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| d : Table 1. Clinical trials of efgartigimod, ravulizumab, rozanolixizumab and zilucoplan in gMG Statistical analyses Figure 1. NMA evidence network i :
ntroduction IS T T e VPG U -y i s ot i it o four . (e ——— mitations
* Generalized myasthenia gravis (gMG) is a chronic Phase 3, 1:1 to efgartigimod Phase 3, 1:1 to ravulizumab  Phase 3, 1:1:1 to rozanolixizumab Phase 3, 1:1 to zilucoplan SC = NMA is the most commonly used indirect treatment comparison approach Q Rozanolixizumab_7mg = The inclusion and exclusion criteria and baseline patient
- - Study design intravenous (IV) or placebo IV or placebo 10mg/kg subcutaneous (SC) or or placebo in the absence of head-to-head clinical trials comparing multiple treatments MyearinG 1 caring characteristics looked similar across trials, however, NMA
autoimmune neuromuscular condition that causes muscle rozanolixizumab 7mg/kg SC or placebo . I I ) " { ) 1 be biaced by dif ; e
T : simultaneously as long as they can be connected in one network. comparisons could be biase ifferences in unobserved effect
weakness in different parts of the body."** Approximately 167 gMG patients 75 gMG patients 200 gMG patients 174 gMG patients Y . & . y o . . . dF')f' Vet . h 4 . t faasible due to th
85% of these patients have anti-acetylcholine receptor = Myasthenia Gravis Foundation = MGFA Class Il to IV = MGFA Class Il to IVa = MGFA Class Il to IV " Due to lack of established minimal clinically important difference (MCID) in O RAISE ] MOTITIErS. WIELATTEETERSION, NOWEVEL 15 NOL TEASIDIE GUE T ThE
antibody-positive (anti-AChR Ab+) disease.* of America (MGFA) Class Ilto IV = anti-AChR Ab+ = anti-AChR Ab+ or anti-MuSK Ab+ = anti-AChR Ab+ EQ-5D VAS and MG-QoL15r measures in gMG, MCIDs were calculated using | | PBO ADAPT sparsity of the networks.
= anti-AChR Ab+/- * = MG-ADL score 6 = MG-ADL score >3 (non-ocular = MG-ADL score 6 et AN F Zilucoplan : -
= Patients with gMG may experience debilitating and potentially Population = Myasthenia Gravis Activities of = Stable-dose gMG symptoms) = QMG 212 distribution-basec a.\pproach.as hélf qf the average standard deviation from all CHAMPION Q ] The I.VIC“.DS of the HRQol OUtFOmeS were estimatec u.SIng
life-threatening symptoms, which can have a profound negative Daily Living (MG-ADL) score >5 treatments were « Quantitative Myasthenia Gravis . Stable-dose gMG treatment arms. This approximation is a commonly accepted MCID value for Efgartigimod distribution-based approach in the absence of established
: cre : L. = O table d f at least itted th hout MG) >11 ' - in i 13 i ' '
impact on activities of daily living, physical functioning and hr}lcasi a te Osteﬂ? a ﬁastiﬂe fﬁrrp[ Ie roughou (QMG) treatments were patient-reported outcomes in literatures. MCIDs for these two outcomes in gMG. Future studies using
. . g reatment throughout the e tria = Stable-dose gMG treatments were permitted throughout anchor-based approaches would be valuable to validate these
quality of life (QoL).>® trial permitted throughout the trial the trial Q PP
= Patient-centric outcomes including EuroQol-5 Dimension visual 10m|§/|;g”at erlglv instervalli for 4 | ii?gllle |Oa§|itr)\g dose on day 10mg{<k]§ 0%7mg/kkg SCinfusions once 0&3m8_/kg S%igjelcti:ns Ravulizumab MCID values. | | |
analog scale (EQ-5D VAS) and Myasthenia Gravis-Quality of Life Dosing schedule WET IO TOWEE DY @ orWEE PELO ] acministered daily for " The HRQoL outcomes were measured at the primary timepoints
with no infusions and individualized doses on day 15 and every 8 12 weeks of assessment in respective trials. which were different across
15-item revised scale (MG-QoL15r) can help guide treatment treatment schedule. weeks through week 26. Res u ItS . P o . .
decisions for gMG. Primary timepoint trials and had varying places in the dosing schedules. This
] . . — of assessment Weelk 4 Week 26 Week6 Week 12 o , . o . _ inconsistency could not be addressed in meta-analysis relying on
Conventional therapies (CT) are commonly used as initial At ACHR Al poouation (N-126) was ueed n this analveis EQ-5D VAS, comparing interventions to placebo (Figure 2) MG-QoL15r, comparing interventions to placebo (Figure 3) existing data.
treatments, however, a proportion of patients with gMG are POP yEIs . L : : . .
, _ , . - . . . . . " Compared to placebo, efgartigimod had significantly larger improvement in EQ- = Compared to placebo, efgartigimod, rozanolixizumab 7mg/kg, 10mg/kg and
inadequately managed with CT. Table 2. Baseline characteristics of clinical trials included | . . .
5D VAS. zilucoplan had significantly larger improvement in MG-QoL15r. . . d I .
| p 5 MG i ( ) ol dp.p Study acronym (NCT#) | ADAPT (NCT03669588) SalelalATon TN GUUEEPATPRE) MR W AERTE £.22) el B e o) = Median EQ-5D VAS improvement with efgartigimod exceeded the estimated MCID = Median MG-QolL15r improvement with efgartigimod and rozanolixizumab 10mg/kg D ISCUSSION an CO NCIUSIONS
Seve.ra new agentS: _Or 5 I r_ecent years, inciu mg I Efgartigimod Placebo Ravulizumab Placebo Rozanolixizumab Rozanolixizumab Placebo Zilucoplan Placebo value of 9.09. exceeded the estimated MCID value of -2.97. o ) .
eculizumab, efgartigimod, ravulizumab and rozanolixizumab. (n=65) (n=64) (n=86) (n=89) 7mg/kg (n=66) 10mg/ke (n=67) (n=67) (n=86) (n=88) " The results suggested efgartigimod was associated with
The FDA also accepted a new drug application for zilucoplan. Age, years (standard Figure 2. Effect of treatments compared to placebo in EQ-5D VAS Figure 3. Effect of treatments compared to placebo in MG-QoL15r greater degree of improvement in EQ-5D VAS (compared to
, o , doviati 44.7 (15.0) 49.2(15.5) 58.0(13.8) 53.3(16.1) 53.2 (14.7) 51.9 (16.5) 50.4 (17.7) 52.6(14.6) 53.3 (15.7) ravulizumab and zilucoplan) and MG-QoL15r (compared to
= Despite the availability of these new treatment options, there eviation [SD]) N o | | o | P P
is limited evidence comparing their effects on health-related Sex, female (%) 46 (71%) 40 (63%) 44 (51%) 45 (51%) 39 (59%) 35 (52%) 47 (70%) 52 (60%) 47 (53%) Positive values indicate larger improvement Treatment Difference Negative values indicate arger improvement Treatment Difference ravuI!zur.nab) amons pa!tlents “{'th gMG. ‘
quality of life (HRQoL) outcomes in gMG patients. EC 5/ (83%)  56(88%)  67(78%) 61 (69%) 41 (62%) 49 (73%) 46 (69%) 66 (77%) 62 (70%) tavors PBO MCID* Treatment Mean  Crl (95%) MCID* Favors PBO  Treatment Mean  Crl (95%) = The findings were consistent with the results from Sacca 2023
Non-white ) | (=TT . Significantly | e , Significantly et al., where they concluded that anti-neonatal Fc receptor
and not 11 (17%) 8 (12%) 19 (22%) 28 (31%) 25 (38%) 18 (27%) 21 (31%) 20 (23%) 26 (30%) | ' Efgartigimod 11.70 (636, 17.04); gleatz:rb(t)ha“ ) Ffgartigmod - >00 6.82,3.16) ';f:i:rb;ha" (FcRn) inhibitors (efgartigimod and rozanolixizumab) were
: : | CTTTTTTTTTTTTTTTTTTTTTToTTmooommommooooooooes I . . C oy en s .
O bJ ectlve reported Oy Em Ravulizumab 1.30 (-4.55, 7.16) e el —— Ravulizumab -1.70 (-3.67,0.27) more effective than anti-complement inhibitors (eculizumab,
I 25 (43%)  25(39%)  39(45%) 39 (44%) 29 (44%) 26 (39%) 23(34%)  22(26%) 27 (31%) : | e, : ravulizumab and zilucoplan) on the MG-QoL15r outcome (the
. . 35 (54%) 36 (56%) 41 (48%) 45 (51%) 34 (52%) 39 (58%) 41 (61%) 60 (70%) 57 (65%) | n Rozanolixizumab 10mg/kg  5.33  (-0.59, 11.24) u ) : Rozanolixizumab 10mg/kg -3.99  (5.74,2.25), MG-QoL15 was used in the REGAIN study for eculizumab).**
" To compare HRQoL outcomes of efgartigimod, ravulizumab, _ , ! ; ;
rozanolixizumab and zilucoplan for anti-AChR Ab+ gMG. IV 2 (3%) 3 (5%) 6 (7%) 5 (6%) 3 (5%) 2 (3%) 3 (4%) 4 (5%) 4 (5%) : = - : i * The primary endpoint measurement time was used to
MG-ADL score (SD) 9.0 (2.5) 86 (2.1) 9.1 (2.6) 8.9 (2.3) 8.4 (3.8) 8.1(2.9) 8.4 (3.4) 10.3 (2.5) 10.9 (3.4) ! , | ; compare efficacy measures across trials. The same approach
QMG score (SD) 16.0 (5.1) 15.2 (4.4) 14.8 (5.2) 14.5 (5.3) 15.4 (3.7) 15.6 (3.7) 15.8 (3.5) 18.7 (3.6) 19.4 (4.5) : - - : o e | was used by Sacca et al. in NMA.** This allows a comparison
M et h O d S * ADAPT trial baseline characteristics reflective of the anti-AChR Ab+ population. . (') - - e - y - (l) of treatments at a time where patients were consistently
Table 3. Efficacy inputs Effect vs PBO. Effect vs PBO. receiving treatment.
Data source Study acronym Mean change from baseline Standard Errort B Treatment Difference (median) mmm==95% Credible Interval Estimated MCID B Treatment Difference (median) mm=-=95% Credible Interval Estimated MCID
= Ata rgeted literature review (TLR) wWas performed to identify EQ-5D VAS * MCID of EQ-5D VAS was 9.09 and was calculated as half of the average standard deviation from all treatment * MCID of MG-QolL15r was -2.97 and was calculated as half of the average standard deviation from all treatment arms. Acknowledgement and disclosures
clinical trials assessing HRQoL outcomes in patients with gI\/IG Placebo 60 410 1.64 arms. The material in this poster has not been previously presented or published.
. . . ADAPT : T
" Data from phase Il clinical trials of efgartigimod (ADAPT, Efgartigimod 63 15.80 2.20 EQ-5D VAS and MG-QoL15 o " +h Ranking probabilities of treatments on e andcase smsi'ovze;sf e e |
. - an -QolL15r, comparing interventions wi . . - . o , FS, SM, CBT, TV, SP and PN are paid consultants for argenx, Inc.
NCT03669588)°, ravulizumab (CHAMPION, NCT01997229)°, Placebo 89 2.70 2.07 ’ paring = Efgartigimod had the highest probabilities of being ranked first in both EQ-5D VAS e Ny oy oy S
ixi i 10 i CHAMPION efgartigimod as reference (Table 4) - - e - -  conducti ’ |
rozanolixizumab (MycarinG, NCT02473952)" and zilucoplan Ravulizumab 86 4.00 2.12 and MG-QoL15r, and the highest cumulative probabilities of being the best in any for conducting the study.
(RAISE, NCT04115293)*" were used in this Bayesian network Placebo 67 6.10 599 = |n EQ-5D VAS, efgartigimod demonstrated significantly greater improvement position per surface under the cumulative ranking curve (SUCRA). (Figure 4). Abbreviations
meta—analysis (NMA) (Table 1). The phase Il trial of eculizumab MycarinG Rozanolixizumab 10 mg/kg 67 11.40 705 Compared to ravulizumab and ziIucopIan. ?;;L-;ACP?IEA_M, anti-.acetylchciline. receptor a.ntibody-positive;.CrI, credible interval; CT, cor.wentional
12 . . . . . py; EQ-5D VAS; EuroQol-5 Dimension visual analog scale; FcRn, neonatal Fc receptor; FDA,
(REGAIN; NCT01997229) was not included in this analy5|s due Rozanolixizumab 7mg/kg 66 12.20 2 45 " |n MG-QOL].SF, efgartigimod demonstrated Signiﬁcantly greater improvement Flgure 4' SUCRA pIOtS for EQ'SD VAS and MG'QOLlsr Food and Drug Administration; gMG, generalized myasthenia gravis; HRQoL, health-related QolL; IV,
to lack of commonly assessed HRQoL outcomes. : intravenous; MCID, minimal clinically important difference; MG-ADL, Myasthenia Gravis Activities
. Y o . _ Placebo 33 5.81 2.11 Compared to ravulizumab. EQ-5D VAS MG-Qol15r of Daily Living; MGFA, Myasthenia Gravis Foundation of America; MG-QolL15r, Myasthenia Gravis-
u Key baseline characteristics from respectlve trials are presented Zilucoplan 36 3 97 211 100% 100% Qual?ty of Life 15.-item r.evised scale; NMA, network meta—analysi_.c,; QMG, Quantitative Myasthenia
in Table y) . o . . Gravis; Qol, quality of life; SC, subcutaneous; SD, standard deviation; SUCRA, surface under the
' MG-QolL15r Table 4. EffECt Of Efgarug'mOd COmpared Wlth Other treatments In > > cumulative ranking curve; TLR, targeted literature review.
" Change from baseline values of EQ-5D VAS and MG-QoL15r Placebo 60 -2.30 0.51 EQ-5D VAS and MG-QoL15r outcomes, median differences (95% Crl) 5 75% 5 75% References
measures at the primary timepoint of assessment in the ADAPT T = - pp— - o , o S S 1. Behin A et al. ] Neuromusc Dis. 2018;5(3):265-277.
respective clinical trial were assessed gartigimo B : For EQ-5D VAS, positive differences indicate more improved HRQoL by efgartigimod; for o o 2. Grob D et al. Muscle Nerve. 2008;37(2):141-149.
. CHAMPION Placebo 52 160 0.70 MG-Qol15r, negative differences indicate more improved HRQoL by efgartigimod. g 50 g °0% R P ) i A o Sl TSt
= EQ-5D VAS records the patient’s current self-rated Ravulizumab 78 -3.30 0.71 E E Myasthenia-Gravis-Information-Page#tdisorders-rl
" " _ Treatment EQ-5D VAS MG-QolL15r = o = o 4. Llazaridis K et al. Frontiers in Immunology. 2020;11. doi:10.3389/fimmu.2020.00212
health ?n d vgrtlcia(l)(\)/lsualhal:alrc])gue scale. Edcl >D VAS Placebo 67 -1.30 0.53 Q Q g 25% g 25% 5. Muley S et al. Carrell-Krusen Neuromuscular Symposium. 2021.
ranges rrom 0O to , wit igher scores indicatin . . : * ) ) ) % O O 6. Centre for International Economics. The cost to patients and the community of Myasthenia Gravis. 2013.
betfer HRQOL 5 5 MycarinG Rozanolixizumab 10 mg/kg 67 -5.30 0.72 SEMEUPE] S LU (2'39' 18.31) i ( ik 0'61) . . 7. Dalakas MC. Curr Opin Neurol. 2020;33(5):545-52.
' Rozanolixizumab 7mg/kg 66 -4.00 0.75 Rozanolixizumab 10 mg/kg 6.39 (-1.52, 14.31) -1.00 (-3.52, 1.51) 0% o S' \H,OWtar? J{,éf,\tha'de;g;‘;t.lN(E;""" ALAAUSAS5
= MG-Qol15r is a 15-item disease-specific HRQoL scale blacebo - e 0 2 s 4 2 ° t 2 s 4 2 ° 10 Bril ot sl Loncet Neurol. 2093.22:383.04.
deSignEd to assess the patient’s experience related to Zi | 36 5 65 0.78 Rozanolixizumab 7 mg/kg 5.57 (-2.98, 13.91) -2.31 (-4.90, 0.26) Drug (SUCRA) Drug (SUCRA) 11. Howard Jr JL et al. Lancet Neurol. 2023;22:395-406.
] lHucoplan -J. : Efgartigimod (96.4%) Zilucoplan (42.2%) Efgartigimod (94.5%) Zilucoplan (46.2%) 12. Howard Jr JF et al. Lancet Neurol. 2017;16(12):976-986.
MG. MG-QoL15r ranges from 0 to 30, with lower scores * Sample sizes reflective of available data at the primary timepoint of assessment of each trial. 8.50 (0.68, 16.46)" -2.52(-5.29, 0.31) Rozanolixizumab 7mg (66.2%) == Ravulizumab (26.1%) Rozanolixizumab 7mg (77.6%) == Ravulizumab (30.7%) 12 §°”T‘art‘ elt aEI' leel\?ical Ta;%'zzaoi%; fflzigz'
1 M 1 ivi 0 0 HVH 0 0 . dCCa et al. cur euroil. ; .
indicating better HRQoL. T Standard errors were not reported in the RAISE trial for the EQ-5D VAS outcome and were imputed using the average of available standard errors from other trials. * indicates the difference between efgartigimod and comparator is significant Rozanolixizumab 10 mg (58 1%) = PBO (10.9%) Rozanolixizumab 10 mg (49.8%) w= PBO (1.2%) ®
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