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Efgartigimod Blocks FcRn and Reduces IgG Levels 4 : : N : : . .
gartis 8 - | FIGURE 1 ADAPT and ADAPT-SC+ Trial Designs 4 TABLE 1 Patient D hi q ) Improvements in HRQol Following Efgartigimod PH20 SC Treatment Were
* The neonatal Fc receptor, FcRn, recycles 1gG, extending its half-life and atient bemaograpnics an o istent A Multiole Cvcles in ADAPT-SC+
maintaining serum concentrations of both IgG and the pathogenic IgG A) ’)' Baseline Disease Characteristics onsistent AcCross Iviuitipie Cycies In =
. . . . . 1 2 . . . . . [ ] [ ] [ ] [ ]
autoantibodies in IgG-mediated diseases such as gMG™ ) L . Efgartigimod PH20 SC treatment improved MG-QoL15r (Figure 3A) and EQ-5D-5L VAS scores (Figure 3B Recent guidelines highlight
o . . _ AChR-Ab+ Participants gartis P g g
* Efgartigimod is a human IgG1 Fc fragment, a natural ligand of FcRn, Grhvis study Placebo (10 mg/kg) n=84 from study baseline, with improvements in MG-QoL15r observed as early as one week after the first reservation and restoration of
engineered for increased affinity for FcRn3 - ’ administration P
. .. . . Entry criteria N=167 o - ) ) ) . . . o ) H
Efgartlg!mold outcomlpdetes an.ogen]?us lng |ro]reve.nt|ng r.ecy(.:lmg and - MGFA disease Efgartigimod IV (10 mg/kg) n=83 Efgartigimod . Baseline scores improved with subsequent cycles, indicating that participant HRQoL consistently Qol as an Important treatment
promot|'ng ysosomal degradation of IgG, without impacting its class I, 1, IV > Placebo PH20 SC imbroved as the duration of treatment increased - 10
production:3-° » AChR-Ab+ or ———— - (n=64) (n=141) P goalin g
. AChR-Ab- Week Baseline 1 2 3 4 5 6 7 8 10 ot : :
— Targeted reduction of all IgG subtypes * WV . In the efgartigimod arm, HRQoL measurements in ADAPT (measured only during cycles 1 and 2)
« MG-ADL score >5 Efgartigimod t t 1t 1 Age, mean (SD), years 44.7 (15.0) 49.2 (15.5) 51.0 (15.9) g di . ith th b din ADAPT-SC+8
— No impact on other immunoglobulins . On >1 stable dosing | R | — s ey . emonstrated improvements consistent with those observed in -SC+
. . . . . . gMG treatment’ weeks (<3 cycles emale, n (% : : :
No reduction in albumin or increase in cholesterol levels 16 o6 gL | (cycles of 4 x once-weekly administrations) ; ~
» Efgartigimod PH20 SC is a coformulation of efgartigimod and MG-ADL total score, mean (SD) 2:0(25) 86021) 76(3.4) FIGURE 3 HRQoL Improvements Over Time in ADAPT-SC+
recombinant human hyaluronidase PH20, which allows for rapid SC HRQol assessments (MG-QoL15r and EQ-5D-5L VAS) Initiation of new treatment cycle MG-QoL15r total score, mean (SD) 15.7 (6.3) 16.6 (5.5) 13.1 (6.8) AChR-Ab+ Participants
administration of larcer volumes7 Performed at: * Weekly (+1 day) for 4 * >5 weeks between cycles
8 * Initiation of each weeks after completion * MG-ADL score >5* Baseline EQ-5D-5L VAS score, 58.2 (17.4) 56.7 (17.1) 61.0 (18.6) Efearticimod treatment resulted
C f d h f N treatment cycle of each treatment cycle « MG-ADL score within 2 points of mean (SE) ' ' ' ' ' ' A) MG-Qol15r B) EQ-5D-5L VAS g g
Efgartigimod Mechanism of Action - Weekly (+1 day) during  * Every 2 weeks for <26 baseline : - Lower score = improved QoL Higher score = improved QoL - -
Concomitant MG therapy, n (%) A in consistent and repeatable
i} ‘. 5 Any steroid* 46 (70.8) 51 (79.7) 103 (73.0) 0 e MG-QoLlS(rS E;ore, ) b @ EQ-5D-5L v.:\ss.E ;score, ) )
mean 54 mean
ot K ‘\ﬁ /. 4. EFG and fewer B) \ | " Any NSIST? 40 (61.5) 37 (57.8) 67 (47.5) e 1 141  13.1(0.57) 1 141  61.0(1.57) Improvements In MG'QOLlsr
‘ |gG (auto)antibodies . An I 2 131 11.3 (0.55) 2 131 61.1(1.60)
y AChEI 57 (87.7) 57 (89.1) 122 (86.5) c @ i _ _
?r:teorfrfgded e gqopt Efgartigimod PH20 SC (1000 mg)$ n=179 Steroid + NSIST" 34 (52.3) 31 (48.4) 53 (37.6) 2|l z8 2 R S =y 413 esiies 7 and EQ-5D-5L VAS total scores
3 gravis study QCJ n — E % 8 . .
bloodstream ‘ - - AChEIl only 13 (20.0) 6 (9.4) 23 (16.3) c 25 -3 10.1 (0.63) SE) H : 154 6 64.0 (1.92) i over mUItlple CyCIES In ACh R'Ab'l'
_ > coe O oo U <
. Study *Concomitant therapy received at a stable dosage during screening and throughout the study. "Concomitant therapy = S in ] G>) 3 3 | 11 H H
1. EFG bmds_ to participants o ' . ' received during the first year of the study. *Deflazacort, hydrocortisone, methylprednisolone, methylprednisolone g_ LC) :lo' ! e g o 10 pa rtICI pants’ Wlth Improvements
FcRn Co_mpetlr;% 3. FcRn-bound rolled over Week Baselinel 2 3 Baselinel 2 3 sodium succinate, prednisolone, prednisolone acetate and/or prednisone. SAzathioprine, ciclosporin, c =NE o = a
with 1gG* complexes are from: Efeartizimod cyclophosphamide, methotrexate, mycophenolate and/or tacrolimus. lAmbenonium chloride, distigmine bromide, — v = § o d 5] nOtEd aS ea rly as the WEEk after
rescued from « ADAPT-SC & dgosing T T T T T T T T kpyridostigmine and/or pyridostigmine bromide. YAs dual or triple therapy, in combination with AChEI. / = = S«
| i JL i JL i J1 i J _6— [} [} [ ] (]
degradat|§)3n . X][;igil Treatment >28 daysll Treatment >28 daysll L. . 0 f the fl rSt ad min ISt ratlon
Ui [ pathways® (n277) o oyde [dAweeks)  cyde  (weeks) Efgartigimod Treatment Improved HRQolL During ADAPT v .
enters the - Ongoing (3 years) and ADAPT-SC+ A | S B S ;
degradation (cycles of 4 x once-weekly administrations)! . YVee i 1 2 3 ' 7 Efgartigimod
pathway?3 Endothelial cell * In ADAPT, efgartigimod treatment led to improvements vs placebo in Hgartigimod ¢ 1 1 @ thstSor A D B |
HRQoL ts (MG-QoL15r and EQ-5D-5L VAS)" E - - R ’
Per%?m:s::sme“ s (MG-QoL15r and EQ-5D- ) MG-QoL15r total score (Figure 2A) and EQ-5D-5L VAS score (Figure 2B) \ /
‘g/ '8G autoantibody e '8G antibody ;é é? FeRn 6 Efgartigimod (EFG) * Initiation of each treatment cycle * 28 days after treatment cycle initiation (+ 2 days) from base“ne to WEEk 4in Cyde 1. Improvements in QOL were . . . .
| | - | - « Weekly (+2 days) during each treatment  * Every 3 weeks until next treatment cycle/end of TR T T A B B e . Efgartigimod was well tolerated across ADAPT and ADAPT-SC+, and most AEs were mild to moderate in Both IV ( ADAPT) and SC
Image adapted from Kang TH, Jung ST. Boosting therapeutic potency of antibodies by taming Fc domain functions. cycle (MG-QoL15r only) study/safety follow-up . bl
Exp Mol Med. 2019;51:1-9 and distributed under the terms of the Creative Commons CC-BY license seve rlty (Ta e 2) -
(https://creativecommons.org/licenses/by/4.0/). ADAPT'SC'I' fOI'mU|at|OnS
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in ADAPT. *<3 cycles dosed at >8 weeks after initial cycle. $Coformulated with 2000 U/mL recombinant human QO m proveme nts at ee ’ yC e TABLE 2 Su MMma I’y Of AES f f t' = d
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treatment period and based on the need for treatment as determined by the investigator. 1Performed during the AChR-Ab-I_ Part/CIpan tS OverG// POpUthlOI’)
 gMG is a rare, chronic, and potentially life-threatening neuromuscular \first year of study only. % ADAPT.SCs well tolerated
autoimmune disease caused by pathogenic IgG autoantibodies*? A) ADAPT ADAPT-SC+
. . . . Placebo Efgartigimod PH20 SC
* Pathogenic IgG autoantibodies bind components of the neuromuscular HRQoL Assessments EFG IV PBO EFG SC (n=83; PYFU=34.5) (,f=17§; PYFU=193.4)
junction, disrupting neuromuscular transmission and causing debilitating MG-QoL15r1 T (n=63) (n=60) (n=129) T —
muscle weakness and fatigue*8 . , _ TS 0 n (%) n (%)
. . e * MG-QolL15r is a validated, commonly used, 15-item survey to assess A =
* By reducing I1gG levels, efgartigimod treatment results in clinical : : : . . . . . S8 2 Any AE 7.23 65 (77.4) 7.83 70 (84.3) 8.95 152 (84.9)
. : . patient perception of attributes associated with MG, including mobility & 0
Improvements in gMG symptoms : . : : s L 4 Any SAE 0.11 4 (4.8) 0.29 7 (8.4) 0.26 33 (18.4)
_ _ ularlv for th (9 items), disease symptoms (3 items), general contentment (1 item) gE o r——— 09 5(107) 0 ac 2(9.6) 035 36 (20.1)
gl\;IG causes:ubstantlal I?[urdﬁns 0? pl?t'jnt HRthL, particular \;]_Or:’lc osle and emotional well-being (2 items); higher scores indicate worse QoL £S 5.1 Py — : 00) 0.03 T (1.2) 0.02 222)
wnose symptoms are not well controlied or wno experience a nign leve Qe ° P : : e
of treatment side effects8? EQ_SD_SLlZ = S 10 . -7.3 ;:nyllnfusmtn related reaction event 0.09 30(?(.)?) 0.26 80(S(9(.JE)3) (3)32 82 212152)8) Efga rtlglmOd meets the
atal event - - : :
* Recent guidelines indicate that the therapeutic goals for gMG should be * EQ-5D-5L is a standardised, validated measure of health status - Discontinued study treatment due to AEs TR 3(3.6) 0.09 3 (3.6) 0.03 4(2.2)8 HRQol-related treatment goal
the best possible disease control, with the best possible preservation or e Itis widely used in clinical trials, population studies and real-world ) ADAPT ADAPT-SC+ Most commonly observed AEs,|
restoration of QoL1° clinical settings, and is recommended as a key component of (EFGG';; (PB; | (EFCi ZS;) Injection ite erythen: : : : : 173 52(20) set by recent gMG treatment
clinical/economic appraisals . " " Headache 1.15 24 (28.6) 1.13 23 (27.7) 0.63 36 (20.1) guidelines by rap|d|y and
. . . ope - 20 - . [\ h iti 0.34 10 (11.9 0.49 15(18.1 0.19 28 (15.6
O BJ ECTlVE * Patients report scores across 5 dimensions (mobility, self-care, usual é v e 13.8 N 0.20 7 28-3)) 0.43 9 ((10-8)) - o consistentlv improvin
C el . . . . . o : )
activities, pain/discomfort, anxiety/depression) to generate a unique $8 15 - Diarrhea f 0.17 6((7.1)) 0.41 9(%0.8)) 0.18 24 (13.4) Y P g
. L . . . - ) Upper respiratory tract infection 0.32 9 (10.7 0.14 4. (4.8 - - o o o
* To assess HRQoL outcomes following efgartigimod treatment of 5-digit code used to derive a utility and VAS score & < i Injection site pain - - - - 0.21 21 (11.7) HRQol, as quantified using
. . . . . . . . . . . ’ . . m d 1 . . . . _ _ _ _
AChR-Ab+ gMG participants from trials with available HRQoL data:  EQ-5D-5L VAS indicates an individual’s daily perceived health status on a S @ Inoction aite brutsin _ _ _ _ o i:ggi; sty e e e
— The placebo-controlled, randomised, phase 3 ADAPT (V) trial scale of 0 to 100 (higher score indicates better perceived overall health) 595 5 z y
(NCTO3669588, ﬁnal data CUt'Off: 06 Ap r|| 2020)(F|gu re 1A) S W “ER was calculated as number of events per total PYFU. fInjection site reaction in ADAPT-SC+ study. *Fatal events (metastatic renal cancer, cardiac arrest, pulmonary mass, a nd recom mended Sca Ie510—13
. . . - - - i ini and COVID-19/respiratory failure) were not related to efgartigimod PH20 SC treatment, as determined by investigators. $Treatment discontinuation during ADAPT-SC+ (n=4)
MG-QolL15r and EQ-5D-5L assessments are recommended in clinical 0
— The ongoing Open—la bel extension ADAPT-SC+ (SC) trial . .. . .. 13 were due to participant fatality. IMost commonly observed AEs occurring in >10% of participants receiving efgartigimod IV or efgartigimod PH20 SC. Yincludes all preferred
(NCTO48 18671 data cut-off: 01 December 2022)(Figure 1B) praCtlce, clinical trlaIS, and telemedicine by d paHEI of Eu ropean experts QLower scores indicate better QoL. tHigher scores indicate better Qol. / Kterms of COVID-19, COVID-19 pneumonia, coronavirus infection, exposure to SARS-CoV-2 and SARS-CoV-2 test positive.
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