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KEY TAKEAWAYS

ABBREVIATIONS
AE, adverse event; C2, complement component 2; Ca2+, calcium ion; CAP-PRI, chronic acquired polyneuropathy patient-reported index; CMAP, 
compound muscle action potential; DBTP, double-blinded treatment period; eCRF, electronic case report form; EFNS, European Federation of 
Neurological Societies; FcRn, neonatal Fc receptor; FSS, 9-item Fatigue Severity Scale; GM1, monosialotetrahexosylganglioside; Ig, immunoglobulin; 
IV, intravenous; IVDP, IVIg dependency period; IVIg, intravenous immunoglobulin; kPa, kilopascal; MMN, multifocal motor neuropathy; 
MMN-RODS, Rasch-Built Overall Disability Scale for Multifocal Motor Neuropathy; mMRC-10, modified Medical Research Council-10; NCS, nerve 
conduction studies; PD, pharmacodynamics; PK, pharmacokinetics; PNS, Peripheral Nerve Society; Q, quartile; QoL, quality of life.
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ARDA, the largest 
interventional study 
conducted in MMN
to date, used an MCC 
screening process to 
determine MMN diagnosis 
and IVIg dependency prior 
to first administration
of study drug

• MMN is a rare, immune-mediated, chronic neuropathy leading to axonal 
degeneration and progressive, disabling asymmetric limb weakness with 
absence of sensory loss1–3

• MMN is characterized by multifocal, persistent motor nerve conduction block1,2

• Anti-GM1 IgM antibody-mediated complement activation plays a central role in 
the pathogenesis of MMN1–3

‒ Anti-GM1 IgM antibodies are found in ≥40% of MMN cases2

• C2 may be an optimal point of intervention within the complement cascade
– C2 is at the crossroad of the classical and lectin pathways4

– The alternative pathway remains intact (reduced infection risk)4,5

– Targeting C2, upstream of C3 and C5, inhibits C3 and C5 effector functions5

• Empasiprubart is a first-in-class, humanized, monoclonal antibody that 
specifically binds to C24 (Figure 1)
‒ IgM autoantibody-mediated complement activation was effectively inhibited 

by targeting C2 with empasiprubart in an in vitro model of MMN1

Empasiprubart Binds C2 and Blocks Activation of the Classical 
and Lectin Complement Pathways
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OBJECTIVE AND METHODS

FIGURE 1 Empasiprubart Proposed Mechanism of Action

TABLE 1 Demographics and Baseline Disease Characteristics

*US and Canada. †European Union, European Economic Area, European Free Trade Area, and the UK. ‡The duration of IVIg ongoing at screening is defined as follows: screening date – starting date of last IVIg administration stable before screening +1. 
§Baseline values established following IVIg monitoring period and prior to initiation of the DBTP. Slight imbalances were observed between treatment arms (cohort 1: median age, median IVIg duration, median MMN-RODS score, and median CAP-PRI 
score; cohort 2: median time since diagnosis, median IVIg duration, grip strength [most affected hand], and median FSS score), with lower disease-specific QoL and functional disability measures among participants in the empasiprubart arm compared with 
those in the placebo arm. All baseline values were established at the initiation of the IVIg monitoring period unless otherwise specified. 

Cohort 1 Cohort 2

Empasiprubart IV
(n=18)

Placebo IV
(n=9)

Empasiprubart IV
(n=18)

Placebo IV
(n=9)

Age, median (Q1, Q3), years 54.5 (47.0, 61.0) 44.0 (42.0, 54.0) 55.5 (50.0, 59.0) 58.0 (55.0, 61.0)

Sex, female, n (%) 7 (38.9) 4 (44.4) 6 (33.3) 4 (44.4)

Region, n (%)
North America*
Europe†

5 (27.8)
13 (72.2)

4 (44.4)
5 (55.6)

2 (11.1)
16 (88.9)

4 (44.4)
5 (55.6)

Time since diagnosis, median (Q1, Q3), years 8.10 (5.39, 11.28) 9.99 (4.77, 11.29) 10.14 (5.99, 13.30) 15.63 (8.24, 23.17)

IVIg duration, median (Q1, Q3), years‡ 2.63 (0.76, 5.43) 1.89 (0.27, 3.21) 0.50 (0.27, 3.05) 1.80 (0.24, 9.99)

IVIg frequency issued from eCRF, n (%)
Every 2 or 3 weeks
Every 4 or 5 weeks

10 (55.6)
8 (44.4)

5 (55.6)
4 (44.4)

10 (55.6)
8 (44.4)

5 (55.6)
4 (44.4)

IVIg dose, median (Q1, Q3), g/kg 1.55 (1.00, 2.00) 1.30 (0.80, 1.50) 1.00 (0.80, 1.21) 1.00 (0.62, 1.00)

Grip strength 3-day moving average, median (Q1, Q3), kPa§ 

Most affected hand
Least affected hand

33.50 (14.44, 61.78)
56.92 (37.78, 74.00)

40.00 (23.11, 54.67)
64.00 (41.00, 69.00)

31.11 (6.67, 52.56)
56.97 (22.00, 87.44)

47.33 (40.78, 61.11)
57.78 (55.33, 74.89)

mMRC-10 sum score, median (Q1, Q3)§ 96.0 (87.0, 98.0) 95.0 (88.0, 96.0) 93.5 (91.0, 95.0) 98.0 (89.0, 99.0)

MMN-RODS centile metric score, median (Q1, Q3)§ 59.0 (53.0, 67.0) 70.0 (60.0, 82.0) 63.0 (58.0, 76.0) 66.0 (66.0, 76.0)

FSS score, median (Q1, Q3)§ 4.67 (3.22, 6.33) 4.22 (3.67, 4.56) 3.83 (2.11, 5.56) 5.56 (5.11, 5.78)

CAP-PRI score, median (Q1, Q3)§ 13.0 (10.0, 19.0) 8.0 (6.0, 10.0) 10.5 (5.0, 15.0) 12.0 (8.0, 12.0)

Binds C2 in a pH- and Ca2+-dependent manner4

Decreased affinity for other Fc receptors
to avoid activating IgG-dependent 

effector functions4

Engineered for a long half-life through increased 
affinity to FcRn at acidic pH4

• A total of 78 participants were screened 
(Figure 3)

• Of these, 70 were assessed by the MCC

– 60 (86%) had probable or definite 
MMN per the EFNS/PNS 2010 criteria

– Of these 60, most (70%) were 
classified as having definite MMN, 
while 30% were classified as having 
probable MMN

• Of the 60 participants with probable or 
definite MMN confirmed by the MCC

– IVIg dependency was certain 
for 29 participants

– IVIg dependency was initially uncertain 
for 31 participants but then confirmed 
by the MCC following IVDP

• Of the 60 participants with probable or 
definite MMN, 54 entered ARDA cohort 1 
(n=27) or cohort 2 (n=27) and were 
randomized to empasiprubart IV or placebo; 
6 participants were not randomized to ARDA 
following withdrawal of consent and/or not 
meeting inclusion criteria

• Baseline characteristics across cohorts 
were generally well balanced between 
the empasiprubart IV and placebo arms 
(Table 1)

70 participants were 
assessed by the MCC, 
which confirmed that 
86% (n=60) had 
probable or definite 
MMN; 54 of these 
participants were 
randomized to ARDA to 
receive either the study 
drug or placebo

Secondary and 
additional endpoints

• Time to first re-treatment with IVIg
• Evaluation of muscle strength and functional 

disability efficacy measures

• Evaluation of productivity, treatment satisfaction, 
and QoL measures

• Evaluation of PK, PD, and immunogenicity
Primary endpoint

Safety outcomes based on AE
monitoring and other safety
assessments (clinical laboratory tests)

IVIg monitoring period†

All participants received IVIg
at a frequency, duration, and dose
established by their medical history

IVIg baseline was established at the end of the 
monitoring period and was used to define 

baseline values for clinical endpoints

IVIg dependency uncertain IVIg dependency confirmed

≤11 weeks≤15 weeks

Screening (≤28 days)

MMN diagnosis and IVIg dependency (if applicable) 
assessed by the MCC*

Enter the 15-month, 
treatment-free, safety 

follow-up period

Roll over to the
long-term extension 

study (ARDA+)

OR

Double-blinded treatment period‡

Randomized 
2:1

Cohort 1, n=27
(dose regimen 1)

Cohort 2, n=27
(dose regimen 2)

OR
(sequentially)

Randomized 
2:1

All participants 
were receiving 
IVIg at baseline 
before switching 
to study drug

*Vaccinations were required. IVIg dependency parameters and vaccination requirements are summarized in the key inclusion criteria, the full details of which are provided at https://www.clinicaltrials.gov/study/NCT05225675.†The length of the monitoring period depended on an 
individual’s IVIg dose frequency: dosed every 2 weeks–up to 35 days monitoring, dosed every 3 weeks–49 days monitoring, dosed every 4 weeks–63 days monitoring, dosed every 5 weeks–77 days monitoring. ‡DBTP began 7 days after final IVIg administration during the monitoring 
period. Participants were re-treated with IVIg if there was a clinically meaningful deterioration in muscle strength and/or motor function. Clinically meaningful deterioration was defined as a >30% decline in the grip strength of either hand observed for ≥2 consecutive days and/or a 
decline of ≥2 points on the mMRC-10 sum score compared with the day of randomization. However, based on their clinical judgment, the investigator may have chosen to not re-treat the participant with IVIg.

Participants with final 
adjudication result from MCC 

n=70

Possible MMN† 
n=1

Participants without 
adjudication result from 

MCC* n=8

Phase 2 MCC review
n=1

IVIg 
dependency 
confirmed

n=20

IVIg 
dependency 
confirmed

 n=9

IVIg 
dependency 
confirmed 

n=22

IVIg 
dependency 
confirmed 

n=9

Definite MMN
n=42

Probable MMN
n=18

Phase 1 MCC review
n=69

Participants screened
N=78

*Participants who had already been screened and failed or who withdrew consent. †Not possible to make a diagnosis of MMN due to a lack 
of adequate NCS with CMAP durations and CMAP areas.

IVDP

Objective
• To present updated baseline characteristics, demographics, and MMN confirmation committee (MCC) outcomes of 

participants from cohorts 1 and 2 in ARDA (NCT05225675), a phase 2, multicenter, randomized, double-blinded, 
placebo-controlled, parallel-group study in adults with MMN

MCC Screening
• Participants were screened by the MCC to evaluate the diagnosis of MMN and assess IVIg dependency (Figure 2)
• The MCC was composed of an international panel of 4 neurologists experienced in the diagnosis and treatment of MMN

– In the first phase (phase 1 MCC review), participant documentation was assessed to determine study eligibility
– If there was diagnostic uncertainty during phase 1 MCC review, a second review was initiated (phase 2 MCC review)

• MMN was evaluated according to the clinical, electrophysiological, and supportive criteria from the 
EFNS/PNS 2010 guidelines6

• IVIg treatment dependency was evaluated using existing medical history data. Participants with unconfirmed IVIg 
dependency entered the IVDP (Figure 2)
– During the IVDP, IVIg dependency was determined by assessing clinical outcomes following delayed IVIg administration

ARDA
• ARDA enrolled 54 adults with MCC-confirmed probable or definite MMN and proven IVIg dependency (Figure 2)

A considerable proportion 
of participants screened 
during the MCC review were 
diagnosed with possible or 
probable MMN rather than 
definite MMN. These 
uncertainties indicate a 
need for improved 
diagnostic markers and 
standardized diagnostic 
criteria for MMN
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IVIg 
dependency 

uncertain n=9

IVIg 
dependency 

uncertain n=22

IVDP

IVIg dependency 
period (IVDP)

16 weeks

Empasiprubart IV (n=18)

Placebo IV (n=9)

Empasiprubart IV (n=18)

Placebo IV (n=9)

for more 
information

to access the full poster  

Empasiprubart FcRn C2

for the full clinical 
trial listing

https://www.clinicaltrials.gov/study/NCT05225675

	Slide Number 1


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.3

  /CompressObjects /Off

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /sRGB

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Remove

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 600

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages true

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages false

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 600

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages true

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages false

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 600

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly true

  /PDFXNoTrimBoxError false

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox false

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)

  /PDFXOutputConditionIdentifier (CGATS TR 001)

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG UPLOAD'] [Based on 'EPG UPLOAD'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops\\0501\\051'] [Based on 'HighResolution_WithCrops'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /HighResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 0

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /UseDocumentProfile

      /UntaggedRGBHandling /LeaveUntagged

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



