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© gMG s a chronic autoimmune neuromuscular Data Source i Analyses
condition that causes muscle weakness in different X
o Data from phase 3 placebo-controlled clinical trials of efgartigimod © ABayesian NMA was conducted using data from respective o Based on the NMA results, the NNT was estimated for

parts of the body.1-3 Approximately 85% of these N
patients have anti-AChR Ab+ disease® (ADAPT, NCT03669588),5 inebilizumab (MINT, NCT04524273),6
nipocalimab (VIVACITY-MG3, NCT04951622), ravulizumab

o Several novel immunomodulatory therapies have (CHAMPION, NCT01897229) ¢ rozanolixizumab (Myc

been recently approved in the United States for NCT02473952),° and zilucoplan (RAISE, Ncrmuszsz)\ﬂ were used
anti-AChR Ab+ gMG, including neonatal Fc receptor in this Bayesian NMA (Table 1)
inhibitors (efgartigimod IV [VYVGART®] and PH20 Trint incl ) N !
SCIVYVGART Hytrulo®T, rozanolixzumab tial inclusion/exclusion criteria were generally similar
[RYSTIGGO®]) and complement inhibitors ADAPT, MINT, VIVACITY-MG3, and MycarinG trials included
(ravulizumab [ULTOMIRIS®], zilucoplan anti-AChR Ab+ and anti-AChR Ab- and/or anti-MusK Ab+ and anti-
[2ILBRYSQ®]). In addition, 2 new treatments. LRP4 Ab+ patients. Data for anti-AChR Ab+ patients were used in
(inebilizumab, a CD19-targeting monaclonal this analysis where avallable
antibody, and nipocalimab, an Fc receptor inhibitor) © Key baseline characteristics from the respective trials are presented
are either currently under regulatory review or will
undergo evaluation for gMG in Table 2
© With the availability of these new treatment o Efficacy outcomes including proportion of patients achieving >3-
and 25-point reductions from baseline for MG-ADL, proportion of
options for gMG, it is important for health care
providers, payers, and other stakeholders to patients achieving >3- and 25-point reductions from baseline for
understand their relative benefits, which have not MG, and changes from baseline in QMG and MG-ADL scores.
vet been fully compared in the ltérature Primary time points of assessment in the respective clinical trials
were assessed (Table 2, 3)
MG-ADL is an 8-item patient-recorded outcome measure assessing
OBJECTIVE MG symptoms and their impact on daily living.1! The total score
ranges from 0 to 24, with higher score indicating more disability °
To compare efficacy outcomes of efgartigimod, QMG is a quantitative examiner assessment of patient function
inebilizumab, nipocalimab, ravulizumab, across 13 domains, based on strength and endurance of specific

rozanolixizumab, and zilucoplan as treatments for

muscle groups. The total score ranges from 0 to 39, with higher
anti-AChR Ab+ gMG

score indicating more severe disease’

TABLE 1 Phase 3 Clinical Trials of Efgartigimod,

ADAPT (NCT03669588)5

MycarinG (NCT03971422)°

VIVACITY-MGS3 (NCT04951622)"

clinical trials based on the network (Figure 1a, 1b). Based
on the NMA results, the NNT was estimated for each treatment

NMA s the most commonly used indirect treatment
comparison approach in the absence of head-to-head

clinical trials comparing multiple treatments simultaneously

as long as they can be connected in 1 networl

FIGURE 1A NMA Evidence Network
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each treatment versus placebo. For rozanolixizumab,
the 10 mg/kg and 7 me/kg arms were combined for
the NNT analysis, as the product label specifies that
dosing is weight-based rather than consisting of

2 distinct fixed doses. Since NNT is a population-level
metric, the 2 dosing groups were combined using a
sample size weighted average for the analysis

FIGURE 1B NMA Evidence Network
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Efgartigimod

NNT represents the number of patients needed to treat to

achieve 1 additional improved outcome relative to placebo'3

For example, an NNT of 3 means that 3 patients need to

be treated with the active treatment vs placebo to
achieve 1 additional responder

, Inebilizumab, Nipocalimab, Ravulizumab, Rozanolixizumab, and Zilucoplan in gMG

CHAMPION (NCT03920293)’

=
ical response rate al respons
of active treatment rate of placebo

RAISE (NCT04115293)1¢ MINT (NCT04524273)6

Study design 1:1to efgartigimod IV or placebo 1:1:1 to rozanolixizumab 10 me/kg SC or 1:1to nipocalimab IV or placebo 1:1to ravulizumab IV or placebo 11 to zilucoplan SCor placebo  1:1 to inebilizumab IV or placebo
rozanolixizumab 7 mg/kg SC or placebo
Population 167 gMG patients 200 gMG patients 196 gMG patients 175 gMG patients 175 gMIG patients 238 MG patients.
= MGFAdasslito IV * MGFAass llto IVa = MGFAdasslito IV = MGFAdlass llto IV = MGFAdass llto IV = MGFAdlass llto IV
= anti-AChR Ab/- (N=129 anti-AChR Ab+ * anti-AChR Ab+ or = anti-AChR Ab+ or anti-MuSK Ab# or anti-LRP4 Ab+or = anti-AChR Ab+ = anti-ACHR Ab+ = anti-AChR Ab+ or anti-Musk
population was considered in this analysis) anti-MusK Ab+ ile-antibody-neg: (=153 = MG-ADL score 36 = MG-ADL score 36 Aot
= MG-ADL score 25 = MG-ADL score >3 population was considered in this analysis) = Stable-dose gMG treatments = QVIG212 * MG-ADL score 26
= Onastable dose of 21 gVG treatment = QVG211 * MG-ADLscore 26 were permitted throughout = Stable-dose gMGtreatments ~ * QMG211
throughout the trial * Stable-dose gMG treatments were * Stable-dose gVIG treatments were permitted the trial were permitted throughout ~ * On astable dose of allowed
permitted throughout the trial throughout the trial the trial MG treatment.
Dosing schedule 10 mg/kg at weekly intervals for 4 weeks followed 10 mg/kg or 7 mg/kg SCinfusions once aweek IV infusions with loading dose 30 me/kg at Week O, Single loading dose on Day 1 0.3 mg/kg SCinjections 300 mg IV infusions on Days
by a 5-week period with no infusions in the initial  for 6 then 15 mg/kg every 2 weeks up to 24 weeks followed by maintenance administered daily for 12 1,15,183
cycle and individualized treatment schedule doses on Day 15 and every 8 weeks
according to clinical evaluation weeks through Week 26
Primary time point  Week 4 Week 6 Week 24 Week 26 Week 12 Week 26

of assessment

TABLE 2 Efficacy Inputs, Continuous Outcomes* TABLE 3 Efficacy Inputs, Categorical Outcomes*

Change in QMG From Baseline, Mean (SE) Change in MG-ADL From Baseline, Mean (SE) 23-Point Improvement in 25-Point Improvement in 25-Point Improvement in
ADAPT -6.20(0.70) -1.00(040) 4,60 (0.40) -1.75(030) Study acromym Treatment Treatment Placeho Treatment
MycarinG 10me/ve ] 17 mefks -1.92(068) 10mefks Zme/ts -0.78(049) s w o = L = =
—667(069) -5.40(0.68) 340(049)  -3.37(049) Mycarine 10mg/kg 7mg/kg 10mg/kg 7mg/kg 3 10mg/kg 7 mg/kg 10mg/kg 7 mg/kg

VIVAQTY-MG3' -4.89(054) -2.01(050) -5.06(0.37) -3.44(036) 1% S1% 4ES 48% 45% &8 57% 55% 2uh 33% 31% s
CHAMPION® ~2.80(0.46) ~0.80(0.45) -310(038) ~1.40(037) VIVAGTY-MG3 4% 2% 3% 16% 60% 3% % 18%
RAISE® ~6.19(0.56) -3.25(055) ~4.39(0.45) ~2.30(0.44) CHAVPION % 1% EQ 1% 7% 3% 3% 15%
MNF .40 (0.55) ~2.00(0.58) ~4.20(0.40) ~2.40(041) RAISE 7% 55% 2% 3% 7% 5% 4% %
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MK A g were e Tor the Nycarino ant ACKR At WA Ao LR A VIS wer s for the UNACTTY MG i

RESULT

QMG Change From
Baseline (Figure 2)

23- and 25-Point Improvements in QVIG,
23- and 25-Point Improvements in
MG-ADL, Treatments Compared

With Placebo (Table 4)

FIGURE 2 Effect of Treatments Compared With Placebo in
QMG Change From Baseline

TABLE 4 Effect of Treatments Compared With Placebo in Categorical
. ST

o Compared with placebo, Outcomes, Mean Differences (95% Crl)

all active treatments

Treatment

Pe— 23-Point 25-Point
achieved significantly mcp (Mean) Crl (95%) o Alltreatments demonstrated significantly greater Improvement | Improvement
‘ﬂh’g” S Efgartigmod 520 improvements than placebo across al categorical | Treatment I
Gl R 5 = efficacy outcomes, except for rozanolixizumab Efgartigimod 045(032,056) 052(033,068) 036(020,049) 050(0.29,068)
me/kg 7 mg/kg in the >3-point improvement in
o Mean QMG 7mg/kg -3.45 QMG outcome Rozanolixizumab 10mg/kg  031(0.13,047) 037(0.17,056) 039(0.24,051) 0.31(0.10,0.54)
with efgartigimod Zicon! =
—— plan 2.94 N Rozanolixizumab7mg/kg  0.11(-007,029) 035(0.15,054) 037(0.22,0.50) 0.28(0.07,0.52)
and rozanolixizumab Results of NNT, Categorical Outcomes
10 mg/kg and 7 mg/ke —_— Nipocalimab 289 (Figure 4) Nipocalimab 019(003,035) 030(0.12,049) 0.23(0.07,037) 0.26(0.09,0.44)
had exceeded the . =
T ERED Inebilizumab 241 o IV had the lowest NNT for QMG >3- Ravulizumab 023(006,038) 026(007,048) 023(0.07,037) 020(0.04,041)
—s— | Rawlizumab 200 d >5-point t Il 25 MG-ADL
value of 23-point and25-point improvements, as well 2s MG Ziucoplan 025(003,040) 020(0.07,036) 027(012,041) 0.20(006,036)

>5-point improvement. Its NNT was significantly
lower than that of nipocalimab for QMG 23,
ravulizumab for QMG 23 and MG-ADL 25, and
zilucoplan for QMG 23, QMG 25, and MG-ADL 25

improvement from g 4 2 °
Effect vs Placebo

baseline in QMG Posiivediferences ndicategreter improvemment i treatrment than lcebe

MG-ADL Change From

. 5 © Rozanoli imab had the lowest NNT for MG-ADL : N
Baseline (Figure 3) FIGURE 3 Effect of Treatments Compared With Placebo in MG- >3fp°‘nl"::;‘:)rovemenl hovxw the difference FIGURE 4 NNT Estimates by Treatment vs Placebo, Categorical Outcomes
© Compared with placebo, ADL Change From Baseline was not statistically significant compared with sa1 : : : sosr
all active treatments vestent o m—— o0+
achieved significantly Difference
larger improvement in maD eyl (95%)
LIMITATION
‘:‘:A"ée;;im baseline —_— Efgartigimod 285 (-382,-186) ONS
in MG © Cross-trial differences were harmonized to the
© Mean MG-ADL lomghke 260 (397,-124) greatest extent possible. Whenever data were
improvement with Tmghg 257 (-395-122) available, the anti-AChR Ab+ patient populations
efgartigimod, - Ziucoplan 509 (332,080 of trials were used for assessment of efficacy
rozanolixizumab 10 mg/kg outcomes to maximize similarity with patients
—_— Inebilizumab 181 (-293,-068)
d and of ADAPT. However, residual differences N S o e o o o gt o g o 1
zilucoplan had exceeded —_— Ravulizumab -170  (-2.74,-064) may remain RS e T O
the commonly cited MCID
———s——  Nipocalimab 163 (265-062) o Differences in dosing schedules resulted in - copamt ¢ MGADLaPo -
value of 22-point inherent variations in assessment time points Smbrosement Sbrovement & Minprovement Mproverment

improvement from 4

baseline in MG-ADL across trials, which the current .
ine in MG-

cannot fully account for

3 2 1
Effect vs Placebo

KEY TAKEAWAYS

This analysis extends beyond published All novel therapies Comparatively, In the absence of head-to-head

ABBREVIATIONS

NMASs by incorporating phase 3 data for
nipocalimab and inebilizumab, 2 novel
agents that are currently under regulatory
review or expected to undergo evaluation
for treating gMG**~1¢
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