gG autoantibodies’ 208 n75) P27 (507739
: pathogenic lg across subgroups were identified (Figures 4A and B) oyl S0 75 0 . o2i616-779 experienced a reduced risk
. Efgqrtlglmod s a h.uman lgG1 Fc fr.agment, a natural ligand of FcRn, engineered No new safety signals were identified with efgartigimod PH20 SC (Table 2); most TEAEs were mild or moderate in 10010 <125 (n=47) —— 702 (55.1-82.7) of relapse versus placebo
for increased affinity for FcRn®? (Figure 1) Screening Stage B: severity CIbPtype® e . e P P
<4 weeks Stage A: Randomized-withdrawal, ypica’ In= 2 190.2793,
. . . . . _ _hli Ve ~ Prior CIDP medication Corticosteroids (n=63) e 77.8 (65.5-87.3)
° Efgartlglmod was de5|gngd to outgompete endogenous IgG at FcRn, mclgdmg Sf::vfeblgl g?::::)e_:::::f;?éd TABLE 1 Demographics and Baseline Disease Characteristics IVIg/SClg (n=165) 58.8 (50.9-66.4)
pathogenic IgG, preventing recycling and promoting lysosomal degradation * Probable/definite CIDP : : e Off treatment (n=94) —e— 72.3(62.2-81.1)
. . . . . . 8—13. diagnosis confirmed by = . i CDAS score 2-4 (n=125) 55.2 (46.0-64.1) o ° . .
of IgG, without impacting its production, leading to®>: adjudication panel of GIDP @ Gpen-Label Stage A Double-BI nde 5 (n=197) —e—i 73.6 (66.9-79.6) Clinical benefit rega rdmg
_ . experts* o0 (n=110) CIDP disease evolution Progressive (n=174) —e—i 67.8 (60.3-74.7) °
Targeted reduction of all IgG subtypes « INCAT score >2 at the first g Age, mean (SD), years 54.0 (13.9) 54.5 (13.2) 51.3 (14.5) Relapsing (n=147) ——i 65.3 (57.0-73.0) ConflrmEd ECI responders
— NO |m act on Other immuno |Obu||ns | A or | M run-in visit or stage A baseline o Sex, malt:,rl(%) 208 (64.6) 73 (65.8) 69 (62.7) Time since diagnosis, years <3 (n=169) —e—i 72.2 (64.8-78.8) °
N dp . . b . g . ( gh | g i | | * Current CIDP treatment ; Rac:'s;ﬁﬁ) 50076 5097 22 309) >3 to <6 (n=66) —— 66.7 (54.0-77.8) N bOth Stages A and B,
ore UCtIOﬂ IN 4 umin or increase in cho eSterO evels — Corticosteroids g Black or African American 4(12) 1(0.9) 1(0.9) >6 (n=87) 00— 55.2 (44.1-65.9) and time to first
— IVIg/sCig g Native Hawaiian or other Pacific Islander 1(0.3) 0 0 Baseline Assessment Scores
/ \ — Off treatment: treatment g Randomized (1:1) White 211 (65.5) 73 (65.8) 71 (64.5) T e, all particinants (N=322) T rren f I.n. I
H H H H d t d _6 th verall response rate, all participants = . .O—/1.
FIGURE 1 Efgartigimod Mechanism of Action iscontinued 26 months ” Cother 6(1.9) 2(18) 1(0.9) e oo — e occurrence or clinica
before trial entry or o QW placebo PH20 SC Time since diagnosis, mean (SD), years 4.9 (6.1) 3.7 (4.4) 3.8(4.7) t stage A baseli ° ° °
. o without previous = Typical CIDP diagnosis, n (%) 268 (83.2) 97 (87.4) 95 (86.4) @t stage A baseline >3 to <6 (n=179) e 69:3(62.0-75.9) deterioration in stage B
Efgartigimod and fewer IgG (auto)antibodies treatment ' ' o Unstable active disease (CDAS: 5), n (%) 197 (61.2) 74 (66.7) 76 (69.1) >6 (n=48) i 62.5 (47.4-76.0)
led back he blood 8 l— Until confirmed ECI —l i * ° ° o
) are recycled back into the bloodstream % I_ Until 88 events (relapses) _I Prior treatment (in past 6 months), n (%) I-RODS score (0-100)" 0 to <33 (n=94) e 67.0(56.6-76.4) Wlth Efga rtlgl mOd PH 20
v Corticosteroids 63 (19.6) 24 (21.6) 23(20.9) at stage A baseline >33 to <66 (n=215) —e—i 66.0 (59.3-72.3)
- Immunoglobulins (IVlg, SCIg) 165 (51.2) 48 (43.2) 48 (43.6) >66 (n=12) 66.7 (34.9-90.1)
V %‘4 E, Off treatment 94 (29.2) 39 (35.1) 39 (35.5) Grip strength 0 to <40 (n=173) P — 65.3 (57.7-72.4] SC’ was demonstrated
; . alNCAT score, mean (SD)"* 4.6(1.7) 3.1(1.5) 3.3(1.6) (dominant hand) >40 to <80 (n=129 —— . 9-78. °
!4 Run-in period '§ I-RODS score, mean (SD)*$ 40.1 (14.7) 53.6(17.9) 51.2 (15.4) at stage B baseline, kPa >20Lc;a(n=(16) ) Zgzgi Z_;i;; acrOSS mOSt baSE|Ine
IgG L <12 weeks PRIMARY = PRIMARY ENDPOINTS Grip strength (dominant hand), mean (SD), kPa"/ 38.5(24.2) 54.9 (23.6) 58.0 (25.1) Grip strength 0 to 40 (n=170) . 67:6 (60:1_74:6) . .
autoantibody ‘Q d ATIASE = Time to first aINCAT *A total of 11 participants in stage A and 5 in stage B (2 in the efgartigimod PH20 SC group and 3 in the placebo group) did not report race. *Clinical assessments were performed at the beginning of each stage. *Lower aINCAT (non-dominant hand) >40 to <80 (n=129) —— 68.2 (59.4-76.1) Ch a ra Cte rIStI cs a n d
V Partici t treat ; Percentage of 8 deterioration (relapse) scores represent improvement. SRaw sum scores of the 24-item I-RODS score (0-48) were converted to a centile metric score (0-100), with higher scores representing improvement. INondominant hand scores were similar. at stage B baseline, kPa >80 (n=19) 57.9(33.5-79.7) assessme nt SCO res
* Participants on treatmen

participants with compared with stage B baseline, \ /
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 Efgartigimod PH20 SC is a coformulation of efgartigimod and recombinant

 Evidence of clinically meaningful deterioration (ECMD): aINCAT score

N

/
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Off treatment (n=78)

0.72 (0.34-1.53)

| o confirmed ECI, and and (subgroup analyses) time to Ve N\
IgG antibody demonstrate EfCMD (post hoc subgroup first occurrence of clinical TABLE 2 Overview of Safety B
o Efgartigimod Pa?;;c]lupténtsdc? treatment analyses) confirmed deterioration by
&8 &8 binds to FcRn with active disease may ECI responders by stratification factors Open- -Bli
(4] . X pen-Label Stage A Double-Blinded Stage B . . . o e
- b competing skip the run-in and enter stratification factors — Participant/Disease Characteristics HR (95% CI) kl f . . d
o with IgG’# 9 stage A SELECTED SECONDARY % (event rate*) (n=110; PYFU=42.1) Overall response rate, all participants (N=221) —e——i 0.39 (0.25-0.61) Wee y e ga rtl gl mo
SELECTED ENDPOINT Any TEAE' 63.4 (13.4) 64.0(3.5) 56.4 (5.1) Sex Female (n=79) < i 0.18 (0.07—0.45)
6 FcRn-bound SECONDARY Time to first aINCAT Any SAE 6.5(0.5) 54(0.1) 5.5(0.2) Male (n=142) = 0.53 (0.30-0.92) P H 20 SC was we I I
9 ! % complexes are ENDPOINT deterioration (relapse) Any injection site reactions 19.3(2.6) 14.4(0.4) 6.4(0.2) Age, years 18 t0 <65 (n=174) —  e— 0.41 (0.25-0.67) .
ig ZR AW/ . . . . isconti : 6.8(0.5 2.7(0.05 0.9 (0.02 I d h f
Efgartigimod Unbound IgG H A\ Ty - ";.T;-f- ' ;. / rt(EjSCue((j:l fi(.)m Time to confirmed ECI sepErad v s B srasine g::fhr;?nued due to AEs o ((0 04)) (O ) — Eo 02; >65 (n=47) 0.35(0.11-1.09) to erate ) Wlt a Sa Ety
enters the \ : enzlloé;?ne £/ c8raca |07|’; by prior CIDP treatment by prior CIDP treatment Most common TEAEs (25% of participants in any group) . . . . Body weight, ke 5010 <75 (n=85) 0.27(0.13-0.58) ° °
degradation pathways” tcommon TEAEs (5% ofparticipants in any group - - i 7510 <100 (n=97) 068 (0.33-139 profile that was consistent
njection site erythema 2 (1. 4 (0.
pathway?’8 ! Y 100 to <125 (n=32) 0.35(0.10-1.21)
cipp! 5.3(0.41) 0.9 (0.02) 0.9 (0.02) . — .th th t f f t' . d
Endothelial cell Headache 5.0 (0.6) 3.6 (0.11) 1.8(0.05) CIDP disease activity 2‘(4 (“=7)1) 0.41(0.18-0.94) Wi dl OT ergartigimo
; - - 5 (n=150 L d 0.41 (0.24-0.69)
* : P ; ; - ; ; Upper respiratory tract infection 3.4(0.26) 1.8 (0.05) 10.0 (0.26) ° ° ° ° °
e e o v ™ o in clinical trials in other
Image adapted from Kang TH, Jung ST. Boosting therapeutic potency of antibodies by taming Fc domain functions. Exp Mol Med. 2019 ’ o o 2. : . ) ; . PSR - Atypical (n=29 14-2.4
. Injection site bruisin 1.2 (0.11) 5.4(0.11) 0.9 (0.02) ypical ( ) 0.59 (0. .49)
d distributed under the t f the Creative C CC-BY Ii https:// ti /I /by/4.0/ events were achieved in stage B; this is the time point when the ADHERE trial terminated. ) g °
and distributed under the terms of the Creative Commons CC-BY license (https://creativecommons.org/licenses/by/4.0/). k / Time since diagnosis, years <3 (n=130) 0.48 (0.27—0.88) autOImmune
J *Event rate was calculated as the number of events divided by the total PYFU. "There were no reports of anaphylaxis. *TEAEs grouped under Preferred Terms leading to efgartigimod PH20 SC discontinuation were cardiac >3-6 (n=45) 0.36 (0.11-1.15)
arrest (n=1), injection site rash (n=1), COVID-19 (n=1), COVID-19 pneumonia (n=1), muscular weakness (n=1), CIDP (n=15), quadriparesis (n=1), and pruritus (n=1) in stage A; COVID-19 pneumonia (n=1), prostate cancer (n=1), ° 9 12 13 17
and transitional cell carcinoma (n=1) in stage B efgartigimod PH20 SC; pneumonia (n=1) in stage B placebo SC. Two deaths (cardiac arrest and deterioration of CIDP) in stage A were considered unlikely related to >6 (n=46) 0.32(0.13-0.81) d Isea Ses 2 D 2
D f' °a’® efgartigimod PH20 SC by the investigator; one death (pneumonia) in the placebo arm of stage B was considered possibly treatment related by the investigator. ICIDP signs/symptoms recorded as TEAEs (regardless of Prior CIDP medication Corticosteroids (n=47) 0.29(0.11-0.81)
e I n ItIO nS causality) if there was CIDP worsening/deterioration. IVIg/SClg (n=96) 0.30(0.15-0.57)
(

human hyaluronidase PH20 (rHuPH20), which allows for rapid (30-90s single : : : . FIGURE 3 (A) Time to Confirmed ECI in Stage A and (B) Time to First aINCAT Baseline Assessment Scores ] .
o o e increase of 21 points, an I-RODS score decrease of 24 points (centile _ . , , , Overall response rate, all participants (N=221) ——— 039 (0.250.61) A smgle rapld (30_905)
injection) SC administration'* . . Deterioration in Stage B Compared With Stage B Baseline by Prior CIDP Treatment 2INCAT score (0-3) 3 (n=140) - 027 (0.15-0.50) ’
t t th d f>8 kP
_ _ _ _ metric), or a grip streng ccrease of = . — + - IVIg or SClg; ECI responders (%) [95% Cl]: 97 (58.8) [50.9-66.4] Placebo at stage B baseline 4-6 (n=73) 0.81(0.35-1.91) injection of Weekly
* The multi-stage, double-blinded, placebo-controlled, randomized-withdrawal . <. ETRINE A B — + - VigorsCig I-RODS score (0-100)’ 34-66 (n=165) 042(025-0.71)
_ , - : * Evidence of clinical improvement (ECI): clinical improvement on the eseen: Off-treatment; ECI responders (%) [95% CI]: 68 (72.3) [62.2-81.1] —+— Corticosteroids 2t stage B baseline 266 (n=42) < 0.26(0.08-0.89) efgartigimod PH20 SC was
ADHERE trial assessed the efficacy and safety of efgartigimod PH20 SC in ters that th ticioant din duri in (24-point 100 100 cessbeen Off-treatment Grip strength 0-40 (n=47) 0.38 (0.15-0.95) g g
CIDP (Fi ure 2) Parame e.rS d e par ICIpan Worsen-e 18] ur!ng run-in -_ -pOIn - 1-":_':'_'_ B ?8’. (czoininarl;tbhaml:!) " 41-80 (n=137) 0.41(0.23-0.73) recently approved in the
g increase in I-RODS score and/or >8-kPa increase in mean grip strength) or R 75 Err e - at stage B baseline, kPa >80 (n=37) + 0.17(0.03-0.96) s
L. . . . . Y °\ e (' N Grip strength 0-40 (n=61) 0.35(0.15-0.82) 2
clinical improvement (>1-point decrease) in INCAT score; ECI was confirmed 25 —r b w o ; (non-dominant hand) 41-80 (n=124) 0.50 (0.26-0.98) US for adults with C|DP,
. . L. . . L. E - | ot : Y - g | it e PR at stage B baseline, kPa >80 (n=36) < 0.24 (0.04-1.35) °
after these criteria were met after 4 injections and 2 consecutive visits 2t 50 el - =9 >0 AINCAT score in stage A Decrease of 21 point (n=150] ; . 0.42(0.25-0.70) representing a new
. o E PR ; =& e b — = — No decrease (n=71) L ® 0.34(0.14-0.82) e Q
OBJECTIVE « Adjusted Inflammatory Neuropathy Cause and Treatment (alNCAT) &5 s I’:f-"‘" % 25 | - L o . S therapeutic option that
deterioration: compared with stage B baseline, 21-point increase in alINCAT d & Favors Efgartigimod  Favors Placebo may reduce CIDP
¢ TO aSSess the efﬂcacy Of Weekly efgartlglmOd PHZO SC 1000 mg score Conﬂrmed at d Consecutive V|S|t after the fIrSt 1'p0|nt |ncrease |n 0 0 m} . A é é 1'0 1'2 1'4 0 0 AIL é ]_'2 1'6 2'0 2'4. 2'8 3'2 3'6 4b 4.'4 4|8 *Typical and atypical CIDP were defined according to 2010 criteria of the European Federation of Neurological Societies/Peripheral Nerve Society treatment bu rden
by partICIpa nt su bgroups (Van den Bergh PYK, et al. Eur J Neurol. 2010). "Raw sum scores of the 24-item I-RODS score (0-48) were converted to a centile metric score (0-100).

aINCAT score, or >2-point increase observed at a single visit
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ABBREVIATIONS

AE, adverse event; alINCAT, adjusted Inflammatory Neuropathy Cause and Treatment; CDAS, CIDP disease activity status;

Cl, confidence interval; CIDP, chronic inflammatory demyelinating polyneuropathy; COVID-19, coronavirus disease 2019;
ECI, evidence of clinical improvement; ECMD, evidence of clinically meaningful deterioration; Fc, fragment crystallizable;
FcRn, neonatal Fc receptor; HR, hazard ratio; Ig, immunoglobulin; INCAT, Inflammatory Neuropathy Cause and Treatment;
[-RODS, Inflammatory-Rasch-built Overall Disability Scale; IVIg, intravenous immunoglobulin; rHuPH20, recombinant human
hyaluronidase PH20; PYFU, participant-years of follow-up; QW, once weekly; SAE, serious adverse event; SC, subcutaneous;
SClg, subcutaneous immunoglobulin; SD, standard deviation; TEAE, treatment-emergent adverse event.
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